
ATTACHMENT 1: STATEMENT OF WORK 
FOR TASK ORDER: 75N93021 F00002 

PRECLINICAL DEVELOPMENT SERVICES FOR AIDS THERAPEUTICS 
CONTRACT NUMBER: HHSN272201400006I 

TASK AREA 3- PHARMACOLOGY AND TOXICOLOGY: ADDITION OF FINAL Pro rietar 
BIOANAL YTICAL LONG-TERM STABILITY TIME POINTS FOR GLP STUDIES OF P 

!Proprietary Info I IN RATS AND DOGS 

STATEMENT OF WORK 

A. BACKGROUND 
!Proprietary Info I is an injectable liposomal nanoformulation of three antiretrovirals !Proprietary Info 
!Proprietary Info ~ In 2019, under Task Order No. HHSN27200008 of this contract , 
the Contractor completed GLP toxicity studies of !Proprietary Info I in rats (Study M398-18 , 
Bioanalytical Validation Report B181-18) and dogs (Study M397-18, Bioanalytical 
Validation Report B185-18). Upon completion of these studies , plasma samples were 
collected and stored below -60°C at the contractor' site to determine long term stability and 
the maximum length of storage of !Proprietary Info I plasma samples , as required by the FDA. 

B. SCOPE 
The Contractor shall conduct final long-term stability time points ofr roprietary Info I in rat and 
dog plasma from the two previously completed GLP studies under Task Order No. 
HHSN27200008 of this contract, and provide Amended Final Reports related to these two 

. .,_,_,_..="'-'"'--'.....,.,,"'-l·es, which shall include the data from the final long-term stability time points 
,.__ ___ _, in rat and dog plasma associated with this task order . 

C. TECHNICAL REQUIREMENTS 
Independently and not as an agent of the Government , the Contractor shall furnish all the 
necessary services, qualified personnel , materials, equipment, and facilities, not otherwise 
provided by the Government under the terms of the Task Order , as needed , to complete 
the activities listed below . Specifically , the Contractor shall: 

1. Conduct final long-term stability time points for plasma samples oflProprietary Info ltrom 
the studies M398 -18 and M397-18 that are currently being stored at SRI below -60 °C. 

2 . Amend Final Reports for Bioanalyti cal Validation Studies of !Proprietary Info I in rat plasma 
(B181-18) and dog plasma (No. B185-18) to include the final stability data. 

3. Amend the Final Reports for Studies M397-18 and M398-18 to include a reference to 
the revised Validation Study reports . 

4 . Audit the amended Final Reports by the Quality Assurance Unit to confirm GLP 
compliance of the additions. 
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D. PROJECT MANAGEMENT 
The Contractor shall provide the basic infrastructure to successfully manage the following 
activities during the performance of this task order : 

1. Plan, initiate, implement , manage, and coordinate study activities conducted under this 
Task Order . Monitor overall progress within this Task Order and coordinate with the 
base contract's management team in fulfilling its requirement to provide Monthly 
Progress Reports that summarize progress across all awarded Task Orders. 

2. Submit Study Protocols, in accordance with the Reporting Requirements and 
Deliverables section of this Task Order . Unless indicated otherwise , Study Protocols 
will be requested by the COR on a case by case basis and shall describe the 
experimental design and methodology proposed for all work to be conducted under an 
individual study. Study Protocols are subject to technical review by the COR, and 
recommended revisions shall be incorporated , as needed, prior to the initiation of the 
proposed studies . 

3. Provide task order-related information and updates of study-related activities to the 
COR upon request. 

4. The Contractor shall prepare and submit the following reports and other deliverables in 
accordance with the DELIVERIES Article in SECTION F of this Task Order : 

a. Study Protocol(s) 
b. Study Report(s) 
c. Copies of Task Order-related Information and Updates of Study-related Activities 
d. Draft Amended Final Reports (Final Reports from Task Order HHSN27200008, 

which are amended to include all data from the work associated with this current 
task order) . 

e. Final Versions of the Amended Final Reports (Final Reports from Task Order 
HHSN27200008 , which are amended to include all data from the work associated 
with this current task order). 
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ATTACHMENT 1: STATEMENT OF WORK 
PRECLINICAL DEVELOPMENT SERVICES FOR AIDS THERAPEUTICS 

Contract No. HHSN272201400006I/Task Order No. HHSN27200008 

PHARMACOLOGY AND TOXICOLOGY STUDIES OF !Proprietary Info 
!Proprietary Info I AND HProprietary Info ! AND TO su '=p=p=oc-=R=T=-=T:-:--H::-::E=-=D-=E:-:--v=E=L--::0:--::P=-:M:-::-=E,::--N=T=-o=-=F=------' 

MITOCHONDRIAL TOXICITY ASSAYS 

STATEMENT OF WORK 

A. SCOPE 
The Contractor shall conduct pharmacolo y and toxico logy studies oflProprietary Info 

,_P_ro_pr_iet_ary..;..._In_ro ___________ _.- nd to support the development of mitochondrial 
toxicity assays. 

B. TECHNICAL REQUIREMENTS 
Independently and not as an agent of the Government, the Contractor shall furnish all the 
necessary services, qualified personnel, materials, equipment, and facilities, not otherwise 
provided by the Government under the terms of the contract, as needed, to perform the 
activities listed below. Specifically, the Contractor shall: 

2. Conduct a 5-week repeat dose non-Good Laboratory Practice (non -GLP) dose- range-findi ng 
and toxicokinetics stud in do s with Proprietary Info a fixed -dose-combination (FDC) of 

Proprietary Info which is being developed for the 
treatment of HIV infection. The study design and required evaluation endpoints are 
described in the SRI Study Plan/Protocol (Attach ment B). 

3. Conduct a GLP 5-week GLP repeat dose tox icity study in rats with Proprietary Info a fixed-
dose-combination (FDC) of Proprietary Info which is 

'-----,--....,,....,,...,.,,.,....,....,......,,...-....,...,....-~----,-----,--,---,----....,...-
being developed for the t reatment of HIV infection. The study design and required 
evaluation endpoints are described in the SRI Study Plan/Protocol. (Attachment C). 

4. Conduct a non-GLP, toxicity pharmacoklnetic study in C57BL/6 mice with ljp~;;;~fa"&'f~fo 1
1 The 

study design and required evaluation endpoints are described in the SRI Study Plan/Protocol 
(Attachment D). 

5. Conduct a study to assess in vitro mitochondrial toxicity of potential therapeutic agents. The 
Contractor shall incorporate the following activities into the study: 

a. Continue the study to assess in vitro mitochondrial toxicity of potential anti-TB agents, 
described in the previous contract year. Specifically, in collaboration with an outside 
collaborator, continue the assessment of in vitro mitochondrial toxicity of ~r5:prietary and 
its analogues in lProprietarylnfo IA total of~ 15 ce samples 
will be tested. 
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b. Continue development and validation of mitochondrial assays, and assessment of the in 
vitro mitochondrial toxicity of potential in antiretroviral drugs, initiated in the previous 
contract year. Specifically, 

I. set up a 3-dimentional (3D) cell culture in up to 2 cell lines, 
ii. optimize and identify culture conditions, 
iii. determine cytotoxicity in the 3D cell culture in 2 control drugs with exposure 

times of up to 28 days; 
iv. Compare the results of 3D culture, 2-dimentional (2D) culture, and/or with 

hollow-fiber reactor. A total of"' 150 samples will be tested. 
v. Evaluate mitochondrial toxicity profiles of 3 antiretroviral drugs for up to 28-day 

exposure, in vitro in the selected cell lines of 2D, 3D cell culture. A total of rvlQO 
samples will be tested. 

vi. Submit results to scientific conference and/or peer-reviewed journal, as 
appropriate. 

6. Prior to commencing any work involving laboratory animals, the Contractor shall submit all 
protocols to the COR for review/approval, using the appropriate format, following current 
FDA and/or ICH guidelines for study conduct, and obtain Institutional Animal Care and Use 
Committee (IACUC) approval for each animal study listed above, and provide the COR and 
Contracting Officer with documentation of each approval. 

7. Submit Study Reports to the Contracting Officer's Representative (COR) and the Contracting 
Officer, at the conclusion of each of the five (5) studies detailed above. Please note the 
above two GLP studies (#1 and #3) and the two non-GLP studies (#2 and #4) shall provide 
data of suitable quality and integrity, in order to support applications to the U.S. Food and 
Drug Administration (FDA) and other regulatory agencies. The GLP studies shall be 
performed in accordance with the U.S. FDA "Good Laboratory Practice for Nonclinical 
Laboratory Studies" (GLP), as described In 21 CFR Part 58, and the Contractor shall retain 
all records, as required, under GLP guidelines. The Contractor shall submit a summary of 
the results of each study to the COR, using the format specified in the SRI International 
Protocols document. Work under this Task Order shall be deemed complete upon technical 
review and acceptance by the COR and the Contracting Officer of the Final Report. 

C. PROJECT MANAGEMENT 

1. Plan, initiate, implement, manage, and coordinate study activities conducted under this Task 
Order. Monitor overall progress under this Task Order and coordinate with the base 
contract's management team, in fulfilling its requirement to provide Monthly Progress 
Reports that summarize progress achieved across all awarded Task Orders. 

2. Submit Study Protocols, in accordance with the Reporting Requirements and Deliverables 
section of this Task Order. Study Protocols will be requested by the COR on a case by case 
basis and shall describe the experimental design and methodology proposed for all work to 
be conducted under an individual study. Study Protocols are subject to technical review by 
the COR, and recommended revisions shall be incorporated, as needed, prior to the 
initiation of the proposed studies. 

3. Provide task order-related information and updates of study activities to the COR upon 
request. 

END OF STATEMENT OF WORK 
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Maximum Tolerated Dose and Pharmacokinetic Study of ~IPr_op-ri_et-ary_in_fo-~ 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

SUMMARY 

The objective of thi s study was to determine the to lerability and the plasma 
pharmacokinetics of !Proprietary Info !following an intravenous (iv), intraperitoneal (ip) or oral 
gavage (po) administration. Male and female C57BL/6 mice were given a single do se 
administration of the test articl e. 

This study was conducted in two hases. During Phase A, male and female mice 
( 1/sex/gro up) were administered Proprietary Info as a single dose at 20 mg/kg (iv), 20 mg/kg (ip ), or 
40 mg/kg (po) and observed immediately postdose, 2-4 hr and 24 hr postdose for signs of 
toxicity. Based on nonnal clinical observations noted in each dose group, the do se levels were 
increa sed, and new mice were treat ed at 40 mg/kg (iv), 40 mg/kg (ip) or 100 mg/kg (po). At 
Proprietary Info 

The Phase B dose levels selected in consultation with the Sponsor were 20 mg/kg (iv), 
40 mg/kg (ip) and 100 mg/kg (po). Durin g Phase B, male and female mice ( 12/sex/gro up) were 
given a sing le dose administration. Blood was collected for drug plasma leve ls at 0.083 , 0.25 , 
0.5, 1, 2, 4, 8 and 24 hr postdose (iv, ip) and 0.25, 0.5, 1, 2, 4, 6, 12 and 24 hr postdose (po). 
Clinical observations were documented imm ediately po stdo se and prior to the last blood 
collection. Proprietary Info 

Proprietary Info 

Proprietary Info 

Proprietary Info 
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Maximum Tolerated Dose and Pharmacokinetic Study of i? roprietary Into 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
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Maximum Tolerated Dose and Pharmacokinetic Study of ~IPr_o_pr-iet_a_ry_in_fo-~ 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

I. PURPOSE OF STUDY 

The purpose of this study was to provide data that can be used to support researc h efforts . 
It was exp loratory and not within the scope of U.S . Food and Drug Admini stration (FDA) "Good 
Laboratory Practice for Nonclinica l Laboratory Studies" (GLP) as described in 2 1 CFR Part 58. 
Nevertheless , the study was planned , performed, recorded and reported in accordance with 
standard practices to ensure data quality and integr ity . 

II. OBJECTIVE OF STUDY 

The objective of this stud was to determine the tolerabi lity and the plasma 
pharmacokinetic s o Proprietary Info allowing an intravenous (iv), intraperitone al (ip) or oral 
gavage (po) admini stration. Male and female C57BL/6 mice were given a single dose 
administration of the test article. 

The protocol and amendments are presented in Appendix A. 

III. EXPERIMENT AL DESIGN 

Phase A: Maximum Tolerated Dose (MTD) 

Dose Dose Dose 
Dose Level Cone. Volume No. of 

Group Treatment a Route (m2/k2) b (m2/ml) b (ml/ki!) Animals 
1 Proprietary Info IV 20 4 5 lM/lF 
2 IV 40 8 5 lM/lF 
3 IV 20 4 5 lM/lF 
4 ip 20 2 10 lM/lF 
5 ip 40 4 10 lM/lF 
6 ip 40 4 10 lM/lF 
7 po 40 4 10 lM/lF 
8 po 100 10 10 lM/lF 
9 po 100 10 10 lM/lF 

a Phase A was conctuctect usm esca latin or de-escalatin , dose levels e . 1 . , escalatin to 40, I 00 111 /k , etc. unti g g g ( g g gg 
clinical effects were seen, then doing one more escalation or de-escalation based on observations seen at the previous 
dose level). 

b The dose level and dose concen tration were based on the free base form of the test article. The dose formulations 
were prepared based on the salt content; with a correction factor of 1.10. 

Species and Strain 

Mouse and C57BL/6 

Route of Administration 

iv (via tail vein given over 30 seconds) , ip or po (via gavage) 
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Maximum Tolerated Dose and Pharmacokinetic Study oflProp rietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Frequency 

Single dose starting on Day 1; mice were treated as indicated in the table above. 

Clinica l observation s were performed immediately postdose, 2-4 hr postdose and prior to 
euthana sia at 24 hr. All surviving mice were euthani zed at 24 hr postdose . 

Dosing Volume 

iv : 5 ml/kg 
ip and po: 10 ml/kg 

Dose volumes were calculated based on each animal ' s Day 1 body weight 

Duration of In-Life Phase 

24 hr per dose group 

Phase B: Pharmacokinetics (PK) 

Dose Blood 
Dose Dose Level Cone. Dose No. of Collection 

Group Treatment Route (mg/kg) a, d (mg/kg) a Volume Animals b Time Points c 

Proprietary Info 0.083, 0.25, 
1 lV 20 4 5 12M/12F 0.5, 1, 2, 4, 8 

and 24 hr 
0.083, 0.25, 

2 lp 40 4 10 12M/12F 0.5, 1, 2, 4, 8 
and 24 hr 

0.25, 0.5, 1, 2, 
3 po 100 10 10 12M/12F 4, 6, 12 and 

24 hr 
a The dose level and dose concentrations were based on the free base form of the test article. The dose formulations were 
prepared based on the salt content; with a correct ion factor of 1.10. 

b Blood was collected and processed to plasma from 3M/3F untreated mice (not included in table above) for baseline contro l 
samples. 

c Two blood samples were collected from each mouse; three mice were assigned for each time point. 
d Dose levels were determined based on the Phase A MID results. 

Species and Strain 

Mouse and C57BL/6 

Route of Administration 

iv (via tail vein given over 30 seconds), ip or po (via gavage) 

Frequency 

Single dose on Day 1 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Dosing Volume 

iv: 5 ml/kg 
ip and po: 10 ml/kg 

Dose volumes were calculated based on each anima l's Day 1 body weigh t 

Duration of In-Life Phase 

24 hr 

IV. MATERIALS AND METHODS 

A. Test and Control Articles 

1. Test Article 

Proprietary Info 

Physical Description 

Yellow solid 

Storage Conditions 

Room temperat ure, 18.5° - 25.5°C 

Characterization of Test Article 

The Sponsor was respons ible for character ization and stability of the test article 
and provided a Chemical Data Sheet to SRI for inclusion in the final report 
(Appendix B). 
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Maximum Tolerated Dose and Pharmacokinetic Study of ~IPr-op- ri_ei_ary_i n_fo---~ 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 

2. 

SRI Study No. Bl 73-18 

Proprietary Info 

Physical Description 

Clear, colorless solutio n 

Storage Conditions 

Room tempera ture, 18.5° - 25.5°C 

Characterization of Vehicle 

Information on the identity , purity and stability of the vehicle was obtained by 
recording all of the pe1tinent information provided on the CofA provided by the supplier 
(Appe ndix B). 

3. Preparation of Dose Formulations 

The dose formulation s were corrected for salt content , using a correc tion factor of 
1.10. 

Dose formulations were prepared aseptically by combining the appropriate 
amount of test article in the veh icle to achieve the target concen tration. The formulations 
were mixed well using a vortex mixer for 2 min or by magnetic stirrer for 15 min. On 
each dosing day, the highest conce ntration was prepared first, and lower concentrat ions 
were diluted from the higher concentrat ion. Dose formulation s were clear, yellow 
solutions. 

4. Storage of Dose Formulations 

Phase A (MTD) : Each dose formu lation was prepared fresh prior to dose 
administra tion. 

Phase B (PK): The dose formulations were prepared fresh on Day 1 and 
maintained at room temperatu re unti l use. 
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Maximum Tolerated Dose and Pharmacokinetic Study oflProprietary Info I 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

6. Test Article Handling 

At a minimum, personne l handling the test article formulations wore eye 
protection, gloves and a protecti ve smock or laborato ry coat. 

7. Disposition 

All bulk test article was retained. 

Residual dose formulations will be discarded when the final report is subm itted. 

8. Method for Assuring Correct Dosing 

The administration of each dose formulation was properly documented , and the 
amount administered to each animal was recorded. 

B. Test System 

Species 

Mouse 

Strain 

C57BL/6 

Supplier 

!Proprietary Info 

Number of Animals 

Phase A: 18 
Phase B: 72 

Sex 

Phase A: 9 males and 9 females 
Phase B: 36 males and 36 females(+ 3 controls per sex) 

Age at First Dose 

8-10 weeks 

This deviation had no effect on the study 's validity or integrity as Phase A was 
designed to last over 9 days, and the animals' ages were expected to be greater than the 
protocol- specified age range of 7-8 weeks. 
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Maximum Tolerated Dose and Pharmacokinetic Study oflP roprietary Info ~----~ 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

Weight Range at First Dose 

Phase A: 22.6-27.8 g (males); 19.5-23.9 g (fema les) 
Phase B: 21.2-26.7 g (males); 16.9-20.5 g (females) 

This deviation had no effect on the study's val idity or integrity as the differences 
between the est imated weight ranges of 22-30 g (males) and 17-25 g (females) and the 
actual body weigh ts of the animals were minimal. 

Animal Care 

General procedures for animal care and housing were in accordance with the 
current Assoc iation for assessment and Accreditation of Laborato ry Animal Care 
(AAALAC) in recommendations, current requirements stated in the Guide for the Care 
and Use of Laboratory Animals (National Research Counci l), and current requirements as 
stated by the U.S. Department of Agricu lture through the Animal Welfare Act and 
Animal Welfare regulations (November 20 13). 

Quarantine 

Phase A: 3 days 
Phase B: 1 day; the quarant ine period was reduced from 3 days to 1 day for 

in-life scheduling purposes. This deviation had no effect on the study's validity or 
integrity as anima ls were considered healthy by the attending veterinarian prior to dose 
admini stration. 

Housing 

1 per cage 

Cages 

Microisolator cages with hardwood chip bedding 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

70- 73°F 

Humidity 

40-59% 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air 
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Maximum Tolerated Dose and Pharmacokinetic Study of i? roprietary Into I I 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

Food 

Envigo Teklad Certified Global 18% Protein Rodent Diet, #2018C. Food was 
provided ad libitum. Feed was analyzed periodically to ensure that contaminants known 
to be capable of interfer ing with the study and reasona bly expected to be present in such 
feed were not present at levels that would affect the study. Documentation of feed 
analyses is maintained at SRI for reference.. A copy of the lot specific reports provided 
by the supplier will be maintained in the study records. 

Water 

Water (purified, reverse osmosis) was provided ad libitum. Based on previous 
reports, no contaminants that could interfere with and affect the results of the study were 
expected to be present in the water. Copies of annual analysis reports are maintained at 
SRI for reference. 

Assignment of Animals to Study 

Day 

Phase A (MTD) : Animals were assigned 1-8 days prior to initiation of treatment. 
This deviation did not affect the valid ity or integrity of the study as the anima ls were 
treated according to their body weight on Day 1 for each dose group. 

Phase B (PK): One day prior to the initiation of treatment 

Randomization 

Animals were randomly assigned to treatment groups via a computerized body 
weight stratification procedure (Phase A: Provan tis 9.3.1.1, Phase B: Provantis 
10.1.0.1) . Two Phase A animals were excluded based on health (exhibited fight wounds). 

Identification 

Animals were individually identified by a unique ear punch. 

Welfare of the Animals 

Every effort was made to minimize, if not eliminate , pain and suffering in all 
animals in this study. No animals were required to be euthanized prior to their scheduled 
sacrifice during this study due to their health status. 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals were not fasted before dose administration. 

2. Dose Administration 

Intravenous (iv), intraperitoneal (ip) or oral (po); formulations were vortexed or 
inverted prior to administration to each animal. 
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3. Mortality /Morbidity 

Animals were checked at least once daily. 

4. Clinical Observations 

Phase A: Recorded immediately postdose on day of treatment, 2-4 hr postdose, 
and prior to euthanasia at 24 hr postdose. 

Phase B: Recorded immed iately pos tdose on the day of treatment and prior to the 
last blood collection. 

Anima ls were examined for any altered clinical signs, including gross motor and 
behavioral activity, and observable changes in appearance. 

5. Body Weights 

Body weigh ts were measure d for random ization and on Day 1 for dose 
administration calcu lations. 

6. Plasma Drug Levels - Phase B Only (PK) 

Method of Collection 

Blood from the retro-orbital sinus of mice under isoflurane anesthesia were 
collected in tubes containing K3EDTA. Sodium fluoride (NaF) was added promptly to 
the blood samples by transferr ing 225 µI of whole blood from the K3EDTA tube into an 
Eppendo rf tube containin g 25 ~ti of 1000 mM NaF . These mixtures were kept on wet ice 
and processed to plasma within 30 min of collection. Plasma was prepared by 
centrifuging treated blood samples at 2-8°C and transferred to cryovials kep t on dry ice. 
All plasma samples were stored frozen at :::; -6 0°C until analys is. NaF was used to 
prevent further breakdown ofjProprietary Info I during blood sample process ing and storage. 

Volume 

Max imum ~300 µl who le blood (~ 120 µl of plasma) per sample. 

Frequency 

Group 1 (iv): 0.083, 0.25, 0.5, 1, 2, 4, 8 and 24 hr postdose 
Group 2 (ip): 0.083, 0.25, 0.5, 1, 2, 4, 8 and 24 hr postdose 
Group 3 (po) : 0.25, 0.5, 1, 2, 4, 6, 12 and 24 hr postdose 

Blood was collected and proce ssed to plasma from 3M/3F untreated mice for 
baseline control samples. 

Two blood samples were collected from each mouse ; three mice were assigned 
for each time po int. 

Method of Analysis 

Drug leve ls o~Proprietary Into land its major metabolite ~t~rietary were determined in 
collected plasma samples, using a bioanalytical method developed at SRI (Appendix D). 
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Pharmacokinetic Analysis 

The plasma drug level data were analyzed using Phoeni x® WinNonlin ® 
(version 6.4) software to perform noncompartmental analysis and sparse modeling. The 
dose administered was input to the program as mg/kg, and as a result no additional 
corrections for individual body weights of the anim als were necessary. 

The following parameters and constants were determined: maximal plasma 
concentration (Cmax; mean ± SE), time to maximum plasma concentration (T max), area 
under the plasma concentration time curve to the last time point (AUCi ast, mean ± SE) , 
and terminal elimination half -life (t½). Th e pla sma concentration extra pol ated to time 
zero (Co) was also calculated for the gro up administere~Proprietary Info lby the iv route. If 
the terminal phase had less than three data points or the r2 was less th an 0.8, then the t112 
could not be calculated. Bioavailability (F) oflProprietary Info lwas calculated using AUC 1ast 
values adjusted for dose administered. 

Disposition 

Residual bioanalytical samp les will be discarded on submi ssion of the final report. 

D. Necropsy 

Necropsy was not performed on this study. 

Euthanasia 

An overdose of sodi um pentobarbital was adm inistered v ia intraperitoneal 
injection. 

E. Control of Bias 

While evaluating the responses of the animals and cond ucting the analyses, the 
techn ica l sta ff were aware of the treatment history of each animal and sample. Based on 
the relatively objective endpoints to be examined, bias did not influence the results of the 
study . 

V. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

Thi s study did not require com pliance with U.S. FDA "Good Laboratory Practice 
for Noncl inical Laboratory Studies ," as desc ribed in 21 CFR Part 58. Nevertheless, the 
study was planned , performed , recorded and reported in accordance with stan dard 
pract ices to ensure data quality and integri ty. 
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B. Retention of Records and Study Samples 

A copy of the final report , includin g all appendices and raw data will be retained 
and stored by SRI Internatio nal for a period of one year. At the end of the retention 
period, the Sponsor will be contacted for instructions regarding disposition of the raw 
data. 

VI. RESULTS 

A. Mortality/Morbidity and Clinical Observations 

Clinical observations are summarized in Table 1. Mortality /morbidity and 
individual animal clinical observations are presented in Appendix C. 

Proprietary Info 

B. Plasma Drug Concentrations o~ .... ~-ro-pr-ie-ta_ry_in_f0 
______ ___, 

Individual animal plasma concentration data are presented in Appendix D. 
Figures 1- 3 illustrate the plasma concentrations o~Proprietary Info !after iv, ip 
and po administration of lProprietary Info Qespec tively. 

Proprietary Info 
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C. Pharmacokinetics Analysis 

Proprietary Info 

Proprietary Info 

18 Obtained via FOIA by White Coat Waste Project



Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

VII. DISCUSSION AND CONCLUSIONS 
Proprietary Info 

19 Obtained via FOIA by White Coat Waste Project



Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

Proprietary Info 

Figure 1. Plasma concentrations otjProprietary Info I after iv admini stration of 
jPropnetary Info 1(20 mg/kg) in male and female C57BL/6 mice. 
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Figure 2. Plasma concentrations of !Proprietary Info I and Proprietary after ip admini stration of 
Info 

!Proprietary Info I (40 mg/kg) in male and female C57BL/6 mice. 
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Proprietary Info 

Figure 3. Plasma concentrat ions of !Proprietary Info I and ~~r ietary afte r po administration of 
!Proprietary Info I (100 mg/kg) in male and female C57BL/6 mice. 
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General Footnotes 

"-" indicates Not Applicable 
Provantis version 10.1.0.1 

Group Information 

Short Name Long Name 

1 !Proprietary! (20;1V) 

2 !Proprietary! (40;1V) 

3 !Proprietary Info I 
4 !Proprietary! (20;1P) 

5 !Proprietary! (40;1P) 

6 !Proprietary Info I 
7 !Proprietary! 40;PO 

8 !Proprietary! 1 00;PO 

9 !Proprietary! 1 00;PO 

Table 1a 
Clinical Observations Summary 

(Phase A) 

B173-18- Maximum Tolerated Dose and Pharmacokinetic Study o~Proprietary Info 
Following a Single Dose Administration to Male and Female C57BU6 Mice 

Key Page 

~ Re11ort Headings 

Control Group 1 20 mg/kg 
Dose Group 2 40 mg/kg 
Dose Group 3 20 mg/kg 
Dose Group 4 20 mg/kg 
Dose Group 5 40 mg/kg 
Dose Group 6 40 mg/kg 
Dose Group 7 40 mg/kg 
Dose Group 8 100 mg/kg 
Dose Group 9 100 mg/kg 
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Group Information 

Short Name 

1 

2 
3 

Long Name 

!Proprietary! (20)1V 
!Proprietary! (40)1P 

!Proprietarv! (1 00)PO 

Table 1b 
Clinical Observations Summary 

(Phase B) 

B173-18- Maximum Tolerated Dose and Pharmacokinetic Study otlProprietary Info I 
Following a Single Dose Administration to Male and Female C57BU6 Mice 

~ 
Control 

Dose 

Dose 

Key Page 
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Table 2 

PHARMA CO KINETICS OF !Proprietary Info JIN MALE AND FEMALE C57BL/6 MICE AFTER INTRA VENOUS, 
INTRAPERITONEAL, AND ORAL ADMINISTRATION 

Proprietary Info 
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Table 3 

PHARMA CO KINETICS OF ~~rietary IN MALE AND FEMALE C57BL/6 MICE AFTER INTRA VENOUS, 
INTRAPERITONEAL, AND ORAL ADMINISTRATION OF !Proprietary Info J 

30 
Obtained via FOIA by White Coat Waste Project



Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Into 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Appendix A 

PROTOCOL AND AMENDMENTS 

A- 1 Obtained via FOIA by White Coat Waste Project



SRI Biosciences · 
I t 

I. MAXIMUM TO LERA TED DOSE AND PHARMA COKIN ETIC STUDY OF 
IProprietary lnfo I FOLLOWING A SINGLE DOS E ADMINISTRATION TO 
MALE AND FEMALE C57BL /6 MICE 

II. SRI STUDY NUM BER: 8173-18 

III. SPONSOR 

National Inst itute of J\llergy and Infect ious Disease 
Division of AIDS -----~ 

. Redacted by 
560 I Fishers Lane, qreement '-'-'-----~ 
Bethesda, MD 20892 

Contract Number: 

Sponso r's Representative: 

IV. TESTIN G FAC ILITY 

SRI International 
Biosc iences Divis ion 
333 Ravenswood A ve nue 
Menlo Park , CA 94025 

Study Director: 

HHSN2 722 0 1400006 I 

Redacted by agreement 

r edacted by agceemeol 

V. PROPOSED IN-LIF E SCHED ULE 

Phase A: 
Start of In-Lif e (first dose): 
Termination (last observation): 
Phase B: 
Start ofln-Li fe (first dose): 
Termination (final co llectio n): 

VI. APPROVALS 
!Redacted by ag,ee meal 

Octo ber 2, 20 18 
October I 0, 2018 

TBD 
TBD 

Redacted by agreemen t Study Director 

SRI Prop rietary Informati on 
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VII. PURPOSE OF STUDY 

The purpose of this study is to provide data that can be used to support research efforts . 
It is exploratory and not within the scope of U.S. Food and Drug Administration (FDA) "Good 
Laboratory Practice for Nonclinical Laboratory Studies" (GLP) as described in 2 1 CFR Part 58. 
Nevertheless, the study will be planned, performed, recorded and reported in accordance with 
standard practices to ensure data quality and integrity. 

VIII. STUDY OBJECTIVE 

The objective of this study is to determine the tolerability and the plasma 
pharmacokinetics of lProprietary Info I following an intravenous (iv), intraperitoneal (ip) or oral 
gavage (po) administration. Male and female C57BL/6 mice will be given a single dose 
administration of the test article. 

IX. EXPERIMENTAL DESIGN 

Phase A: Maximum Tolerat ed Dose (MTD) 

Dose Dose Dose 
Dose Level Cone. Volume No. of 

Group Treatment a Route (m2/k2) b (m2/ml) b (ml/k2) Animals 
1 !Proprietary Info I IV 20 4 5 lM/ lF 
2 !Proprietary Info I IV TBD TBD 5 lM/ lF 
3 !Proprietary Info I IV TBD TBD 5 lM/ lF 
4 !Proprietary Info I ip 20 2 10 lM/ lF 
5 !Proprietary Info I ip TBD TBD 10 IM/ IF 
6 !Proprietary Info I ip TBD TBD 10 IM/ IF 
7 !Proprietary Info I po 40 4 10 lM/ lF 
8 !Proprietary Info I po TBD TBD 10 lM/lF 
9 !Proprietary Info I po TBD TBD 10 IM/IF 

• Phase A will be conducted using escalating or de-escalating dose levels (e.g., escalating to 40, 100 mg/kg, etc .. until 
clinical effects are seen, then doing one more escalation or de-escalation based on observations seen at the previous 
dose level). 
b The dose level and dose concentration is based on the free base form of the test article. The dose fommlation will be 
prepared based on the salt content; with a correct ion factor of 1.10. 

Species and Strain 

Mouse and C57BL/6 

Route of Admi nistration 

iv (via tail vein given over 30 seconds), ip or po (via gavage) 

SRI Proprietary Information 
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Frequency 

Single dose starting on Day 1; mice will be treated as indicated in the table above. 

Clinical observations will be performed immediately post dose , 2-4 hr post dose and prior 
to euthanasia at 24 hr. All surviving mice will be euthanized at 24 hr post dose. 

Dosing Volume 

iv: 5 ml/kg 
ip and po: 10 ml/kg 
Dose volumes will be calcu lated based on each animal's Day 1 body weight 

Duration of In-Life Phase 

24 hours per dose group 

Phase B: Pharmacokinetics (PK) 

Dos e Dose Blood 
Dose Dose No. of 

Group Treatment 
Rout e 

Level Cone. 
Volume Animals b 

Collection 
(m2/k!!) a (m2/k2) a Time Points c 

0.083, 0.25, 
1 !Proprietary Info I lV TBD d TBD 5 12M/12F 0.5, 1, 2, 4, 8 

and 24 hr 
0.083, 0.25, 

2 !Proprietary Info I 1p TBD TBD 10 12M/12F 0.5, 1, 2, 4, 8 
and 24 hr 

3 !Proprietary Info I po TBD TBD 
0.25, 0.5, 1, 2, 

10 12M/12F 4, 6, 12 and 
24 hr 

a The dose level and dose concentration is based on the free base form of the test article . The dose formulation will be prepared 
based on the salt content; with a correction factor of 1.10. 
b Blood will be collected and processed to plasma from 3M/3F untreated mice (not included in table above) for baseline control 
samples. 
c Two blood samples will be collected from each mouse; three mice will be assigned for each time point. 
d TBD = dose levels to be determined based on the Phase A MTD results. Actual dose levels and concentrations will be 
documented in an amendment. 

Species and Strain 

Mouse and C57BL/6 

Route of Administratio n 

iv (via tail vein given over 30 seconds), ip or po (via gavage) 

SRI Proprietary Information 
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Frequency 

Single dose on Day 1 

Dosing Volume 

iv: 5 ml/kg 
ip and po: 10 ml/kg 
Dose volumes will be calcu lated based on each animal's Day 1 body weight 

Duration of In-Life Phase 

24 hours 

X. MATERIALS AND METHODS 

A. Test and Control Articles 

1. Test Article 
IPmprteta~ loto 

Supplier 
!Proprietary Info 

Manufacturer 
!Proprietary Info 

Lot Number 

!Proprietary Info 

Molecular Weight 

Physical Description 

Yellow solid. 

Storage Conditions 

Room temperature, 15° - 30°C. 

SRI Proprietary Information 
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Characterization of Test Article 

The Sponsor is responsible for characterization and stability of the test article and 
will provide a Certificate of Analysis (CofA), or equiva lent documentation, to SRI for 
inclusion in the final report. The raw data generated by the Sponsor in support of this 
CofA or its equivalent will not be ver ified or maintained by SRI. 

2. Vehicle Control 
!Proprietary Info 

Supplier 

r roprietary Info 

Manufacturer 

!Proprietary Info 

Lot Number 
!Proprietary Info 

Physical Description 

Clear, colorless solution 

Storage Conditions 

To be documented in the final report. 

Characterization of Vehicle 

Information on the identity, purity and stab ility of the vehicle may be obtained by 
recording all of the pertinent information provided on the container labels or in a CofA 
provided by the supplier. 

3. Preparation of Dose Formulations 

The dose formul ations will be con-ected for sa lt content, using a correction facto r 
of 1.10. 

Dose formulations will be prepared aseptically by combining the appropriate 
amount of test article in the veh icle to achieve the target concentration. The formulations 
will be mixed well using a vo1tex mixer and/or a sterile stir bar and/or sonicat ion. Visual 
inspection of each formul ation will be documented. Details of dose preparation wi ll be 
included in the fina l report. 

SRI Proprietary Information Page 5 of l l 
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4. Storage of Dose Formulations 

Phase A (MTD) : Each dose fonnulation will be prepared fresh prior to dose 
administration. 

Phase B (PK): The dose form ulation wi ll be prepared fresh on Day 1 and 
maintained at room temperatu re unti l use. 

5. Characterization of Dose Formulations 

Stability, homogeneity and concentration analysis of the test article in the vehicle 
will not be performed for this study. 

6. Test Article Handling 

At a minimum, personnel handling the test article formulations will wear eye 
protect ion, gloves and a protect ive smock or laboratory coat. 

7. Disposition 

All bulk test art icle will be retained. The Sponso r will be contacted regarding 
dispos ition of the test art icle. 

Residual dose formu lations will be discarded when the final report is submitted. 

8. Method for Assuring Correct Dosing 

The administration of each dose formu lation will be properly documented and the 
amount administe red to each animal will be recorded. 

B. Test System 

Species 

Mouse 

Strain 

C57BL/6 

Supplier 

Charles River Laboratories or other reputable supplier 

Number of Animals 

Phase A : 18 

Phase B: 72 

SRI Proprietary Information 
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Sex 

Phase A: 9 males and 9 females 

Phase B: 36 males and 36 females( + 3 controls per gender) 

Age at First Dose 

7-8 weeks 

Weight Range at First Dose 

Approximately 22-30 g (males); 17-25 g (females) 

Animal Care 

General procedures for animal care and housing will be in accordance with the 
current Assoc iation for assessment and Accreditation of Laboratory Animal Care 
(AAALAC) in recommendations , current requirements stated in the Guide for the Care 
and Use of Laboratory Animals (National Research Counci l), and current requirements as 
stated by the U.S. Department of Agricu lture through the Anima l Welfare Act and 
Animal Welfare regulations (November 20 13). 

Quarantine 

At least 3 days 

Housing 

Up to 3 per cage 

Cages 

Microisolator cages with hardwood chip bedding 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

68- 79°F 

Humidity 

30- 70%. Brief excursions outside this range may occur; excursio ns of less than 
4 hr/day will not be considered deviations from the protocol. 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air. 

SRI Proprietary Information Page 7 of l l 
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Food 

Envigo Teklad Certified Global 18% Protein Rodent Diet , #2018C or Purina 
Certified Rodent Chow #5002 or equivalent. Food will be provided ad libitum. Feed is 
analyzed periodically to ensure that contaminants known to be capable of interfering with 
the study and reasonab ly expected to be present in such feed are not present at levels that 
would affect the study. Documentation of feed analyses is maintained at SRI for 
reference. A copy of the lot specific reports provided by the supplier will be maintained 
in the study records. 

Water 

Water (purified, reverse osmosis or untreated tap water) will be provided ad 
libitum. Based on prev ious reports, no contaminants that could interfere with and affect 
the results of the study are expected to be present in the water. Copies of annual analysis 
reports are maintained at SRI for reference. 

Assignment of Animals to Study 

Day 

Phase A (MTD): No more than 6 days before initiation of treatment. 
Phase B (PK): No more than 2 days before initiation of treatment. 

Randomization 

Animals will be randomly assigned to treatment groups via a compute rized body 
weight stratification procedure. Anima ls may be excluded based on health, behavior or 
inappropriate weight. 

Identification 

Animals will be individually identified by a unique ear punch or by another 
approved method. 

Welfare of the Animals 

Every effort will be made to minimize, if not eliminate, pain and suffering in all 
animals in this study. Moribund animal s and animals experiencing undue pain and 
suffering will be euthanized at the discretion of the Study Director , attend ing 
veterinarian, or other qualified person. The Study Director will make every effort to 
protect the scientific validity of the study. 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals will not be fasted before dose administration . 

SRI Proprietary Information Page 8 of l l 
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2. Dose Administration 

Intravenous (iv), intraperitoneal (ip) or oral (po); formulations wi ll be vortexed or 
inverted prior to administration to each an imal. 

3. Mortality/Morbidity 

Animals will be checked at least once daily. 

4. Clinical Observations 

Phase A: Recorded immedia tely post dose on day of treatment , 2-4 hr post dose 
and pr ior to euthanas ia at 24 hr post dose. 

Phase B: Recorded immediately post dose on the day of treatment and prior to the 
last blood collection. 

Animals will be examined for any altered clinical signs, includ ing gross motor 
and behavioral act ivity, and obse rvab le changes in appea rance. 

5. Body Weights 

Body weights will be measured for random izat ion and on Day 1 for dose 
admini strat ion calculations . 

6. Plasma Drug Levels - Phase B Only (PK) 

Method of Collection 

Blood from the retro-orbita l sinus of mice under isoflurane anest hesia will be 
collected in tube s containing K3EDT A, processed to plasma , and stored frozen at 
:S-60°C). 

Volume 

Maximum ~300 µl whole blood (~ 120 µl of plasma) per sample. 

Frequency 

Group 1 (iv): 0.083 , 0.25, 0.5, 1, 2, 4, 8 and 24 hr post dose 
Group 2 (ip): 0.083 , 0.25 , 0.5 , 1, 2, 4 , 8 and 24 hr post dose 
Group 3 (po) : 0.25 , 0.5, 1, 2, 4, 6, 12 and 24 hr post dose 

Blood will be collected and processed to plasma from 3M/3F untrea ted mice for 
baseline control samples. 

Two blood samples will be collected from each mouse; three mice will be 
assigned for each time point. 
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Method of Analysis 

Drug levels of !Proprietary Info I and its major metabolite ~t~rietary will be determined 
in collected plasma samp les, using a bioanalytical method developed at SRI. 

Pharmacokinetic Analysis 

The plasma drug level data will be analyzed using Phoen ix® WinNonlin ® 
(version 6.4 or higher) software to perform noncompartmental modeling. The dose 
admini stered will be input to the program as mg/kg, and as a result no additional 
corrections for individual body weights of the anima ls will be necessary. 

The following parameters and constants will be determined if the data allow: 
maximal plasma concentration (Cmax), time to maximum plasma concentration (T max), 
area under the p lasma concentratio n time curve (AUC), and terminal elim inat ion half-life 
(t½). 

Other methods of analysis may be used or other parameters calculated, as 
appropr iate, based on the pla sma drug leve l data. 

Disposition 

Residual bioanalytical samp les wi ll be discarded on submi ssion of the fina l report. 

D. Necropsy 

Necropsy will not be performed on this study. 

Euthanasia 

An overdo se of sodium pentobarbita l will be adm inistered via inh·aper itoneal 
inject ion . 

E. Control of Bias 

While eva luating the responses of the animals and conduct ing the analyses, the 
techn ical staff will be aware of the treatment history of each anima l and sample. Ba sed 
on the relatively objective endpoints to be examined , bias is not expected to influence the 
resul ts of the study. 

XI. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

Thi s study does not require compliance with U.S. FDA "Go od Laboratory 
Practic e for Nonclinical Laboratory Studies," as described in 21 CFR Part 58. 

SRI Proprietary Information Page 10 of 11 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. B173-18 

Nevertheless , the study will be planned , performed, recorded and reported in accordance 
with standard practices to ensure data quality and integrity. 

B. Standard Operating Procedures (SOPs) 

All operations pertaining to this study, unless specifica lly defined in this protoco l, 
will be performed according to the SOPs of the laboratory. All deviations from any SOP 
and the reasons for the deviations will be documented and acknowledged by the Study 
Director. 

C. Protocol Amendments and Deviations 

All changes or revisions made to the approved protocol by any involved party and 
the reasons for the changes and revisions will be docu mented, signed and dated by the 
Study Director and the Sponsor's Representative. Amendme nts will be maintained with 
the protocol. Verbal or email approval for changes in the protocol may be granted by the 
Sponsor's Representative, but a written amendment as described above will follow. 

All deviations from the protoco l and the reasons for the devia tions will be 
documented and acknow ledged by the Study Director. The Sponsor's Representative 
will be infonned of the occurrence of any deviations that might affec t the resu lts of the 
study , and any corrective actions taken. 

D. Retention of Records and Study Samples 

A copy of the final repo rt, including all appendices , raw data will be retained and 
stored by SRI International for a period of one year. At the end of the retention period , 
the Sponsor will be contacted for instructions regarding disposition of the raw data. 

XII. REPORTING 

The final report will accurately and completely describe the study design , procedures and 
findings. An analysis and summary of the data followed by the conclusions derived from the 
analyses will also be includ ed. A draft report will be issued prior to submi ssion of the final 
repo rt. 

SRI Proprietary Information Page 11 of 11 
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SRI International Biosciences SRI Study No. Bl 73-18 
PROTOCOL AMENDMENT NO. 1 

PROTOCOL TITLE Maximum Tolerated Dose and Phannacokinetic Study of 
!Proprietary Info I Following a Single Dose Administration to Male and 
Female C57BL/6 Mice 

SRI Study Number: 

Sponsor : 

B173-18 

National Institute of Allergy and Infectious Disease 
Division of AIDS ~----~ 

601 F. h R~act~~ 
5 IS ers Lane,"'"b.9','-r"'-'ee=m=e""'nt'------' 
Bethesda, MD 20892 

Sponsor's Representative : r edacted by agreement 

SRI Study Director r ersonal Info 

This amendment modifies the following lines/sections of the study protoco l. Additions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section IX. EXPERIMENTAL DESIGN , page 2-3: 

Phase A: Maximum Tolerated Dose (MTD) 

Dose Dose Dos e 
Dos e Level Cone. Volume No. of 

Group Treatment a Route (m2/k!!) b (m2/ml) b (ml/k!!) Animals 
1 !Proprietary Info I IV 20 4 5 lM/lF 
2 !Proprietary Info I IV +IID40 +!IDS 5 lM/lF 
3 !Proprietary Info I IV +IID20 +IID4 5 lM/lF 
4 !Proprietary Info I ip 20 2 10 lM/lF 
5 !Proprietary Info I ip +IID40 +IID4 10 lM/lF 
6 !Proprietary Info I ip +IID40 +IID4 10 lM/lF 
7 iProprietary Info I po 40 4 10 lM/lF 
8 !Proprietary Info ! po +!ID 100 +!ID 10 10 IM/IF 
9 !Proprietary Info I po ~100 ~10 10 lM/lF 

• Phase A will be conducted using escalating or de-escalating dose levels (e.g., escalating to 40, I 00 mg/kg, etc .. unti l 
clinical effects are seen, then doing one more escalation or de-escalation based on observations seen at the previous 
dose level). 
b The dose level and dose concentration is based on the free base form of the test article. The dose formulation will be 
prepared based on the salt content; with a correction factor of 1.10. 

SRI Proprietary Information Page 1 of2 
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SRI International Biosciences SRI Study No. Bl 73-18 
PROTOCOL AMENDMENT NO. 1 

Phase B: Pharmacokinetics (PK) 

Dose 
Dose Dose Dose No. of 

Blood 
Group Treatment 

Route 
Level Cone. 

Volume Animals b 
Collection 

(mg/kg) 8 (mg/ke) a Time Points c 

0.083 , 0.25 , 
1 jProprietary Info I JV +Bf>--4 20 +fID4 5 12M/12F 0.5, I, 2, 4, 8 

and 24 hr 
0.083, 0.25 , 

2 jProprietary Info I Ip +fID40 +fID4 10 12M/ 12F 0.5 , 1, 2, 4, 8 
and 24 hr 

0.25, 0.5, 1, 2, 
3 jProprietary Info I po +fID JOO +Im JO 10 l2M / 12F 4, 6, 12 and 

24 hr 
• The dose leve l and dose concentrat ion is based on the free base form o f the test article. Th e dose formul ation will be prepared 
based on the sa lt content ; with a correction factor of 1.10. 
b Blood wi ll be co llected and processed to plasma from 3M/3F untrea ted mice (not included in table above) for base line control 
samples. 
c Two bloo d samples will be co llecte d from each mouse; three mice will be ass igned for each time point. 
d TBD = dose leve ls to be dete rmined based on the Phase A MTD resu lts. Ac tual dose levels and concentrations will be 
docu mented in an amendmen t. 

Reason for Change: The dose levels and dose concentrations used in the MTD Phase 
of the study was documented, and the dose levels and dose 
concentrations se lected in consultation with the Sponsor to be 
used in the PK Phase is documented. 

Effect on the Study: None. 

Effective Date: 1 0/ 15/ 18 

APPROVALS 

Redacted by agreement 

Date 
Redacted by agreement \u\7---s\~ ~/ 

Date 

SRI Proprietary Information Page 2 of2 
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SRI International Biosciences SRI Study No. B173-18 
PROTOCOL AMENDMENT NO. 2 

PROTOCOL TITLE Maximum Tol erated Do se and Pharm acokinetic Study of 
!Proprietary Info I Followin g a Single Do se Admini stration to Male and 
Female C57BL/6 Mice 

SRI Study Number: 

Sponsor: 

B17 3-1 8 

National Institut e of All ergy and Infec tiou s Di sease 
Divi sion of AIDS 
5601 Fi sher s LaneJ~R-ed-a-cte_d_b_y a-g-re-em_e_n~t I 
Bethesda, MD 20892 

Sponsor's Representative: Marina Protopopo va, PhD 

SRI Study Director !Redacted by agreement 

Thi s amendment modifi es the followin g lines/s ection s of the study proto col. Addition s 
are in bold and italics : addition. Deleted text has been struck throu gh: deleted . 

Section V. PROPOSED IN-LIFE SCHEDULE, page 1: 

Pha se B: 
Start of In-Life (fir st do se) : 
Termin ation (final coll ec tion): 

November 29, 2018 
November 30, 2018 

Section X. MATERIALS AND METHODS, C. Experimental Procedure (In-Life 
Evaluations), page 9: 

6. Plasma Drug Levels - Phase B Only (PK) 

Method of Collection: 

Blood from the retro-orbital sinus of mi ce under isofluran e ane sthesia will be coll ected in 
tube s containin g K3EDT A. Sodium fluoride (NaF) will be added promptly to the blood samples 
by transferring 225 µl of whole blood from the KJEDTA tube into an Eppendorf tube 
containing 25 µI of 1000 mM NaF. These mixtures will kept on wet ice and processed to 
plasma within 30 minutes of collection . Plasma will be prepared by centrifuging treated blood 
samples at 2-8 °C and transferred to cryovials kept on dry ice. All plasma samples will be 
stored frozen at :S -60 °C until anal sis. NaF will be used with the intention of preventing 
further breakdown of Proprietary Info during blood sample processing and storage. Pla sma 
samples will be, proces sed to plasma , and stored frozen at ~ 60°C. 

SRI Proprietary Information Page 1 of2 
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SRI International Bioscie nces SRI Study No. B173-18 
PROTOCOL AMENDMENT NO. 2 

Reason for Change: l . To document the Phase B (PK) in-life start and end dates. 

2. To document the method of plasma collection from the treated 
mice in the Phase B (PK) portion of the study. Bioanalytical 
method development was performed in order to determine the 
best way to process the upcoming plasma samples for drug level 
determination. 

Effect on the Study: None . 

Effective Date: I l /14/ l 8 

APPROVALS 

I""'"'"' by ,grneme"t ~te 

'-;;IR;:::e=da=c=te=d =by=a=gr=ee=m=e=n1==============:::;;::---;;::::::::=====::;---------------' \\ \ \ '--\\ \ ~ 

. Date' 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Into 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Appendix B 

CERTIFICATE OF ANALYSIS 
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STARKS ASSOCIATES , INC . 

Molecular Formula 
Proprietary Info 

Chemical Name 
Proprietary Info 

Structura l Formu l a 
Proprietary Info 

Solubilit y: 
Soluble in DMSO, MeOH, and H20 . 

Melting Point : 
279-282°C (dee.) (uncorrected) 

Analytica l Data: 
Element Ca led* Obsd 

C 56 . 11 56 . 11 
H 6 . 81 6 . 50 
N 9.74 9 . 87 
Cl 8.87 8.63 

CONTRACT HHSN272201500003C 

DATA SHEET 

Label Information 
Lot No . Proprietary Info 

CAS unassigned 
Caution : Limited by United States Law 

To Investiqational Use Only . 
Not for use in humans . 

Amount s h' lp pe d : 2 89 . g 
!Reference Sample : 10 mg 

Sen d to : Redacted by agreement 
I---

-
I- · 

I---

Attached Sp ectral Data : 
1H NMR - 600 MHz (DMSO-d6) 
Mass - Electrospray (ES +) 
UV - Amax 2 2 1 , 2 5 4 , 3 5 7 , 3 6 9 nm 

HPLC - 96.5 area% purity 

Thin Layer Chromatography (Rf value) : 
0.26 (MeOH:CH2Cl 2, 1:9, silica gel) 

*Ca led for C33H39NsOs · 1 . 8 HCl · 0. 3 EtOH · 3 . 0 H20 
Adjusted FW = 719.2 

in vacuo at RT to 
constant weight 

Appearance: Storage : (Long term storage) 
yellow solid Store in a well-closed container under 

argon at -20°C (freezer) . 

Date : August 27, 2018 
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ICU MEDICAL 
3900 Howard Lane 
Austin, TX. 78728-6599 

J \.._j \ '7,, / ?::> 1' "'6 

Certificate of Analysis 

Product Name: 

Product Number: 

Lot Number: 

Date of Manufacture: 

LACTATED RINGER'S INJECTION, USP 

0409-7953-02 

85027JT List Number: 

___ )-_tl\ __ -_\B ___ Expiration Date: 

79530463 

07/01/2019 

STM Test Description 
Final Limits 

Lower Upper 

75145 Meets the requirements of Drug Code 75145. 

B-0693 BET: NMT 0.50 EU/mL 

C-0002 Potassium Identification 

' '• 

C-0003 Chloride Identification 

C-0005 Calcium Identification 

C-0021 pH Determination 
6.0 7.5 

6.0 7.5 

6.0 7.5 

6.0 7.5 

6.0 7.5 

Page I of 10 B-3 

Result 

<0.06 

<0.06 

<0.06 

<0.06 

<0.06 

6.7 

6.8 

6.8 

6.8 

6.8 

Sub Batch 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

Document ID: 

Pass/Fail 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 
' .,.. 

Pass' •. 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

11092 
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ICU MEDICAL Certificate of Analysis 3900 Howard Lane 
Austin, TX. 78728-6599 

Product Name: LACTATED RINGER'S lNJECTION, USP 

Product Number: 0409-7953-02 

Lot Number: 85027JT List Number: 79530463 

Date of Manufacture: \--a-.\-,~ Expiration Date: 07/01/2019 

Final Limits 
STM Test Description Lower Upper Result Sub Batch Pass/Fail 

C-0040 Total Chloride Assay (mg/mL) 
3.680 4.080 3.813 01 Pass 

3.680 4.080 3.813 03 Pass 

3.680 4.080 3.815 04 Pass 

3.680 4.080 3.811 05 Pass 

3.680 4.080 3.764 06 Pass 

C-0078 Potassium Assay (mg/mL) 
0.142 0.173 0.153 01 Pass 

0.142 0.173 0.153 03 Pass 

0.142 0.173 0.152 04 Pass 

0.142 0.173 0.152 05 Pass 

0.142 0.173 0.153 06 Pass 

C-0078 Sodium Assay (mg/mL) 
2.850 3.150 2.913 01 Pass 

2.850 3.150 2.916 03 Pass 

2.850 3.150 2.910 04 Pass 

2.850 3.150 2.899 05 Pass 

2.850 3.150 2.918 06 Pass 

C-1501 Calcium (mcg/inL) 
49.0 60.0 53.0 01 Pass 

49.0 60.0 52.7 03 Pass 

49.0 60.0 53.2 04 Pass 

49.0 60.0 53.1 05 Pass 

49.0 60.0 52.5 06 Pass 

C-1520 Lactate Assay (mg/mL) 
2.900 3.300 3.017 01 Pass 

2.900 3.300 3.007 03 Pass 

2 .900 3.300 3.003 04 Pass 

2.900 3.300 2.997 05 Pass 

2.900 3.300 3.003 06 Pass 

C-1520 Lactate Identification 
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Jw \-Z..,f'3 l,i 
ICU MEDICAL Certificate of Analysis 3900 Howard Lane 
Al!Slin, TX. 78728-6599 

Product Name: LACTATED RINGER'S INJECTION, USP 

Product Number: 0409- 7953-02 

Lot Number: 85027JT List Number: 79530463 

Date of Manufactu re: \- d-} - 18 Expiration Date: 07/01/2019 

Final Limits 

STM Test Description Lower Upper Result Sub Batch Pass/Fail 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

C-1648 Sodium Iden.tificatlon 
01 Pass 

03 Pass 

04 Pass 

05 Pass . 

06 Pass 

C-2371 Ag NMT 5 ng/mL 
ND 01 - Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

C-2371 As NMT 7.5 ng/mL 
<LOQ 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

C-2371 Au NMT 50 ng/mL 
ND 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass -
C-2371 Ba NM T 350 ng/mL 

<LOQ 01 Pass 

<L OQ 03 Pass 

Page 3 of 10 B-5 Document ID: 11092 
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JCUMEDICAL Certificate of Analysis 
3900 Howard Lane 
Austin, TX. 78728-6599 

Product Name: LACTATED RINGER'S INJECTION, USP 

Product Number: 0409-7953-02 

Lot Number: 85027JT List Number: 79530463 

Date of Manufacture: \. d-.l - 1i Expiration Date: 07/01/2019 

Final Limits 
STM Test Description Lower Upper Result Sub Batch Pass/Fail 

<LOQ 04 Pass 

<LOQ 05 Pass 

<LOQ 06 Pass 

C-2371 Cd NMT 1.0 ng/mL 
<LOQ 01 Pass 

<LOQ 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

C-2371 Co NMT 2.5 ng/mL .,.... <LOQ 01 Pass 

ND 03 Pass 

<LOQ 04 Pass 

<LOQ 05 Pass 

ND 06 Pass 

C-2371 Cr NMT 550 ng/mL 
<LOQ 01 Pass 

<LOQ 03 Pass 

<LOQ 04 Pass 

<LOQ 05 Pass 

<LOQ 06 Pass 

C-2371 Cu NMT 65 ng/mL 
ND 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

C-2371 Fe NMT 650 ng/mL 
<LOQ 01 Pass 

<LOQ 03 Pass 

<LOQ 04 Pass 

<LOQ 05 Pass 
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ICU MBDICAL 
3900 Howard Lane 
Amlin, TX. 78728•6599 

J\..-..i ,1.-r3 bi 
Certificate of Analysis 

Product Name: 

Product Number: 

LACTATED RINGER'S INJECTION, USP 

0409·7953-02 

Lot Number: 85027JT List Number: 

Date of Manufacture: ___ l_· _d-.1 __ -_\__,~------ Expiration Date: 

79530463 

07/01/2019 

Final Limits 
STM Tost Description Lower Upper 

C-2371 Hg NMT 0.75 ng/mL 

C-2371 Jr NMT 5 ng/mL 

C-2371 LI NMT 125 ng/mL 

C-2371 Mn NMT 125 ng/mL 

C-237 1 Mo NMT 45 ng/mL 

Page 5 of 10 B-7 

Result 

< LOQ 

ND 

ND 

ND 

ND 
ND 

< LOQ 

ND 

ND 

ND 

ND 

< LOQ 

< LOQ 

< LOQ 

< LOQ 

< LOQ 

< LOQ 

ND 

ND 

ND 

ND 

< LOQ 

< LOQ 

< LOQ 

< LOQ 

< LOQ 

Sub Batch Pass/Fail 
06 Pass 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 
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ICU MEDICAL 
3900 Howard Lane 
Austin,TX , 78728-6599 

u w , v/ ~ h Y 

Certificate of Analysis 

Product Name: 

Product Number: 

LACTATED RINGER 'S INJECTION, USP 

0409-7953-02 

Lot Number: 85027JT List Number: 79530463 

Date of Manufacture: I· dJ - l8 Expira lion Date: 07/01/2019 

FJnal Limits 
STM Test Description Lower Upper 

C-2371 Ni NMT 10 ng/mL 

C-2371 Os NMT 5 ng/mL 

C-2371 Pb NMT 2.5 ng/mL 

C-2371 Pd NMT 5 ng/mL 

C-2371 Pt NMT 5 ng/mL 

C-2371 Rh NMT 5 ng/mL 

Page6ofl0 B-8 

Result Sub Batch Pass/Fail 

<LOQ 01 Pass 

<LOQ 03 Pass 

<LOQ 04 Pass 

<LOQ OS Pass 

<LOQ 06 Pass 

ND 0,1 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

. <LOQ 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

<LOQ OJ Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

ND 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

ND 01 Pass 
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ICU MEDICAL 
3900 Howard Lane 
Austin, TX. 78728-6599 

Jw ,?.-{3]1"'<? 

Certificate of Analysis 

Product Name: 

Product Number: 

LACTATED RINGER'S INJECTION, USP 

0409-7953.02 

Lot Number: 85027JT List Number: 79530463 

Date of Manufacture: \-l..l-\~ Expiration Date: 07/01/2019 

Final Limits 
STM Test Description Lower Upper 

C-2371 Ru NMT 5 ng/mL 

C-2371 Sb NMT 45 ng/mL 

... 

C-2371 Se NMT 40 ng/mL 

C-2371 Sn NMT 300 ng/mL 

C-2371 TINMT 4 ng/mL 

Page 7 of 10 B-9 

t3 \7 3-t?? 

Result Sub Batch Pass/Fall 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

<LOQ 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

ND 01 Pass 

<LOQ 03 Pass 

ND 04 Pass 

ND 05 Pass 

<LOQ 06 Pass 

ND 01 Pass 

ND 03 Pass 

ND 04 Pass 

<LOQ 05 Pass 

ND 06 Pass 

ND 01 Pass 

ND 03 Pass 

ND 04 Pass 

ND 05 Pass 

ND 06 Pass 

<LOQ 01 Pass 

ND 03 Pass 

ND 04 Pass 
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ICU MEDICAL 
3900 Howard Lane 
Austin, TX. 78728-6599 

Product Name : 

Product Number: 

Lot Number: 

Date of Manufacture: 

J h\ '--i--/ 'b I ' <g 
Certificate of Analysis 

LACTATED RINGER'S INJECTlON, USP 

0409-7953-02 

85027JT List Number: 

_l_·_aJ...;;.;.\ _· ....;\.~'---- Expiration Date: 

79530463 

07/01/2019 

Final Limits 

STM Test Description Lower Upper 

C-2371 VNMT5ng/mL 

C-2371 Zn NMT 650 ng/mL 

M-0477 Sterility• Must meet cycle minimum and maximum parameters. 

Result 

ND 

ND 

<LOQ 

<LOQ 

ND 

<LOQ 

ND 

<LOQ 

<LOQ 

<LOQ 

<LOQ 

<LOQ 

Sub Batch 

05 

06 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

01 

03 

04 

05 

06 

Pass/Fail 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass -.. 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

M-0477 Sterility- Must meet key and critical parameters as defined in the applicable S-Specification. 
01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 

M-0477 Sterility-Must meet chemical indicator testing requirements . 
01 Pass 

03 Pass 

04 Pass 

05 Pass 

06 Pass 
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ICUMEDICAL 
3900 Howard Lane 
Austin, TX. 78728-6599 

\lh..] \'Z--{"2>1\-& 
Certificate of Analysis 

Product N11me: 

Product Number: 

LACTATED RINGER'S INJECTION, USP 

0409-7953-02 

Lot Number: 85027JT 

Date of Manufacture: \· tl · (B 

STM Test Description 

P-0416 Solution must be clear. 

List Number: 

Expiration Date: 

79530463 

07/01/2019 

Final Limits 
Lower Upper Result Sub Batch Pass/Fail 

01 Pass 

03 Pass 

· 04 Pass 

05 Pass 

06 Pass 

P-0416 Solution must not contain one or more particles which are visible upon attentive examination. 
Pass 

Pass 

Pass 

Pass 

Pass 

P-0452 10.0 micron Sub-Visual Particulate 
0 

0 

0 

0 

0 

P-0452 2.S.0 micron Sub-Visual Particulate 
0 

0 

0 

0 

0 

P-0759 Volume: 2.50 mL to 300 mL 

Page 9 of 10 B-1 1 

25 

25 

25 

25 

25 

3 

3 

3 

3 

3 

01 

03 

04 

05 

06 

l,l,1,0,2,l,0,l,l,1 01 

l,2,2,2,2,l,l,2,1,I 03 

l,1,1,1,3,t,1,3,1,2 04 

3,2,2,2,2,t,1,2,2,2 05 

1, 1,2,2, 1,2,2, 1, I, 1 06 

o,o,o,o,o,o,o,o,o,o 01 

o,o,o,o,o,o,o,o,o,o 03 

o,o,o,o,o,o,o,o,o,o 04 

o,o,o,o,o,o,o,o,o,o 05 

o,o,o,o,o,o,o,o,o,o 06 

271 mL 01 

271 mL 03 

271 mL 04 

271 mL 05 

271 mL 06 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 

Pass 
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ICU MEDICAL 
3900 Howard LIIDC 

Austin. TX. 78n8-6599 

Product Name: 

Product Number: 

Lot Number: 

Date of Manufacture: 

1Jw \vh hi? 
Certificate of Analysis 

LACTATED RJNGER'S INJECTION, USP 

0409-7953-02 

85027JT List Number: 

\· ell~ \8 Expiration Date: 

79530463 

07/01/2019 

Final Limits 

STM Tost Description Lower Upper Result Sub Batch Pass/Fail 

This product has been manufactured and tested in current Good Manufacturing Practices (cGMP) facilities in accordance with 
appropriate regulations. This product meets applicable specifications, applicable Regulatory Submissions or Marketing 
Authorizations and, where appropriate, Compendia} requirements. No Class 1, Class 2, Class 3 or other solvents used. Drug product 
testing is no ·red. The undersi ed certifies t · to be a true re resentation of the results. 

Persona l Info 

Quality Ce Date: 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Into 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Appendix C 

INDIVIDUAL CLINICAL OBSERVATIONS 

C-1 Obtained via FOIA by White Coat Waste Project



Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Into 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Appendix C-1 

INDNIDUAL CLINICAL OBSERVATIONS (PHASE A) 
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Proprietary Info 

X=Present; K=Scheduled Removal 

Individual Clinical Observation s 
(Phase A) 

C-3 

12/18/2018 I 2:30:08PM Page: I of 20 
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Proprietary Info 

Individual Clinical Observations 
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!=Result comment recorded against l or more clinical observations. E=Extreme; X=Present; S=Slight; D=Unscheduled Removal; M=Moderate ; K=Scheduled 
Removal 
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General Footnotes 

Provanti s vers ion I 0.1.0. l 
"." indicates Not Applicabl e 

Group Information 

Shott Name Long Nam e 
I !Proprietary I (20;1 V) 
2 !Proprietary I ( 40;IV) 
3 !Proprietary Info I 
4 !Proprietary I (20 ;IP) 
5 !Proprietary I ( 40 ;1P) 
6 !Proprietary Info I 
7 !Proprietary ! 40 ;PO 
8 !Proprietary ! I 00;PO 
9 !Proprietary I I 00;PO 

Timeslot Definition 

Abbreviation 
IPD 
2-4 

Descri12tion 
Immediate post dose 
2-4 hr post dose 

Key Page 

~ Re12ort Headings 
Contro l Group l 20 mg/kg IV 
Dose Group 2 40 mg/kg IV 
Dose Group 3 20 mg/kg IV 
Dose Group 4 20 mg/kg IP 
Dose Group 5 40 mg/kg IP 
Dose Group 6 40 mg/kg IP 
Dose Group 7 40 mg/kg PO 
Dose Group 8 100 mg/kg PO 
Dose Group 9 100 mg/kg PO 

C-22 
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Appendix C-2 

INDIVIDUAL CLINICAL OBSERVATIONS (PHASE B) 

C-23 Obtained via FOIA by White Coat Waste Project
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Individual Clinical Observations 
(Phase B) 
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Individual Clinical Observat ions 
(Phase B) 

K=Scheduled Removal; X=Present; S=Slight; M=Moderate; E=Extreme 
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Individual Clinical Observat ions 
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B173-18 - Maximum Tolerated Dose and Pha1macokinetic Study of lProprietarylnfo I 
Following a Single Dose Administration to Male and Female C57BL/6 Mice 

General Footnotes 

Provantis vers ion I 0.1.0. l 
"." indicates Not Applicable 

Group Information 

Sho11Name Long Name 

1 IPro12rieta[Y I (20)1Y 
2 IPro12rieta!Y I (40)IP 

3 IPro12rieta[Y l(I00)PO 

Timeslot Definition 

Abbreviation 
TPD 
P-e 

Description 
Immediate post dose 
Pre -euthanasia 

~ 
Contro l 
Dose 
Dose 

Key Page 

C-33 

Report Headings 

Group l 
Group 2 
Group 3 

20 mg/kg 
40 mg/kg 
100 mg/kg 

IV 
IP 

PO 
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Appendix D 

BIO ANALYTICAL CHEMISTRY 

Persona l Info 

Redacted by agreement 

Personal Info 

Redacted by agreement 

Biosciences Division 
SRI International 
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Following a Single Dose Administration to Male and Female C57BL/6 Mice 

SRI Study No. Bl 73-18 

I. INTROD UCTION 

~-- ..... he object ive of thi s study was to measure the plasma drug leve ls of iProprietary Info I and Proprietary 
Info in male and female C57BL/6 mouse plasma samp les collected in SRI Study No . 

B 173-18 afte.r an intraperitoneal (ip ), intravenous (iv) or ora l gavage (po) administration of 
!Proprietary Info I Sample analysis was not perfonned in accordance with the U.S. FDA "Good 
Laboratory Practice for No nclinical Laborato ry Stud ies," as descr ibed in 21 CFR Part 58 . 
Methods of collectio n of p lasma are outl ined in the main study protocol. Specific bioanalyt ica l 
methods and results of plasma analyses are presented in the sections that follow. 

II. MATERIALS AND METHODS 

A. Materials 

Acetonitri le, isopropano l, and methanol were purchased from A vanto r (Center 
Valley , PA). Pooled-gend er C57BL/6 mice plasma was purcha sed from Bioreclamation , 
IVT (Hicksville, NY). Dimeth yl sulfoxide and formic acid were purch ased from 
Sigma-A ldrich (Milwaukee , WI). Reference standards !Proprietary Info jand 
interna l standard Proprietary Info were obtained from the Chem ical Repos itory at SRI. 
Chromatogra phy for Proprietary Info as achieved with a Synergi Pola r 
RP 80 A column (50 x 4.6 mm; 4 µ) purcha sed from Phenome nex (Torrance , CA). 

B. Bioanalytical Method 

!Proprietary Info I an ~f~~)[ietary Calibration Standards. Cal ibration standard s (25, 
100, 250, 500 , 1000, 1750, 2500, and 4000 ng/rnl and Qua lity Control (QC ) samp les (50, 
750 , and 3500 ng/ml) were prepar ed in blank pooled C57BL/6 mice plasma as follows. 
A primary stock solution of 1.0 mg/ml !Proorietarv Info I was prepar ed by 
accurately weighing out com pound and adding dim ethyl sulfo xide to achieve a 
concentration of 1.0 mg/ml in solution. Thi s 1.0 mg/ml so lution was then used to prepare 
various spiking solutions by dilution with dimethyl sulfoxide. One vo lume of spiking 
solut ion was added to 99 volumes of blank C57BL/6 mouse pla sma to atta in the nominal 
concentrations of standards wi th a final non-plasma matrix of 1.0%. These calibration 
standards and QCs were prepare d and stored at -70°C (nominal) , thawed , and ana lyzed in 
tripli cate on each day of study sample analy sis. 

Sample Preparation for !Proprietary Info I an ;,;~rietary Plasma Anal sis. The 
bioanalytical method for analysis and quantification of Proprietary Info and ~r;:Prietary n 
mouse plasma (sample . ) entai led the addition of 200 µl internal standard 
solution (100 ng/ml of Proprietary Info in acetonitrile ) to the standard s, QCs, and study 
sample s. The tubes were vortexed for 10 min , and then centr ifuged for 10 min at 18000g 
to remove the precipitated proteins. All the supema tant s were transferred to clean tubes , 
and the solven t was evaporated under vacuum. The dried residues were reconsti tuted 
with 60 µl of 50% aceto nit:rile with 0.1 % form ic ac id. The recon stituted samples were 
then vortexed for 5 min on a multi -tube vor tex mixe r at one half speed, clarified by 
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centrifugation (18000 g, 5 min), and then transferred to HPLC vials fitted with glass 
inserts for LC-MS/MS analysis. Study samples were quantitated using a set of 
calibration standards prepared in blank matrix that were processed in paralle l. 

Chromatographic Analysis. Samples were analyzed by LC-MS/MS and the 
details of the method are provided below. 

LC Conditions 
HPLC Instrument: 
Autosampler Temp.: 
Column: 
ColumnTemp .: 
Mobile phase : 

Elution Mode: 

Flow Split: 
Flow Divert: 

Inject ion volume: 
Needle Wash: 
Purge Solution: 

MS Conditions 
Instrument: 
Ionization: 
Detection : 

Analyte 
Proprietary Info 

Dwell Times: 
Resolution : 
Capillary Voltage : 
Cone Voltage: 

Waters 2795 Alliance Integrated System 
10°c 
Synergi Polar RP 80 A column (50 x 4.6 mm; 4 µ) 
20°c 
A= Milli-Q-Water with 0. 1 % formic acid 
B= Acetonitrile with 0.1 % formic acid 
Gradient ; 

Time (min) 
0 
1.0 
10.0 
12.0 
12.2 
15.0 

none 
none 

20 µl 

%A 
95 
95 
5 
5 
95 
95 

%B Flow rate (ml/min) 
5 0.3 
5 0.3 
95 0.3 
95 0.3 
5 0.3 
5 0.3 

75:25:0. l(v:v:v) acetonitrile:isopropanol:formic acid 
10:90 methanol:Milli-Q-Water with 0.1 % formic acid 

Micromass Quattro LC 
Electrospray ionization, positive ion mode 
Multiple React ion Monitor ing (MRM); 

MRM Transition (m/z) 
586.30 - 344.80 
392.20--t 362.10 
348.00-318 .00 

0.333 sec 

Collision Energy 
50eV 
35 eV 
35 eV 

Unit mass resolution at Q 1 and Q3 
3.50 kV 
45 V 

D-3 

Retention Time (min) 
~5.36 
~5.43 
~5.63 
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Desolvation Temp.: 
Source Temp.: 
Quantitation: 

4so0 c 
11s0 c 
Integration and Quantitation by the Quanlynx portion of Masslynx 
Software ver.4.1. 

!Proprietary Info I Data Analysis. The method to quantitate !Proprietary Info I in lasma 
samples using calibration standards was as follows: Peak areas of the Proprietary Info were 
divided by the peak area of the !Proprietary Info !(internal standard) to yield peak area ratios 
(PAR). The calibration standard curve for the drug being assayed was prepared by 
performing weighted (1/y) linear regression for the peak area ratio (PAR) as the 
dependent variable (y-axis) and concentration as the independent variable (x-axis). The 
regression yields an equation of the form: 

Peak Area Ratio = m . !Proprietary Info I + b 

Where mis the slope of the regression and bis they-interce pt. !Proprietary Info I 
concentrations in the QC standards and the study experimental samples then were 
calculated as follows: 

!Proprietary Info I = (PAR_ b )/m 

These calculations are performed by the QuanLynx portion of the Masslynx software. 
The goodness of fit of this standard curve is indicated by the coefficient of determination 
(r2) obtained from the quadratic regression, with perfect fit yielding an 1

2 value of 1.000. 

Proprietary . . . Proprietary 
Info Data Ana lysis. The cahbrat10n standard curves for Info were 

prepared by performing weighted (1/x) quadratic regression of the peak area ratio (PAR) 
o :,:oprietary to that of lProprietary Info I (internal standard) as the dependent variable (y-axis), 
and ~~n etary oncentration as the independent variable (x-axis). The regression yields an 
equation of the form: 

p AR = a !Proprietary Info l+c 
To solve for the concentration of ;,;~rietary n the samples, the uadratic equation was first 
made equal to zero by subtracting y (peak area ratio of Proprietary Info from both sides of the 
equation, which results in a new constant ( c-y), and then solving the equation below: 

. Proprietary ✓ 2 Concentration of Info (x) = -b ± [b -4a (c-y)] 
2a 

These calculations are performed by the QuanLynx portion of the Masslynx software. 
The goodness of fit of this standard curve is indicated by the coefficient of determination 
(r2) obtained from the quadratic regression, with perfect fit yielding an r2 value of 1.000. 
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!Proprietary Info I Lower Limit of Quantitation (LLOQ). The LLOQ for this 
standard is defined as the lowest conce ntrat ion that can be measured yield ing method 
precision values of relative standard deviation (RSD) ± 20% and accuracy values of± 
20% of the nominal va lue. For this study we set 25 ng/ml as the lowest concentra tion 

oint on our calibration curve. The mean back -calculated concen tratio n for the 
Proprietary Info LLOQ standa rds was 26.2 ± 2.24 µg/ml (n=5), which corresponds to % CV 
of 8.53%, and mean % accuracy of 105%. This indicates that the accu racy and prec ision 
are acceptable for a bioanalytical metho d at the set LLOQ for the scope of these 
preliminary investigations. 

~~rietary Lower Limit of Quantitation (LLOQ). The LLOQ for this standard is 
defined as the lowest concentration that can be measured yield ing method precis ion 
values of relative standard deviation (RSD) ± 20% and accuracy values of ± 20% of the 
nomina l va lue. For this study we set 25 ng/ml as the lowest concen tration point on our 
calibration curve. The mean back-calcu lated concentration for the Proprietary LOQ 

ln fn 

standards was 24.9 ± 3.62 µg/ml (n=3), whic h correspond s to % C o . %, and mean 
% accuracy of 99 .5%. This indica tes that the accurac y and precision are acceptable for a 
bioanalytical method at the set LLOQ for the scope of these preliminary investigation s. 

III. ANALYSIS OF PLASMA SAMPLES 

Calibration curve data for all days of analys is are presented in Table D-1 for !Proprietary Info I 
and Table D-2 for ~t~rietary A representativ e standard curve for the sample assay is presented 
in Figure D-1 for Proprietary Info and Figure D-2 fo1tr,~prietary I Results of the QC sam les ove r the 
course of the anal tical runs in this study are summarized in Table D-3 for Proprietary Info and 
Table D-4 fo ~~rietary e experimenta l samp les from this study were analy zed with the 
bioanalytical met o escribed, and the resu lts of these anal ses for the indivi dual mouse at 
each of the p lasma samp les are presented in Table D-5 for Proprietary Info Table D-6 forl~~-ro-pr-iet-ary- ln-fo~ 
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Compound name :IProprietary Info I 
Corre lation coefficient: r = 0.996370 , rA2 = 0.992753 
Calib ration curve: 0.000438172 * x + -0.0109 461 
Response type: Internal Std ( Ref 2 ), Area* ( IS Conc . / IS Area) 
Curve type: Linear , Origin: Exclude, Weighting: 1 /y, Axis trans : None 

Q) 
(/) 

C: 
0 
C. 
(/) 
Q) 

Ct'. 

Figure D-1. 

1.50 

1.00 

0.50 

0. 00 -w;>,-,-,......,......,........,......,......., ...................................................................................... ,..,.,. ............... ......... 
0 500 1 000 1500 2000 2500 3000 3500 

ng/ml 

Plasma standard curve for analysis of !Proprietary Info! Calibration standards are depicted 
with an X , while QC samples are depicted with a diamond . 
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!Proprietary Info I 
Compound name :~.----~­
Coefficient of Determination : RA2 = 0.992602 
Calib ration curve: -1 .19141 e-009 * xJ\2 + 0.00176455 * x + 0.0206801 
Response type: Internal Std ( Ref 2 ), Area* ( IS Cone./ IS Area) 
Curve type: 2nd Order, Origin: Exclude, Weighting : 1 /x, Axis trans : None 

Q) 
(/) 
C 
0 
0. 
(/) 
Q) 

Ct: 

6.00 

4.00 

2.00 

0.00 
0 500 1000 1500 2000 2500 3000 3500 

ng/ml 

X 

X 

Figure D-2. 
Proprietary 

Plasma standard curve for analysis o Info Calibration standards are depicted with an 
X , while QC samples are depicted with a diamond . 
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Table D-1 

~IPr~op~ri_eta~ry_ln_to __ ~I CALIBRATION CURVE DATA USED DURING SAMPLE ANALYSIS 

Run 

Date 
1/21/2018 
1/29/2019 

Slope 
7.26E-04 
4.38E-04 

Intercept 
2.97E-02 
-1.09E-02 

D-8 

Coefficient of 

Determination (r2
) 

0.989 
0.993 
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Table D-2 

Proprietary 
Info CALIBRATION CURVE DATA USED DURING SAMPLE ANALYSIS 

Run 
Date 

1/21/2018 
a 

1.19E-09 
b 

1.76E-03 

D-9 

C 

0.0207 

Coefficient of 

Determination (r2
) 

0.993 
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Table D-3 

QC DATA OBTAIN ED DURING SAMPLE ANALYSIS 

Accuracy and Precision of C57BL/6 Mouse Plasma QC Samples 

Proprietary Info 
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Table D-4 

QC DATA OBTAINED DURING SAMPLE ANALYSIS 

Accuracy and Precision of C57BL/6 Mouse Plasma QC Samples 

Proprietary Info 
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Table D-5 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group: Baseline 

Proprietary Info 

aLLOQ = 50 ng/ml 

bNA = Not Applicable 
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Table D-5 (continued) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 1 
Dose 20 mg/kg IV 
Males 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-5 (continued) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 1 
Dose 20 mg/kg IV 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-5 (continued) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 2 
Dose 40 mg/kg IP 
Males 

Proprietary Info 

.. LLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-5 (continued) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 2 
Dose 40 mg/kg IP 
Females 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-5 (continued) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 3 
Dose 100 mg/kg PO 
Males 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-5 (concluded) 

MEAN PLASMA DRUG LEVELS OF !Proprietary Info 

Group 3 
Dose 100 mg/kg PO 
Females 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Table D-6 

MEAN PLASMA DRUG LEVELS OF Proprietary Info 

Group: Baseline 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (continued) 

MEAN PLASMA DRUG LEVELS OF Proprietary Info 

Group 1 
Dose 20 mg/kg IV 
Male 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (continued) 

MEAN PLASMA DRUG LEVELS 0 

Group 1 
Dose 20 mg/kg IV 
Female 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (continued) 

MEAN PLASMA DRUG LEVELS OF Proprietary Info 

Group 2 
Dose 40 mg/kg IP 
Male 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (continued) 

MEAN PLASMA DRUG LEVELS O~P roprietary Info 

Group 2 
Dose 40 mg/kg IP 
Females 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (continued) 

MEAN PLASMA DRUG LEVELS OF SN38-L 

Group 3 
Dose 100 mg/kg PO 
Male 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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Maximum Tolerated Dose and Pharmacokinetic Study of !Proprietary Info 

Following a Single Dose Administration to Male and Female C57BL/6 Mice 
SRI Study No. Bl 73-18 

Table D-6 (concluded) 

MEAN PLASMA DRUG LEVELS OF !Proprietary! 

Group 3 
Dose 100 mg/kg PO 
Female 

Proprietary Info 

aLLOQ = 25 ng/ml 

bNA = Not Applicable 
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SUMMARY 

A bioanalytical method was validated for the quantitative analysis of l: r,oprietary H:roprietary I 
and !Proprietary I in K2 EDTA dog plasma. Full details of the validated analytical method are 
provided in SRI Test Method 106.201 (Appendix A). The validation demonstrat ed that the 
method is appropriate for quantit ation of l: r?prietary I !: r?prietary I and !Proprietary I in K2 EDTA dog 
plasma . 

This validation was initiated following method development, which included 
determination of the assay range, selectivity, intra-batch accuracy and precision, sensitivity, 
recovery, matrix effect on ionization, matrix effects using 6 unique lots of matrix, and stability of 
the analyte in the matrix. The parameters investigated during this validation were based on the 
results obtained from these method development experiments. There were no significant 
changes made to the methodology between method development and validation. Results from 
the method development experiments will not be reported here. 
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SUMMARY OF VALIDATION PARAMETERS 

Analvtes l~r_oprietary Proprietary Proprietary I 
Internal standard s !Proprietary Info I Proprietary Info I !Proprietary Info I 
Matrix Ki EDT A dog plasma 
Quantitation range 5. 00-1000 ng/ml !Proprietary I and l; r~prietary I 

25.0-5000 ng/ml !Proprietary Info 

Sample volume 0.0200 ml 
Extraction procedure Methanol protein precipitation 
Ana lytical method LC-MS/MS 
Regress ion type, weighting Linear ' I /x Proprietary and l; r~prietary I 

Linear , l /x2 Proprietary Info I 
Maximum batch size 93 samples 
Correlation Coefficient 2: 0.9992 Proprietary Info 

2: 0.9993 Proprietary I 
> 0.9992 Proprietary Info 

Intra- and inter-assay QC levels 
LLOQ 5.00 ng/ml Proprietary and l; r~prietary I 

25.0 ng/ml Proprietary Info I 
Low 15.0 ng/ml Proprietary and l; r~prietary I 

75.0 ng/ml Proprietary Info I 
Mid 400 ng/ml Proprietary I and l;r~prie tary I 

2000 ng/ml Proprietary Info I 
High 800 ng/ml Proprietary I and l; r~prietary I 

4000 ng/ml Proprietary Info I 
Dilution QC level 5000 ng/ml Pr_oprietary and !Proprietary 125000 

ng/ml !Proprietary Info diluted 10-fold, 50-fold 
Intra-batch precision 1.1% to 5.5% Proprietary Info 

1.0% to 5.5% Proprietary 

0.6% to 6.0% Proprietary Info 

Intra-batch accuracy 91.4% to 105.1% Proprietary Info 

94.7% to 106.8% Proprietary 

94.5% to 109.0% Proprietary Info 

Inter-batch precision 2.6% to 7.3% Proprietary Info 

2.2% to 6.3% Pr_oprietary 

2.2% to 6.3% Proprietary Info 

Inter-batch accuracy 98.4% to 99.3% !Proprietary lnfo l 

96.5% to 100.4% Proprietary 

96.6% to 102.5% Proprietary Info 

Mean recovery of Analyte 95 .4% !Proprietary Info 

94.6% !Proprietary 

100.1% Proprietary Info I 
Mean recovery oflnternal Standard 108.9% Proprietary Info 

107.8% Proprietary Info 

105.4% Proprietary Info I 
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Mean matrix effect on ionization Analyte 110.0% Proprietary Info I 
142.2% Proprietary I 
99. 0% !Proprietary Info I 

Mean matrix effec t on ionization Internal 111.9% Proprietary Info I 
Standard 143.7% Proprietary Info I 

98.4% ( Proprietary Info h 
Selectivity 6 out of 6 lots satisfied acceptance criteria 
Matrix effects 6 out of 6 lots satisfied acceptance criteria 
Analyte carryover <20% of mean LLOQ peak area for 

!Proprietary I and !Proprietary I Some Bl/Bl 
samples showed evidence of carryover for 
l; r?prietary I Refer to the Carryover section of 
this report for additional information. 

Interna l Standard carryover <5% of mean internal standard peak area 
Room temperature stability 26 hours estab lished (all ana lytes) 
Freeze thaw stability 5 cycles establi shed (all analytes) 
Reinjection (autosampler) stability 188 hours (refrigerate d) established 
Post-prep arative extract stability 85 hours (refrigerated) established (all 

analytes) 
Who le blood process ing stability 4 hours (all analytes) 
Effec t of hemolysis 0.5% and 2% hemoly sis; no impact (all 

analytes) 
Refrigerated stock stability 40 days 
Room temperatur e stock stability 23 hours 
Long term matrix storage stability Interim 21 days estab lished (:S-60°C) ( a ll 

analytes). Stability is ongoing. 

I. INTRODUCTION 

A bioanaly tical method was validated for the quantitative ana lysis of l;r,oprietary l!P r?prietary I 
and !Proprietary I in K 2 EDT A dog plasma, over the concentration ranges 5 .00-1000 ng/ml l:r,opr ietary I 
and l; r?prietary I and 25.0 ng/ml-5000 ng/ml Proprietary Info with 0.0200 ml sample volumes. The 
interna l standards used for this assay were Proprietary Info !Proprietary Info I and !Proprietary Info I The 
analytes and the internal standard s were extracted from K2 EDT A dog plasma using a methanol 
protein precip itation followed by LC-MS/MS detect ion. The finalized analytica l method used 
throug hout this validation is described in SRI Test Method 106.201 (Appendix A). 

Per the validation plan (Appendix B), the val idation included determination of linearity 
and range, selectivity , intra-batch assay and inter-batch assay accuracy and preci sion, carryover, 
matrix effec ts, matr ix effec t on ionization, recove ry, dilution assessment, room temperature 
stability, freeze thaw stabi lity, reinjec tion (autosampler) stabi lity, post-preparative extract 
stability, who le blood processing stabili ty, effect of hemolysis, effect of concomitant medication , 
and stock solution stabi lity. Long term matrix storage stabi lity eva luation is ongoing (an interim 
evaluation has been performed) , and the results from this exper iment will be provided in an 
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ame nded report. A full description of these parameters and the acce ptan ce criterion for each is 
detailed in SRI SOP 006 .060, Bioanalytical Method Validation. 

Thi s va lidation was not within the scope of U.S. Food and Dru g Ad mini stration (FDA) 
"Goo d Laborato ry Prac tice for Nonclin ical Laboratory Studies " (GL P) regulations , as described 
in 21 CFR Part 58. Neverthe less, th is validat ion was pl anned, performed , recorded , and reported 
in accordance with standard practice s to ensure data qua lity and integr ity . Thi s report p rese nts 
the methodo logy and results of the va lidation, which demonstrate that the method is approp riate 
for the quantitation of l:r?prietary I l:r_?prietary I and !Proprietary I in K2 EDT A dog plasma over the 
concentration ranges tested. 

The freezer storage temperatures stated in this report are nomina l. The temperature of the 
Qu ality Contro l (QC) storage freezers did not go above -6 0°C from the tim e of initial storage of 
the QC samp les until the final analysis of these samp les. Any recorded departur e from the 
manufacturer' s specification s for a partic ular freezer unit wou ld result in a faci lity deviation. No 
deviat ions were gene rated as a result of this over the course of thi s stud y. 

II. REFERENCE STANDARDS 

The certificates of analysis for the analytes and interna l standards are provided in 
Appe ndix C. 

Reference Standard Description 

Reference Suppli er Lot Cor rectio n Storage Exp iration 
Stand ard Number Factor Conditions 

l;r?prietary I U.S. R077R0 0.997 Refrigerated, Current lot 
Pharmacopei a Protected 

from light 
!Proprietary I U.S. H0M4 27 0.993 Refrigera ted , Current lo t 

Ph armacopeia Protec ted 
from light 

!Proprietary I U.S. R044C0 0.940 Refrigerated Current lot 
Ph armaco peia 

!Proprietary Info I Medica l 183 0.980b -20°C Retest 06-30- 24 
Isotop es, Inc . 

!Proprietary Info I Med ica l 411 0.970b -20°C Retest 04-30-20 
Isotope s, Inc. 

!Proprietary Info I Medica l 091 0.970b -20°C Retest 10-31-20 
Isotop es, Inc. 

a !Proprietary I was supplied as !Proprietary I monoh ydrate . The fina l correct ion factor used during stock 
solution preparat ion is based on the amo unt of !Propnetary I present when weighing . 

b The purity was ass umed as 100% during weighing . 

12 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fo l !Proprietary I and 
!Propr ietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

III. VALIDATION RES UL TS 

A. Summary of Runs Performed 

Eight analyt ical runs were ana lyzed as part of th is validation and are summarized 
in Table 1. 

Pooled control K2 EDTA dog plasma (lot number BGLl 10446, expiration 
04-30-21), which was used in the preparation of calibration curves, QC samples, and 
assay blanks , was obtained from BioIVT, Westb ury, NY. on 04-02-19 and was stored in a 
-20°C freezer until use. Six unique lots of matrix (lot numbers BGLl 10440 to 
BGL 110445, expiration 04-30-21) from individual animals used for the assessmen t of 
select ivity and matrix effects were also obtained from this suppli er on this date. Pooled 
K2 EDTA dog whole blood (lot number BGLl 11230, expiration 05-30-19) , used in the 
assessment of whole blood processing stabili ty, was also obtained from BioIVT on 
05-01-19 , and was stored refrigerated until use. 

B. Assay Acceptance Criterion 

For a calibration curve to be considered acceptable , at least 75% of cal ibration 
standards must be accurate to within± 15% of the nominal concentration( ± 20% at the 
lower limit of quantitation, or LLOQ) , includin g at least one replicate at the lowest and 
highest concentrat ions. 

For accuracy and precision exper iments, individual QC samples at low, mid and 
high concentrations were considered acceptable if they were accurate to within ± 15% of 
the nominal conce ntration( ± 20% at the LLOQ) . The intra- and inter-batch accuracy and 
precision were accepta ble if they were::::: 15% (± 20% at the LLOQ) . Within a run, at 
least 50% of the QC samples at each concentration must have satisfied the acceptance 
criterion , with at least 67% of the total QC samples in a run satisfying the acceptance 
criterion. 

For QC samples used in batch acceptance, at least 67% of all QC samples must be 
within± 15% of the nominal concentration, with at least 50% of the QC samples at each 
concentration meeting this criterion. 

For QC samp les not used in accuracy and prec ision eva luation, includin g, but not 
limited to, stability QC samples , effect of hemolysis samples, and dilution QC samples, at 
least 50% of the individual replicates at each concentration were considered acceptable if 
they were within ± 15% of the nominal concentra tion. Overall accuracy and precision at 
each concentration were considered acceptable if they were within ± 15%. For QC 
samples prepared at the low concentrat ion for the assessment of matrix effec ts in 6 
unique lots of plasma , at least 50% of individual replicates for each lot were considered 
acceptable if they were within ± 15% of the nominal concen tration, and the overall 
accuracy and preci sion of each lot was with in ± 15%. 
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For whole blood processing stability, the% difference between the mean 
calculated concentration of the timepoint under evaluation and the mean of the time zero 
calculated concentration must be within ± 15% to be considered stable. 

For solution stability, the% difference. between the mean peak area ratio of the. 
fresh solution and the mean peak area ratio of the stored solution must be within ± 10% 
to be considered stable. 

Full details of the acceptance criterion for each validation parameter are detailed 
in SRI SOP 006.060. 

C. Standard Curve Linearity 

A total of eight calibration standards, extracted in duplicate, were used in the 
construction of each calibration curve . The correlation coefficient (r) in each run was at 
least 0.9992 for l: r?prietary I and 0.9993 for IPr?prietary I using a least-squares linear regression 
with a 1/x weighting. The con-elation coefficient (r) in each run was at least 0.9992 for 
l: roprietary I using a least-squares linear regression with a l/x 2 weighting (Tables 2-4) . The 
K2 EDTA dog plasma back-calculated calibration curve concentrations generated from all 
validation runs are presented in Tables 5-7. The calibration curve ranged from 
5.00 ng/ml (LLOQ) to 1000 ng/ml (upper limit of quantitation, ULOQ) for l,....;r -,op-rie-ta-ry-.1 and 
l: r?prietary I and from 25 .0 ng/ml to 5000 ng/ml for !Proprietary I Calibration standard s were 
prepared fresh on each day of extraction. Representative calibration curves from Run 
MVl-RI are shown in Figures 1-3. 

D. Accuracy and Precision of QC Samples 

To assess the accuracy and precision of the method, QC samples in K2 EDTA dog 
plasma were freshly prepared on the day of analysis at the LLOQ (5.00 ng/ml for 
Proprietary anci !Proprietary I and 25.0 n /ml for l:r?prietary I low (15.0 n ml for Proprietary and 
Proprietary and 75.0 n /ml for Proprietary mid (400 ng/ml for Proprietary and Proprietary and 
2000 ng/ml for Proprietary and high (800 ng/ml for Proprietary and Proprietary and 
4000 ng/ml for Proprietary concentrations. To determine intra- and inter- batch accuracy 
and precision , these QC samples were extracted in three analytical runs in replicates of 
six at each concentration . 

The intra-batch recision across all concentration s and analytical runs ran ed 
from 1.1% to 5.5% Proprietary Inf 1.0% to 5.5% Proprietary and 0.6% to 6.0% Proprietary Info 

The intra-batch accuracy ranged from 91.4% to 105.1 % Proprietary Inf 94.7% to 106.8% 
l: r?prietary I and 94.5% to 109 .0% !Proprietary In fol The inter-batch recision across all 
concentrations and analytical runs ran ed from 2.6% to 7.3% Proprietary Inf 2.2% to 6.3% 
Proprietary and 2.2% to 6.3% Proprietary Inf The inter-batch accuracy ranged from 98.4% 
to 99 .3% Proprietary Info 96.5% to 100.4% Proprietary and 96.6% to 102.5% !Proprietary In fol 

Summaries of the intra- and inter-batch accuracy and precision results are provided in 
Tables 8-10. 
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E. Maximum Batch Size 

One accuracy and precision batch of sufficient size was analyzed to represent a 
typical batch when running study samples . The maximum batch size of 93 samples was 
detennined by counting the number of injections made from the first calibration standard 
to the last calibration standard, in Run MV2. 

F. Selectivity 

To confirm the selectivity of the assay for each analyte, blank K2 EDTA dog 
plasma ( containing no analyte or internal standard) from six individual animals were 
analyzed in replicates of n= 1. Additionally, a single Bl/Bl sample in plasma matrix 
representing 0.5% and 2% hemolysis was also prepared and analyzed . No significant 
interference ( defined as a peak at the retention time of analyte with a peak area of >20% 
of the mean peak area of the LLOQ calibration standard) was detected in any individual 
lot, or in the hemolyzed samples. There was no significant interference at the retention 
time of the internal standard (>5% of the mean internal standard peak area); therefore , 
lack of selectivity did not appear to be significant. Refer to Table s 11-13 for a summary 
of the results for each analyte. 

Additionally, pooled K2 EDT A dog plasma was used to prepare double blank 
samples containing no analytes or internal standard s (Bl/Bl) and blank samples 
containing only internal standards but no analytes (Bl/IS); these samples were extracted 
in duplicate in each analytical run. There was no significant interference at the retention 
time of either the analytes or internal standards in the Bl/B l samples, as defined above, 
with the following exceptions . In Run MVl-RI, the second Bl/Bl sample showed a 
significant interference at the analyte retention time for both l: r?prietary I and !Proprietary I This 
was probably due to carryover, as the sample direct! receding this was a concomitant 
medication sam le, which was pre ared at low Proprietary concentrations but high 
(2000 n /ml) Proprietary and Proprietary concentrations, in order to determine the effect of 
Proprietary and Proprietary on !Proprietary I quantitation. No other Bl/Bl samples for either 
Proprietary or !Proprietary I showed significant interference. The second Bl/Bl sample from 
Run MV2-RI showed significant interference for l:r,oprietary I but again this was probably 
related to carryover as a high QC sample clirectly preceded injection of this sample. In all 
Bl/IS samples, there was no significant interference at the retention time of the analytes, 
as defined above. Refer to Tables 14-16 for a summary of the results for each analyte. 

In one analytical run, a sample prepared at the ULOQ but containing no internal 
standards (ULOQ/Bl) was extracted in replicates of n= l. This ULOQ sample contained 
only l: r?p rietary I or only l: r?p rietary I or only !Proprietary 1-the analytes were not co-spiked. 
There was no significant interference originating from the analyte at the retention time of 
the internal standards ( defined as >5% of the mean extracted internal standard peak area). 
There was no significant interference at the anal te retention time in the !Proprietary I or 
!Proprietary I ion channels when the ULOQ/Bl Proprietary sample was injected, and similarly, 
no interference was observed in the other analyte ion channels when the ULOQ/Bl 
!Proprietary I and !Proprietary I samples were injected. 
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G. Carryover Assessment 

Ca1Tyover was assessed in eac h analytical run by injecting a Bl/Bl sample 
immediately after eac h ULOQ ca libration standard. There was no sign ifica nt interference 
( de fine d as a peak at the re tention time of lProprietary I and !Proprietary I wit h a peak area of 
> 20% of the mean analyte peak area of the LLOQ calibration standards, or a peak at the 
retent ion time of the inte rnal standard with a peak area of >5% of the mean internal 
sta ndard peak area); therefore, ca rryover does not appea r to have a signifi cant imp act on 
thi s assay for these analytes. Significant ca1Tyover was seen in one can-yover blank 
sample in batches MVl-RI , MV2 , and MV2-RI for l:r?prietary I Refer to Tables 14-16 for a 
sum mary of the result s. 

H. Dilution Assessment 

To eva luate the ability to dilute a sam ple prepared at a concentration hi her than 
the anal tical range, a dilution QC sampl e was prepared at 5000 ng/ml Proprietary and 
Proprietary and 25000 ng/ml l:r?prietary I fre sh on the day of extractio n. This QC was 
diluted 10-fold an d 50-fold wit h contro l Ki EDT A dog plasma and extrac ted in repl icat es 
of six. The overall results for both dilution schemes satisfie d the acceptance criterion as 
defined by SRI SOP 006 .060 . Refer to Ta bles 17-19 for a summary of the resu lts . 

I. Matrix Effects 

To eva luate matri x effects , Ki ED T A dog pla sma from six individual an ima ls was 
spiked at the low QC concentration ( 15. 0 ng /ml for l:r?prietary I and IPr_?prietary I and 
75 .0 ng/ml forl: r?prietary I and ex tract ed in replica tes of four . The results for all six lots 
satisfied the accep tanc e cri terion for eac h analyte as defined by SRI SOP 006.060, 
demonstra ting that matr ix effec ts do not have a significant impact on this assay. Refer to 
Tables 20-22 for a summary of the result s. 

J. Recovery 

The recovery of the method for the ana lytes and the internal standa rds was 
assessed by comparing the peak areas of eac h analyte and internal standard in extracted 
QC samp les at low , mid and high concentrations w ith the peak areas obtained from 
extracted Bl/Bl pla sma sampl es . The methano l supernata nt from the extracted Bl/B l 
sample s was dilut ed w ith recovery so lutions conta inin g all analytes and inte rnal standa rds 
to give final conc en trations equiva len t to the theoret ical levels in the extrac ted sam ples 
(post-extract ed spiked sampl es). All sam ples were eva luated in repl icates of six. Th e 
recovery solution diluent was wa ter:methanol (90: 10, v:v) with 0.1 % ace tic acid. 

The mea n recove ry of l:r,oprietary 11:roprietary I and !Proprietary I acro ss concentrations 
was 95.4%, 94.6%, and 100.1 %, respective ly. Th e mean recovery of lProprietary Info I 
!Proprietary Info I and !Proprietary Info I was 108.9%, 107 .8%, and 105.4%, respec tively. Th ere is 
no defined acceptance criterion for recove ry, and the se mean recovery va lues indic ate 
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that the degree of recovery achieved during this extrac tion procedure is satisfactory. 
Refer to Tables 23-28 for a summary of the resu lts. 

K. Matrix Effect on Ionization 

The ability of the matrix to enhance or suppre ss the analyte or internal standard 
response was assessed by comparing the peak areas of ana lytes and internal standard s in 
the post-extracted spiked Bl/Bl samp les described in the Recovery section, above, with 
the recove ry solutions. The recovery solution s were diluted with 0.2% acetic acid in 
methano l beforehand , which represen ted the plasma supernatant. All samples were 
evaluated in replicates of six. A value of > 100% indica tes enhancemen t caused by the 
matrix , and a value <100% indicates suppression . 

The matrix effec t on ionization of the response for l:r,oprietary 11:r_?prietary I and 
1"'"~-ro-pr.,...ie-ta-ry-,lwas 110.0%, 142.2%, and 99.0% , respective} . The matrix effect on ionization 
of the response for !Proprietary Info I jProprietary Info j and Proprietary Info was 111.9%, 143. 7%, and 
98.4%, respect ively. There is no defined acceptance criterion for the accep table degree 
of matr ix effec t on ionization. These values indicate that the ma trix effec t on ionization 
observed dur ing this extrac tion procedur e would not have significant impact on the assay. 
Refer to Tables 29-34 for a summary of the results. 

L. Room Temperature Matrix Stability 

Room temperature matr ix stability of each analyte in Ki EDTA dog plasma was 
determined by extracting QC samples at low and high concentrations , in replicates of 
four , which had been stored at room temperat ure for 26 hours before extraction . These 
QC samples were analyzed against a fresh calibration curve and fresh QC sample s. The 
overall results for room temperatu re stability for up to 26 hours satisfied the acceptance 
criterion as defined by SRI SOP 006.060. Refer to Tables 35-37 for a summary of the 
results. 

M. Freeze Thaw Matrix Stability 

Free ze thaw matrix stabili ty of each analyte in K2 EDT A dog plasma was 
detennine d by extracting QC samples at low and high concentrations , in replicates of 
four , which had been subjected to five freeze thaw cycles before extract ion. QC samples 
were stored frozen at :'S-60°C for a minimum of 24 hours prior to the first thaw and stored 
frozen for subsequent period s of not less than 12 hour s. Samples were thawed for a 
minimum of 1 hour at room temperatur e prior to re-fre ezing. These QC sam ples were 
analyzed against a fresh calibration curve and fresh QC samp les. The overall results for 
freeze thaw stability for up to five cycle s satisfied the acceptance cr iterion as defined by 
SRI SOP 006.060. Refer to Table s 38-40 for a summar y of the results. 
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N. Reinjection (Autosampler) Stability 

Reinjection stability of each analyte in K2 EDTA dog plasma was demonstrated 
by reinjecting the calibration standards, the LLOQ, low, mid and high accuracy and 
precision QC samples, and the Bl/Bl, Bl/IS, and carryover samples from Run MV2 after 
188 hours ofrefrigerated storage (set point 5°C). The re-injected run was designated as 
Run MV2-RI. The overa ll results for reinjection stabi lity for up to 188 hours under 
refrigerated conditions satisfied the acceptance criterion as defined by SRI SOP 006.060. 
Refer to Tables 41-43 for a summary of the results. 

0. Post-Preparative Extract Stability 

Post-preparative extract stability of each analyte in Ki EDTA dog plasma was 
determined by extracting QC samples at low and high concentrations, in replicates of 
four, in Run MV3. These QC extracts were then stored in a refrigerated autosampler (set 
point 5°C) and analyzed with a fresh calibration curve and fresh QC samples prepared in 
Run MV4. The overall results for post-preparative extract stability for up to 85 hours 
under refrigerated conditions satisfied the acceptance criterion as defined by SRI SOP 
006.060. Refer to Tables 44-46 for a summary of the results. 

P. Whole Blood Processi ng Stability 

The stability of each analyte during the processing of spiked K2 EDTA dog whole 
blood was determined by spiking whole blood samples at two concentrations and 
harvesting the plasma at time zero (TO) and 1 hour and 4 hours after spiking. The whole 
blood samples were stored refrigerated (5°C ± 3°C) during this period of storage . The 
whole blood was spiked to give a final concentrat ion of 7 .50 ng/ml l:r,oprietary I and 
l: r?prietary I and 37.5 ng/ml l:r?prietary I representing the low analyte concentration , 
(assumin that 100% of the anal tes artitions into the plasma) and 400 ng/ml ~1:-r?p- ri-et-ary~ 

and Proprietary and 2000 ng/ml Proprietary representing the high analyte concentration. 
Following plasma collect ion, the plasma samples were stored at :'S-60°C prior to 
extraction. These samples were then extracted in replicates of four at each concentration , 
in Run MV4. The calculated final (mean) TO concentrations in lasma at the low 
concentration were 12.5 ng/ml, 11.6 ng/ml, and 60.1 ng/ml for Proprietary l: r?prietary I and 
l: r?prietary I respectively. The calculated final (mean) TO concentrations in lasma at the 
high concentration were 633 ng/ml, 611 ng/ml, and 3160 ng/ml for Proprietary l: r?prietary I 

and IPr?prietary I respectively. The overall results for whole blood processing stability for 
up to 4 hours under refrigerated conditions satisfied the acceptance criterion as defined 
by SRI SOP 006 .060 . Refer to Tables 47-49 for a summary of the results. 

Q. Effect of Hemolysis 

The effect of hemolysis on the quantitation of each analyte was determined by 
preparing low and high QC samples in matrix representing 0% hemolysis, 0.5% 
hemolysis, and 2% hemolysis, to dete1mine whether the presence of whole blood had an 
impact on the ability to accurately quantify the analyte. The overall results indicated that 
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hemolysis at 0.5% and 2% had no significa nt impact on the quantitation of each ana lyte 
as define d by SRI SOP 006.060. Refer to Tables 50-52 for a summ ary of the results . 

R. Long Term Matrix Storage Stability 

Long term matrix storage stability of each analyte in K2 EDT A dog plasma was 
detennined by extracting QC samples at low and high concentrations , in replicates of 
four, after storage for 21 days at :S-60°C. These QC samples were analyzed aga inst a 
fresh calibration curve . Also includ ed in thi s batch were freshly prepared assay 
acceptance QC samples (low, mid and high QC samples in replicates of two), which were 
extracted to determine the accuracy of the calibration curve preparation and the validity 
of the stab ility QC final results . The overall results for long term matrix storage stability 
for up to 21 days at :S-60°C satisfied the accepta nce criterion as defined by SRI SOP 
006.060. Refer to Tables 53-55 for a summary of these results. Detenni na tion of long 
term matrix storage stability of each analyte in K2 EDT A dog plasma at :S-60°C is 
currently ongoing; the results will be reported in an amended report. 

S. Concomitant Medication 

The effect of !Proprietary I and !Propri etary I on Proprietary uantitation was assessed by 
preparing a plasma sample containing 15.0 ng/ml Proprietary (the low QC concentration), 
2000 n /ml l: r?prietary I and 20000 ng/ml !Proprietary I These concentrations of !Propri etary I and 
Proprietary were selected as they were estimated to be at or above the CMax observed in 
previous studies at hi h dose concentrations. These sam les satisfied the acceptance 
criterion for Proprietary indicating that addition of Propri etary and !Propri etary I at high 
concentrations had no adverse effec t on the ability to quantitate thi s analyte. Similarly, 
no impac t on !Proprietary I at the low QC concentration was observed when l: r?prietary I and 
!Proprietary I were s iked into plasma at 2000 ng/m l and 20000 ng/ml, res ectivel . No 
impact on Proprietary at the low QC concentration was observed when Proprietary and 
!Proprietary I were spiked into plasma at 2000 ng/ml. Refer to Tables 56-58 for a summary of 
these results. The result s of the assay acceptance QC samples are provided in Tables 
59-61. 

T. Stock Solution Stability 

Analyte stock solutions were prepared in glass vials in duplicate at the start of the 
validation, to give a final concentration of 1.00 mg/ml for each analyte. Dimethyl 
sulfoxide (DMSO) was the diluent for l: r? prietary I and !Propri etary I stocks, whi le Milli -Q water 
was used as the diluent for !Propri etary I stock so lutions. These solutions were stored 
refrigerated (5°C ± 3°C) during the va lidation period . 

The duplicate solutions were verifie d before use to determine their equivalency 
and accuracy of preparation. By comparing the mean peak area ratio (PAR, defined as 
analyte peak area / interna l standard peak area) of each solution, their equivalency could 
be determined. The mean PAR of the duplicate solutions should be::; 5% of each other to 
be considered acceptable , calcu lated as follows: 
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Mean PAR Duplicate 1 - Mean PAR Duplicate 2 x 100 
(Mean PAR Duplicate 1 + Mean PAR Duplicate 2) / 2 

After 40 days of storage, new duplicate stock solutions were prepared as 
described above. Per SRI SOP 006.060, stock solution stability was evaluated by 
comparing the mean peak area ratio of the stored stock solution against the mean peak 
area ratio of the duplicate newly prepared solutions in replicates of six. All stock 
solutions were diluted prior to injection to ensure that the detection limit of the mass 
spectrometer was not reached, and internal standard was added in equal amounts to each 
solution to compensate for any variability in injection volume. Results indicate that a 
1.00 mg/ml solution of each analyte was stable for up to 40 days under refrigerated 
conditions (Tables 62-64). 

To assess room temperature stock solution storage stability, an aliquot of each 
freshly prepared stock solution, at the concentrations described above, was transferred 
into a glass vial and stored at room temperature for 23 hours. The original fresh stock 
solutions were stored refrigerated (set point 5°C ± 3°C) during this period. After storage, 
all solutions were diluted to a suitable concentration and compared in replicate s of six. 
Internal standard was added to each sample to allow peak area ratio comparison. Results 
indicate that room temperature stock solution stability of each analyte was achieved for 
up to 23 hours (Tables 65-67). 

Stability testing of the interna l standard stock and spiking solutions was not 
conducted . The internal standard was monitored throughout the validation to dete1mine 
if any breakdown products were likely to interfere with the ability to quantitate the 
analyte. There was no evidence of significant internal standard deterioration that could 
affect the analyte response or chromatography, as determ ined by injections of extracted 
Bl/IS samples in each analytica l batch. A response would be considered significant if, on 
injection of these samples, an analyte peak area >20% of the mean LLOQ peak area was 
detected. 

IV. DEVIATIONS 

There were no deviations to SRI SOPs that had any impact on the integrity of the study. 

V. DATA MANAGEMENT 

The LC-MS/MS data were acquired, peak areas were integrated, the calibration line 
regression was calcu lated, and the final concentrations were generated using AB Sciex Analyst 
software, version 1.6.2 (AB SCIEX, Framing ham, MA). Figures 4-18 show the integrations 
performed by the Analyst software on selected chromatographs. The statistics described in this 
report were generated with this software, using unrounded values, with the exception of the 
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statistics used to calculate recovery and matrix effect on ionization, which were generated using 
Microsoft Excel 2016 (Microsoft, Corp., Redmond, WA). 

VI. DATA STORAGE 

The final report , raw data, supporting documents , and records specific to this study will 
be retained and stored by SRI International. All records will be maintained for at least 1 year. 
At the end of the retention period , the Sponsor will be contacted regard ing further disposition of 
these records. 

VII. DISCUSSION AND CONCLUSION 

The validation demonstrated that the method is appropriate for quantitation of 1:r?prietary I 
1=-:r-?p-rie-ta-ry-.l and !Proprietary I in K2 EDTA dog plasma over the concentrat ion range 5.00-1000 ng/ml 
l:r,oprietary I and l:r?prietary I and 25.0-5000 ng/ml !Proprietary lnfol 

21 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

VIII. DEFINITIONS AND ABBREVIATIONS 

Accuracy: Calculated concentration * 100 
Nom inal conce ntration 

Bl/Bl: Double blank, containing no ana lyte or internal standar d 
Bl/IS: Blank , con taining only internal standard 
CV : Coefficient of var iatio n; SD/mean * 100 
% Diff erence (stabi lity eva luations): 

((New value - original value)/original value)*IO0 
% Diff erence (specificity / carryover evaluations): 

DMSO: 
K2 EDTA: 
IS: 
LC-MS/MS : 

LLOQ: 
Matrix effects on 
Ionization : 

MV: 
PAR: 
QC: 
% Recovery: 
ULOQ: 
ULOQ /Bl : 

((Pea k area (blank) /Mean peak area (LLOQ))*l00 
Dimethyl sulfoxid e 
Di-pot assium eth lene diamine tetraace tic acid 
Internal standard Proprietary Info !Proprietary Info I l~Pr-op- ri-eta_ry_ ln- fo~ 

Liquid chrom atography-mass spectrometer (tandem or tripl e-quadrupol e 
mass spec trometer ) 
Lower limit of quantitation 

Mean peak area (post extracted spiked)/Mean peak area (recove ry 
solution )* 100 
Method validati on 
Peak area ratio 
Quality control 
Mean peak area ( extract )/Mean peak area (post extracted spiked)* 100 
Upper limit of quantitation 
Sample contains analyte at the ULOQ concentration but no interna l 
standard 
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• B185-18-MV1-RI-Final.rdb leroririel "Lineal" Regres.sion ("1 Ix" weighting): y = 0.00192 x • 0.00161 (r = 0.9996) 
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• B185-18-MV1-RI-Final.rdb ~ "Linea(' Regression r1 / x" weighting); y = 0.00443 x + 0.0011 (r = 0.9993) 
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• B185-18-MV1-RI-Final.rdb ~ "Linear· Regression r1 / (x • x)" weighting): y = 0.000968 x • 0.000661 (r = 0.9992) 
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Figure 5. Representative chromatogram of a Bl/Bl Ki EDTA dog plasma sample 
(without !Proprietary I or interna l standard ). 
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Representative chromatogram of a Bl/IS K2 EDTA dog plasma sample 
(without l: r?prietary I with internal standard) . 

29 
Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis ofl Proprietary lnf~l:r? prietary 

SRI Study No. B185-18 
I and !Proprietary I in K2 EDTA Dog Plasma 

I ~~~~~~~~:~•RLNr- r~~Y~-~i"~ltJ= 
::::: ~:::'. l:._ 
""'!-Dato : l.•14•1C ·l, 
,,:q 1,~· 
'!od,ll.., l'O 

~~
1
:;,::~:~• M~?•t 11>>14 

I .It n,ut.tlJ LL!~ .... 

~~-r:;•::~~~; H-;c ~" 
I •. • a,h· 1 , 10 
IOfl, l•L!I" : I . II 
(~. !NI l,t,1;~, 5.10 

~~,!~)~:::· 4 . IC n J 

',:: .. ~T!ti!; n 4.11 ,1, 

=« 1)10t:T,n : ~ .. : . ~ 111,!~a 

'-~•• lH c;m1 

E~~:~¥ l-''Tff ~ 

Figure 8. 

. ~ 
I 

I r 
,I "' 
I 

11 

I II 
,,, 

'I I 

111 

1 

.,.L~ •~4• t 

~l•,t,. 1; n : 1,•d~'.;~ W,.l 

T 
t,t,Jc<htU" ,. Mil 

""•· ~ ... 
,..,,. H..,. l I+ Bi'!! 

11:,llfi~•• ~, ::,~.;,,,!;~~:;:~: l•1;1u tlU>L< 

loJ,M flrul~lt: !l Sl •'ft 

~;;: •;:~~!;' 111, ;s ~• 
:;. , . wuu .M 
,.., .. .... qi• 

t,c1. "''~ !1th: SM 
lxf• · MJ . R.<<1~: 

~'~.::::~ ~·~ .. 
::~;~;:,:: .. ll, :,n •In 

;:1. Tii•·n•: ~•:.:: 61:n 
jl,J_, ~!~\IJ <:<!INI 

E:~:!;~· i.••nr ::~ 

,,,, 
, .. 
'"' ,., 
, .. , ... 

,., ... 

, ... 
, .. 

, .. , .. 
, ... 
, .. 

lJ U U l.!i J.T 12 tJ U ~ ~ U ~ U ~ ,ffl- U H U U U U U 40 41 42 O 4.l O O O O O ~O ~I U 

'"· ... 

Representative chromatogram of a Bl/IS K2 EDTA dog plasma sample 
(without IPr?prietary I with internal standard). 
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Figure 9. Representative chromatogram of a Bl/IS K2 EDTA dog plasma sampl e 
(without IPr?prietary I with internal standard). 
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Repre sentative chromatogram of a K2 EDTA dog pla sma sample 
spiked at the l: r?prietary I Lower Limit of Quantita tion (LLOQ). 
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Repre sentative chromatogram of a K2 EDTA dog plasma sample 
spiked at the !Proprietary I Lower Limit of Quantitation (LLOQ) . 
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Repre sentative chromatogram of a K2 EDTA dog plasma sample 
spiked at the !Proprietary I Lower Limit of Quan titation (LLOQ). 
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Repre sentative chromatogram of a K2 EDTA dog plasma sample 
spiked at the l: r?prietary I Upper Limit of Quantitation (ULOQ). 
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Repre sentative chromatogram of a K2 EDTA dog plasma sample 
spiked at the !Proprietary I Upper Limit of Quantitat ion (ULOQ). 
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Table 1 

Summary of Valid ation Runs 

Run Num ber Date Extracted Date Analyzed Outcome (Pass/Fail) Parameters Investigated 

Accuracy, Precision, Carryover, Effuct of Dilution, ULOQ /Bl, 
MVI 7-May-19 7-May- 19 NA Concomitant Medication 

Accuracy, Precision, Carryover, Effect ofDilution, ULOQ/81, 
MVI-Rl 7-May-19 14-May-19 Pass Concomitant Med ication 

Accuracy, Precision, Canyover, Selectivity, Matrix Effucts using 
MV2 16-May- 19 16-May- l 9 Pass 6 Unique Lots of Plasma, Maximum Batch Size 

Accuracy, Precision, Carryover, Room Temperature Stability, 
MV3 17-May-19 17-May-19 Pass Recove1y, Matrix Effucts on Ionization 

Carryover, Freeze Thaw Stability, Effect ofH emolysis, Whole 
MV4 20-May-19 20-May-19 Pas s Blood Stability, Post-Preparative Extract Stability 

MV2-Rl 16-May-19 24-May-19 Pass Reinjection (AutosanlJler) Stability 

MV5 28-May-19 28-May-19 Pass Interim Long Term Storage Stability in Matrix 

Bl 85-061019-Stk-Chk NA 1 0-Jun-19 Pass Refrigerated Stock Solution Strorage Stability 

B185-061 119-Stk-Chk N A 11-Jun-19 Pass Room Temperatlll·e Stock Solution Stability 

NA: No t Applicab le . The LC pump fulled during analysis and the batch did not inject to cornpletion. The circuit board was replaced and the batch restarted on 05-14- 19 
as MVI-RL 
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Table 2 

Summar y of Calibration Curve Parameters for !:r?prietary 

RunNwnber Slope Intercept Correla tion Coefficient (r) 

MV l-Rl 0.00192 0.00161 0.9996 

MV2 0.00192 0.000257 0.9996 

MV3 0.00191 0.000627 0.9998 

MV4 0.00182 0.00019 1 0.9994 

MV2-RI 0.00181 0.00175 0.9992 

MV5 0.00178 0.000583 0.9994 
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Table 3 

Summar y of Calibration Curve Parameters for !Proprietary 

RunNwnber Slope Intercept Correlation Coefficient (r) 

MV l-Rl 0.00443 0.00110 0.9993 

MV2 0.00441 0.000877 0.9995 

MV3 0.00443 -0.000748 0.9998 

MV4 0.00436 -0.00203 0.9998 

MV2-RI 0.00439 -0.000607 0.9997 

MV5 0.00423 0.000203 0.9998 
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Table 4 

Summary of Calibration Curve Parameters for !Proprietary 

RunNwnber Slope Intercept Correlation Coefficient (r) 

MV l-Rl 0.000968 0.00066 l 0.9992 

MV2 0.000947 -0.00117 0.9996 

MV3 0.000932 0.00060 2 0.9997 

MV4 0.000931 -0.000986 0.9993 

MV2-RI 0.000945 0.0000909 0.9996 

MV5 0.000919 -0 .000177 0.9995 
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Table 5 

Back-Calculated Concentrations of l:r ?prietary I Calib ration Standards (ng/ml) 

Standard Description 

Rw1 Nurrber 5.00 %Ace 10.0 %Ace 20.0 %Ace 50 .0 %Ace 100 %Ace 200 %Ace 500 %Ace 1000 %Ace 

MV l- RI 4.36 87.2 9.72 97.2 19.4 97.0 48.5 97. l 99 .7 99.7 193 96 .7 498 99.6 990 99 .0 

5.65 113. l 10.9 108 .8 20 .7 103.5 47.6 95 .2 103 103.2 207 103.6 479 95.9 1030 103.3 

MV2 4.88 97 .7 9.99 99 .9 19.2 95.9 48.0 96 .0 105 105.2 193 96.3 510 102.0 10 10 100.8 

5. 16 103.2 10.3 102 .8 20 .1 100.3 50 .5 100.9 102 101.5 205 102.6 470 94.0 10 10 100.9 

MV3 4.7 1 94.2 10.1 100 .6 18.6 92.8 50.6 IOI. I 99.4 99.4 200 100.0 516 103.3 984 98.4 

5.80 I 16.1 9.82 98 .2 19.8 99.0 48 .9 97.8 100 100.3 195 97.5 506 101.2 1000 100.1 

MV4 5.31 106.3 9.68 96 .8 21.7 108.3 48.0 96 .0 102 101.7 193 96 .7 505 100.9 979 97.9 

4.96 99.2 9.07 90 .7 19.3 96.6 47.7 95.4 IOI 101.4 22 1 110.5 512 102.5 99 1 99.1 

MV2-RI" 4.50 90 .0 9.55 95 .5 20 .5 102.6 49.4 98 .8 102 102.5 2 18 108 .9 516 103.3 956 95 .6 

4.99 99 .8 9.83 98.3 20.4 102. 1 49.9 99 .8 103 102.7 193 96 .7 523 104.5 989 98 .9 

MV5 4.86 97 .2 9.64 96.4 18.9 94.4 50.3 100.6 105 105.4 194 96 .8 521 104.2 1020 101.9 

4.9 1 98.2 9.98 99 .8 20.4 101.9 50 .7 101.5 109 108.7 197 98 .6 490 98 .0 966 96.6 

Mean 5.06 9.9 1 19.8 49 .l 103 200 501 998 

SD 0.434 0.470 0.932 1.30 2.97 9.05 16.4 19.9 

%CV 8.6 4 .7 4.7 2.6 2.9 4.5 3.3 2.0 

%Accuracy 101.2 99 .1 99.0 98 .2 102.6 99 .9 100.2 99 .8 

n 10 10 10 10 10 10 10 10 

a This is a re injectio n of Rtm MV2, and is oot included in the stati<;tics. 
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Table 6 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Description 

Run Nuirber 5.00 %Ace 10.0 %Ace 20.0 %Ace 50.0 %Ace 100 %Ace 200 %Ace 500 %Ace 1000 %Ace 

MV I-RI 4.85 97.0 10.0 100.0 20.0 100.0 48.5 96.9 IOI 100.6 196 98.1 522 104.3 965 96.5 

5.20 104.1 10.2 101.9 20.4 102.0 50 .4 100.9 97.1 97 .1 20 1 100.7 480 96. 1 1040 103.8 

MV2 5. 14 102.8 9.94 99 .4 20.4 101.9 5 1.8 103.5 102 101.7 193 96.7 524 104.9 965 96.5 

4.52 90.5 9.95 99.5 20.2 101.0 49 .l 98.2 102 101.6 197 98.6 5 15 103. 1 1000 100.0 

MV3 4.9 1 98.3 9.80 98 .0 19.3 96.5 5 I. I 102.2 99.5 99.5 199 99.5 516 103.3 980 98.0 

5.26 105.2 10.0 100.3 20.6 103.0 49.4 98.8 96.9 96.9 198 98.9 507 101.3 1000 100.3 

MV4 5.53 110.7 10.5 105.0 18.6 93.0 49.0 98. 1 99.2 99.2 196 98. 1 505 JOI.O 1020 101.8 

5.40 107.9 10.3 102.6 18.5 92.6 47.6 95.2 96.0 96.0 199 99.4 502 100.4 989 98.9 

MV2-Rl a 5.04 100.9 10.5 105.4 19.7 98.6 49.4 98 .9 103 J03.3 202 101.2 525 J05.0 999 99.9 

4.86 97.3 JO.I 100 .7 20.0 99.9 46.4 928 100 100.4 199 99 5 488 97 .6 987 98.7 

MYS 4.99 99 .9 10.3 103 .2 20.0 99.9 49.3 98 .5 100 100.5 199 99 .6 521 104.2 990 99.0 

4.86 97.2 10.2 102.3 19.9 99.6 50.2 100.5 98.9 98.9 194 96.9 503 100.6 994 99.4 

Mean 5.07 10.l 19.8 49.6 99.2 197 5JO 994 

SD 0.298 0.2 13 0.737 1.25 1.98 2.47 13.2 22 .3 

%CV 5.9 2. 1 3.7 2.5 2.0 1.3 2.6 2.2 

%Accuracy 101.4 101.2 99.0 99.3 99.2 98.7 101.9 99.4 

n 10 JO 10 10 10 10 10 10 

a 'This is a re injectio n of Run MV2, and i., not included in the s1atistr::s. 
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Table 7 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Description 

Rw1 Nurrber 25.0 %Ace 50 .0 %Ace 100 %Ace 250 %Ace 500 %Ace IOOO %Ace 2500 %Ace 5000 %Ace 

MV l- RI 23 .l 92 .3 49.4 98.8 98 .0 98.0 252 100.8 493 98.7 10 10 100.5 2550 101.9 4930 98 .5 

26 .6 106.5 5 1. l 102 .2 103 103.2 258 103.3 505 101.0 97 1 97 .l 2470 98.6 4920 98 .3 

MV2 24 .5 98 . l 5 1.4 102.9 105 105.0 244 97 .7 501 100.3 990 99 .0 2520 100.6 4990 99 .7 

25 .0 99 .8 48 .9 97.8 104 103.7 248 99 .1 493 98.5 983 98.3 2540 10 1.4 49 10 98 . 1 

MV3 25.3 101.3 49 .5 99 .1 97.2 97.2 246 98 .5 514 102.9 1020 101.5 2520 I00 .6 5060 101.3 

25. 1 100.4 50 .5 100.9 96.7 96.7 244 97 .5 499 99.9 987 98.7 2600 104.1 4970 99.3 

MV4 25.4 101.5 47.9 95.7 96.6 96.6 253 101.2 493 98.5 986 98.6 2610 104.5 5150 102.9 

26.2 104.9 47 .2 94.4 98.2 98.2 245 98 . 1 491 98.3 10 10 101.3 2530 101.2 5200 104.1 

MV2-RI" 25 .5 102. 1 50. l 100 .3 100 100.2 247 98 .8 496 99.2 995 99 .5 2590 103.8 5050 101.0 

24 .7 98 .9 49.9 99.9 97 .8 97.8 240 95 .8 502 100.3 957 95 .7 2590 103.5 5170 103 .3 

MV5 24 .0 96 . l 48 . 1 96. 1 99 .7 99.7 248 99. 1 493 98.7 997 99 .7 2590 103.6 5020 100.4 

26.5 105.8 50 .8 101.6 98.1 98.1 246 98.3 509 101.8 98 1 98.1 2490 99 .5 5 170 103.3 

Mean 25.2 49 .5 99 .6 248 499 993 2540 5030 

SD 1.11 1.47 3.16 4.63 8.04 14 .4 48.3 110 

%CV 4.4 3.0 3.2 1.9 1.6 1.5 1.9 2.2 

%Accuracy 100.7 99 .0 99.6 99.4 99.9 99 .3 IOl.6 100 .6 

n 10 10 10 10 10 10 10 10 

a This is a re injec tion of Run MV2, and is not included in the stati<;tics. 
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Table 8 

Intra- and Inter-Batch Accuracy and Precision ofl: r?prietary I QC Samples (ng/ml) 

QC Description 

Run Number 5.00 %Ace 15.0 %Ace 400 %Ace 800 %Ace 

MVl-RI 4 .56 9 1.2 14.5 96.8 402 100.5 803 100.4 

4 .37 87.4 15.3 101.8 394 98.6 787 98.3 

4.77 95.3 14.2 94.5 391 97.9 779 97 .3 

4.58 91.5 14.8 98.9 389 97.3 741 92 .6 

4 .86 97.1 14.4 96.2 384 96.1 788 98.6 

4 .29 85.8 14.3 95 .6 4 17 104.1 809 101.2 

Mean 4.57 14.6 396 784 

SD 0.2 18 0.398 11.4 24 .2 

%CY 4.8 2.7 2.9 3 .1 

%Acc uracy 9 1.4 97.3 99 .1 98.1 

n 6 6 6 6 

MY2 5.62 112.3 16.2 108.0 404 10 1.0 794 99.2 

5.14 102.8 15.5 103.4 394 98.5 802 100.2 

5.04 100.9 15.4 102.6 393 98.4 782 97.7 

5.35 106.9 14.4 95 .9 398 99.5 792 99.0 

5.45 109.0 14.2 94.8 403 100 .8 837 104.7 

4 .95 99.0 14.3 95 .2 398 99.5 808 101.0 

Mean 5.26 15.0 398 803 

SD 0.255 0.820 4.46 19.3 

%CY 4.9 5.5 I. I 2.4 

%Accuracy 105. 1 100.0 99.6 100.3 

11 6 6 6 6 

MV3 4 .90 98.0 15.0 99.9 420 105.0 787 98.4 

5.35 106.9 14.5 97.0 370 92.5 776 97.0 

5.19 103.7 14.6 97.3 380 95 .1 806 100.8 

5.0 1 JOO.I 14.6 97.3 385 96.3 824 103.1 

4 .83 96.6 14.6 97 .6 410 102.5 795 99 .4 

5.04 100.8 14.8 98.6 379 94.8 788 98 .5 

Mean 5.05 14.7 391 796 

SD 0.189 0.166 19.7 17.0 

%CY 3.7 I.I 5.0 2 .1 

%Acc uracy 101.0 97.9 97 .7 99.5 

n 6 6 6 6 
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Table 8 (concluded) 

Intra- and Inter-Batch Accuracy and Precision ofl: r?prietary I QC Samples (ng/ml) 

QC Description 

Rtn1 Number 5.00 ¾Ac e 15.0 ¾Ace 400 ¾Ace 800 ¾Ace 

Inter-as say sta tistics 

Mean 4.96 14.8 395 794 

SD 0.363 0.532 13.0 20.7 

¾C V 7.3 3.6 3.3 2.6 

%Accuracy 99.2 98.4 98 .8 99 .3 

11 18 18 18 18 
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Table 9 

Intra- and Inter-Batch Accuracy and Precision ofl Proprietary I QC Samples (ng/ml) 

QC Description 

Run Number 5.00 ¾Ace 15.0 ¾Ace 400 ¾Ace 800 ¾Ace 

MVI-RJ 4.91 98.2 14.7 98.3 385 96.3 795 99.3 

4.57 91.5 14.4 96.1 384 96.1 754 94.3 

4.68 93.6 14.4 96 .1 390 97.4 798 99 .7 

4 .89 97 .8 13.9 92.7 388 97.0 736 92.0 

4.78 95.7 14.4 95.7 386 96.5 763 95.3 

4.57 91.4 14.3 95 .2 396 98 .9 782 97 .8 

Mean 4.73 14.4 388 771 

SD 0.150 0.273 4. 11 24.3 

¾C V 3.2 1.9 I.I 3.2 

¾Accuracy 94.7 95.7 97.0 96.4 

n 6 6 6 6 

MV2 5.05 100.9 14.3 95.l 382 95.4 774 96.7 

5.05 101.0 14.2 94 .9 394 98 .6 760 95 .0 

5 .30 106.0 14.6 97.4 415 103.8 803 100.4 

4.47 89.4 14.5 96.9 388 97.0 785 98.l 

5.05 IOI.I 15.0 99 .9 404 100.9 780 97 .5 

4.95 99.0 14.5 96.7 396 98.9 782 97.7 

Mean 4.98 14.5 396 781 

SD 0.274 0.275 11.9 14.3 

¾CV 5.5 1.9 3.0 1.8 

%Accuracy 99.6 96.8 99.1 97.6 

n 6 6 6 6 

MV3 5.35 107.0 14.7 98 .0 398 99.4 807 100.8 

5 .27 105.4 14.7 98. 1 382 95.5 808 101.0 

5.18 103.6 13.8 92.0 398 99.5 817 102. l 

5.47 109.3 14.6 97 .2 407 101.7 796 99 .5 

5.49 109.9 15.0 99.9 400 100.0 799 99.9 

5.28 105.5 14.4 96.0 399 99.9 815 101.9 

Mean 5.34 14.5 397 807 

SD 0.122 0.405 8.22 8.27 

%CV 2.3 2.8 2.1 1.0 

% Accw·acy 106.8 96.9 99.3 100.9 

n 6 6 6 6 
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Table 9 (conclud ed) 

Intra- and Inter-Batch Accuracy and Precision ofl Proprietary I QC Samples (ng/ml) 

QC Description 

Rtn1 Number 5.00 ¾Ace 15.0 ¾Ace 400 ¾Ace 800 ¾Ace 

Inter-ass ay statistics 

Mean 5.02 14.5 394 786 
SD 0.314 0.315 9.19 22.3 

¾CV 6.3 2.2 2.3 2.8 

%Accuracy 100.4 96 .5 98.5 98 .3 

11 18 18 18 18 
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Table 10 

Intra- and Inter-Batch Accuracy and Precision of !Proprietary I QC Samples (ng/ml) 

QC Description 

Run Number 25 .0 %Ace 75 .0 %Ace 2000 %Ace 4000 %Ace 

MVI-RI 25.0 100.0 71.6 95.4 1930 96 .5 3950 98 .7 

25.0 JOO.I 69.4 92.5 19 10 95.3 3940 98.5 

24 .7 98.7 71.9 95.9 1930 96.7 39 10 97.8 

24.8 99.0 72.5 96.6 1920 96.2 3930 98.3 

22.0 88 .1 71.0 94 .7 1960 97 .9 3960 99 .1 

22.2 88.9 68.9 91.9 1960 98.1 3900 97.4 

Mean 23.9 70.9 1940 3930 

SD 1.43 1.43 20 .8 24.1 

%CV 6.0 2.0 I. I 0.6 

%Accuracy 95 .8 94 .5 96 .8 98 .3 

11 6 6 6 6 

MV2 27.5 I 10.0 75.0 99.9 2000 100.2 3940 98.5 

27 .3 109.2 76 .5 101.9 2040 102 .0 40 10 100.4 

27.2 108.9 73.2 97.6 2020 101.0 4160 103.9 

26.5 106.2 76.7 102.3 2000 99.9 4160 104. 1 

27 .4 109 .5 75 .2 100 .3 1990 99 .7 4060 101.4 

27.5 110.0 73.9 98.5 1960 97.9 3950 98.7 

Mean 27.2 75. 1 2000 4050 

SD 0.360 1.38 27.8 97.6 

%CY 1.3 1.8 1.4 2.4 

%Accuracy 109.0 100. 1 100. 1 101.l 

11 6 6 6 6 

MV3 25 .6 102 .6 71.8 95.7 2050 102 .7 3980 99.6 

25.9 103.8 74.2 98.9 1940 96.8 4 130 103.4 

25.8 103.3 71.6 95.4 2000 100.0 4190 104.7 

26.0 103.9 69.0 92.0 2020 100.8 4120 103.0 

25.7 102.6 71.7 95.6 2030 101.3 4 150 103.8 

25 .l 100.2 70.4 93 .8 2020 101 .0 4190 104.8 

Mean 25.7 71.4 20 10 4130 

SD 0.334 1.73 39.9 75 .9 

%CY 1.3 2.4 2.0 1.8 

%Accuracy 102.7 95.2 100.4 103.2 

11 6 6 6 6 
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Table 10 (concluded) 

Intra- and Inter-Batch Accuracy and Precision of !Proprietary I QC Samples (ng/ml) 

QC Description 

Rtn1 Number 25.0 ¾Ace 75 .0 ¾Ace 2000 ¾Ace 4000 ¾Ace 

Inter-ass ay statistics 

Mean 25.6 72 .5 1980 4040 

SD 1.61 2.39 44 .6 107 

¾CV 6.3 3.3 2.2 2.7 

%Accuracy 102.5 96 .6 99. 1 100.9 

11 18 18 18 18 
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Table 11 

Selectivity Determination using Six Unique Lots of K2 EDTA Dog Plasma and Effect of 
Hemolysis !Proprietary Info I 

Se lectivity Det ennination !Proprietary! using Six Unique Lots of K2 EDTA Dog Plasma 

Peak Area 

Run Number Lot I Lot2 Lot 3 

MV2 854 183 787 

% Difference from Mean ofLL OQ 7.2 1.6 6.7 

Peak Area of 1st Lower Limit ofQuantitation Ca hbrat ion Standard: 

Peak Area of 2nd Lower Limit of Q uantitation Ca libration Standa rd: 

Mean : 

Selectivity Detennination !Proprietary I with Effect of Hemolysis 

Peak Area 

Run Number 0 .5% hernolysis 2% hemolysis 

MV4 1000 517 

% Difference from Mean ofLLOQ 9.4 4.9 

Peak Area of 1st Lower Limit of Quantitation Cahbration Standard : 

Peak Area of 2nd Lower Limit ofQuantita tion Calibration Standard : 

Mean: 

54 

Lot4 

858 

7.3 

12849 

107 15 

11782 

Lot5 

765 

6 .5 

Lot6 

523 

4.4 

1011 1 

11079 

10595 
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Table 12 

Selectivity Determination using Six Unique Lots of K2 EDTA Dog Plasma and Effect of 
Hemolysis !Proprietary Info I 

Se lec tivity Dcte nnination !Proprietary! using Six Unique Lots of K2 EDTA Dog Plasma 

Peak Area 

Run Number Lot I Lot2 Lot 3 

MV2 728 565 0 

% Difference from Mean ofLLOQ 5.2 4.0 0.0 

Peak Area of 1st Lower Limit ofQuantitation Cahbrat ion Standard: 

Peak Area of2 nd Lower Limit ofQuantitation Calibration Standard: 

Mean: 

Selectivity Determination !Proprietary I mth Effect of Hemolysis 

Peak Area 

Run Number 0.5 % hernolysis 2% hemolysis 

MV4 0 0 

% Difference from Mean of LLOQ 0.0 0.0 

Peak Area of 1st Lower Limit of Quantitation Cahb ration Standar d: 

Peak Area of 2nd Lower Limit ofQuantitat ion Calibrat ion Standard: 

Mean: 

55 

Lot4 

246 

1.7 

16140 

12063 

14102 

Lot5 

281 

2.0 

Lot6 

0 

0.0 

12102 

13122 

12612 

Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 13 

Selectivity Determination using Six Unique Lots of K2 EDTA Dog Plasma and Effect of 
Hemolysis !Proprietary Info I 

Se lectivity Det ennination !Proprietary ! using Six Unique Lots of K2 EDTA Dog Plasma 

Peak Area 

Run Number Lot I Lot2 Lot 3 

MV2 0 0 0 

% Difference from Mean ofLL OQ 0.0 0.0 0.0 

Peak Area of !st Lower Limit ofQuantitation Ca hbrat ion Standard: 

Peak Area of 2nd Lower Limit of Q uantitation Ca libration Standa rd: 

Mean : 

Selectivity Determination !Proprietary Inf~ ~ith Effect of Hemolysis 

Peak Area 

Run Number 0 .5% hernolysis 2% hemolysis 

MV4 0 0 

% Difference from Mean ofLLOQ 0.0 0.0 

Peak Area of 1st Lower Limit of Quantitation Cahbration Standard : 

Peak Area of 2nd Lower Limit of Quantitation Calibration Standard : 

Mean: 

56 

Lot4 

174 

0.5 

35486 

32943 

342 15 

Lot5 

0 

0.0 

Lot6 

327 

1.0 

29829 

32647 

3123 8 
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Table 14 

Selectivit y Determination and Carryover of l: r?prietary I in Assay Bl/Bl and Bl/IS samples 

Peak Area 
Run Number LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Canyover % Difference 

MVl-RI 17725 16834 1029 6.1 962 5.7 4168 24.8 
15942 4660 27.7 1935 11.5 2872 17.1 

MV2 12849 11782 704 6.0 483 4.1 2543 21.6 
10715 465 3.9 593 5.0 1987 16.9 

MV3 12300 12302 515 4.2 377 3.1 2386 19.4 
12304 2425 19.7 1404 11.4 2139 17.4 

MV4 10 I 11 10595 880 8.3 745 7.0 2089 19.7 
11079 2007 18.9 1141 10.8 2008 19.0 

MV2-RI 10241 10119 414 4.1 380 3.8 2554 25.2 
9997 2398 23.7 816 8.1 2003 19.8 

MV5 901 l 9160 438 4.8 0 0.0 1685 18.4 
9309 1552 16.9 733 8.0 1803 19.7 

% Difference is calculated using the mean of the LLOQ peak areas. 
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Table 15 

Selectivity Determination and Carryover of !Proprietary I in Assay Bl/Bl and Bl/IS samples 

Peak Area 
Run Number LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Canyover % Difference 

MVl-RI 19667 18030 0 0.0 234 1.3 2276 12.6 
16392 3778 21.0 1579 8.8 1650 9.2 

MV2 16140 14102 0 0.0 205 1.5 1556 11.0 
12063 0 0.0 0 0.0 1188 8.4 

MV3 13999 13207 152 1.2 130 1.0 1247 9.4 
12415 1999 15.1 872 6.6 1341 10.2 

MV4 12102 12612 0 0.0 0 0.0 0 0.0 
13122 1254 9.9 500 4.0 1689 13.4 

MV2-RI 12396 11365 0 0.0 0 0.0 1481 13.0 
10334 ]378 12.1 550 4.8 1599 14.1 

MV5 11779 I 1873 0 0.0 0 0.0 1696 14.3 
11966 1407 11.9 758 6.4 1808 15.2 

% Difference is calculated using the mean of the LLOQ peak areas. 
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Table 16 

Selectivity Determination and Carryover oflP roprietary I in Assay Bl/Bl and Bl/IS samples 

Peak Area 
Run Number LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Canyover % Difference 

MVl-RI 38050 39930 0 0.0 0 0.0 0 0.0 
41810 1826 4.6 1577 3.9 1996 5.0 

MV2 35486 34215 0 0.0 623 1.8 1437 4.2 
32943 0 0.0 0 0.0 0 0.0 

MV3 37219 35749 429 1.2 635 1.8 580 1.6 
34278 1070 3.0 2188 6.1 1323 3.7 

MV4 29829 31238 0 0.0 341 I.I 757 2.4 
32647 698 2.2 3131 10.0 586 1.9 

MV2-RI 31495 30745 0 0.0 1474 4.8 1239 4.0 
29994 ]803 5.9 1839 6.0 1833 6.0 

MV5 28445 30797 0 0.0 529 1.7 0 0.0 
33148 873 2.8 2373 7.7 0 0.0 

% Difference is calculated using the mean of the LLOQ peak areas. 
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Table 17 

Dilution Assessment of l:r?pr ietary l (ng/ml) 

Dilution QC Concentration 

RooNumber 5000a %Accuracy 5000b %Accuracy 

MVl-RI 4910 98.2 5130 102.6 

4840 96.9 4930 98.5 

4940 98.8 4980 99.5 

4620 92.3 5000 100. 1 

4970 99.3 5050 101.1 

5170 103.4 5170 103.3 

Mean 4910 5040 

SD 180 92.3 

¾CV 3.7 1.8 

¾Accuracy 98.2 100.9 

n 6 6 

a Dilution QC was prepared at 5000 nglml and was subsequently diluted (1:10) with control matrix to 
give a final concentration of 500 nglrnl 

b Dilution QC was prepared at 5000 nglml and was subsequently diluted (1 :50) with control matrix to 
give a final concentration of 100 nglrnl 

60 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 18 

Dilution Assessment of !Proprietary I (ng/ml) 

Dilution QC Concentration 

RooNumber 5000a %Accuracy 5000b %Accuracy 

MVl-RI 5010 100.1 4920 98.5 

4920 98.4 4870 97.5 

4860 97.1 4980 99.6 

4940 98.9 5060 101.3 

4890 97.9 5230 104.7 

4950 98.9 5060 101.2 

Mean 4930 5020 

SD 51.0 128 

¾CV 1.0 2.5 

¾Accuracy 98.6 100.4 

n 6 6 

a Dilution QC was prepared at 5000 nglml and was subsequently diluted (1:10) with control matrix to 
give a final concentration of 500 nglrnl 

b Dilution QC was prepared at 5000 nglml and was subsequently diluted (1 :50) with control matrix to 
give a final concentration of 100 nglrnl 
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Table 19 

Dilution Assessment of !Proprietary I (ng/ml) 

Dilution QC Concentration 

RooNumber 25000
3 

%Accuracy 25000b %Accuracy 

MVl-RI 24400 97.8 25200 100.9 

24500 98 .1 24800 99 .3 

24500 97.8 24300 97.3 

24500 98 .0 24900 99 .6 

24200 96 .6 24700 98 .9 

23700 94.7 24800 99.3 

Mean 24300 24800 

SD 330 284 

¾CV 1.4 1.1 

¾Accuracy 97.2 99.2 

n 6 6 

a Dilution QC was prepared at 25000 nglrnl and was subsequently diluted (1 :10) with control matrix 
to give a final concentration of2500 nglrnl. 

b Dilution QC was prepared at 25000 nglrnl and was subsequently diluted (1 :50) with contro l matrix 
to give a final concentration of 500 nglrnl. 
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Table 20 

Matrix Effects ofl: r?prietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Low ( 15.0 nglml) 

Run Numbe r Lot 1 %Ace Lot2 %Ace Lot 3 %Ace Lot 4 %Ace Lot5 %Ace Lot6 %Ace 

MV2 16.0 106.4 15.3 102 .0 16.9 112.9 15.7 104.8 15.7 104.9 16.3 109.0 

15.5 103 .3 16.7 111.6 15.4 102.8 16.2 107.7 15.3 102.3 17.4 116.la 

15.4 102.5 15.9 106.2 16.3 108.7 16.6 I 10.7 I 5.1 100.4 15.5 103.4 

15.8 105 .2 17.2 114.6 15.8 105.1 16.4 109.6 15.7 104.7 15.8 105.2 

Mean 15.7 16.3 16. 1 16.2 15.5 16.3 

SD 0.265 0.837 0.663 0.385 0.323 0.838 

%C V 1.7 5.1 4.1 2.4 2.1 5.2 

%Accuracy 104.3 108.6 107.4 108.2 103. 1 108.4 

n 4 4 4 4 4 4 

• Result is outside accep tance criterion( ± 15%) and was included in the statistics. 
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Table 21 

Matrix Effects oflP roprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Low (15.0 nglml) 

Run Number Lot I %Ace Lot2 %Ace Lot 3 %Ace Lot4 %Ace Lot5 %Ace Lot6 %Ace 

MV2 14.9 99.2 15.8 105.0 15.6 104.1 16.2 107.9 15.7 104.7 16.3 108.4 

15.7 104.5 IS.I 100.8 15.3 102.0 15.2 101.1 16.1 107.2 15.6 103.7 

16.2 107.9 15.8 105.4 15.7 104.9 15.6 104.0 15.7 104.8 15.5 103.6 

16.8 111.8 16.1 107.6 15.5 103.4 15.5 103.4 15.9 106.2 15.8 105.3 

Mean 15.9 15.7 15.S 15.6 15.9 15.8 

SD 0.798 0.429 0. 180 0.426 0. 182 0.333 

%CV 5.0 2.7 1.2 2.7 I. I 2.1 

%Accuracy 105.9 104.7 103.6 104. l 105.7 105.3 

n 4 4 4 4 4 4 
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Tabl e 22 

Matrix Effects of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Low (75.0 nglml) 

Run Number Lot 1 %Ace Lot2 %Ace Lot 3 %Ace Lot 4 %Ace Lot5 %Ace Lot6 %Ace 

MV2 78.1 104.2 73.4 97.9 80.2 106.9 79.0 105.4 79.0 105.3 75.2 100.3 

78.3 104.4 80.2 106.9 77.3 103.1 81.8 109.1 81.5 108.6 80.8 107.7 

78.0 103.9 80.8 107.7 82.6 110.2 79.0 105.3 78.2 104.2 83.5 111.4 

79.5 105.9 78.5 104.7 78.5 104.7 78.3 104.4 76.2 101.6 80.4 107.2 

Mean 78.5 78.2 79.7 79.5 78.7 80.0 

SD 0.672 3.33 2.31 1.55 2. 18 3.46 

%CV 0.9 4.3 2.9 2.0 2.8 4.3 

%Accuracy 104.6 104.3 106.2 106.0 104.9 106.7 

n 4 4 4 4 4 4 
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Table 23 

Recovery of l: r?prietary I in K2 EDT A Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 
RunNwnber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 33560 38587 937527 901845 1662621 1579916 

33631 40020 925076 893456 1689202 1776022 

33919 41880 893044 859901 1728756 ]673070 

35159 38427 875222 950986 1778334 1563443 

34409 38200 911923 950786 1658707 1749384 

32142 35834 856384 904488 1590594 1754449 

Mean 33803 38825 899863 910244 1684702 1682714 

SD 1007 2016 30802 35280 64417 92934 

%CV 3.0 5.2 3.4 3.9 3.8 5.5 

¾Recovery 87.1 NA 98.9 NA 100.l NA 

11 6 6 6 6 6 6 

Mean% Recovery 95.4 

NA: Not Applicable. 
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Table 24 

Recover y of !Proprietary I in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 
RunNwn ber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 38423 44209 1094909 1125178 2059038 1953449 

39050 46111 1089404 1101886 2022358 2195625 

37289 48930 1082006 1039907 2088966 2018730 

39090 45528 1088419 1118771 2067662 1899046 

40653 42758 1103803 1138698 1957776 2080994 

39113 43165 1059171 1093788 1981617 2156127 

Mean 38936 45117 1086285 1103038 2029570 2050662 

SD 1095 2276 15159 34876 51678 115338 

%CV 2.8 5.0 1.4 3.2 2.5 5.6 

¾Recovery 86.3 NA 98.5 NA 99.0 NA 

11 6 6 6 6 6 6 

Mean% Recovery 94.6 

NA: Not Applicable. 
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Table 25 

Recovery of !Proprietary I in K2 EDT A Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 
RunNwnber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 98727 91824 2663814 2857348 5488050 5113841 

101098 93673 2740520 2852082 5459958 5467201 

97927 102952 2738338 2767673 5387882 5262464 

99150 97215 2763588 2803970 5611075 5113943 

101329 92560 2720034 2901059 5125829 5398191 

95732 91624 2760013 2963358 5071866 5646313 

Mean 98994 94975 2731051 2857582 5357443 5333659 

SD 2086 4412 36558 69379 213552 210435 

%CV 2.1 4.6 1.3 2.4 4.0 3.9 

¾Recovery 104.2 NA 95.6 NA 100.4 NA 

11 6 6 6 6 6 6 

Mean% Recovery 100.1 

NA: Not Applicable. 
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Table 26 

Recovery of !Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 

RunNw nber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 1144851 1154597 1164476 1046169 1102214 1027318 

1180774 1171310 1304123 1030895 1136246 1089015 

1186537 1176164 1224791 979735 1119475 999326 

1230978 1125896 1185479 1050149 1126001 963480 

1200826 1085607 I I 60680 1079810 1088717 1094112 

1109974 1036928 1178861 1040641 1053238 1062825 

Mean 1175657 I 125084 1203068 1037900 1104315 1039346 

SD 42665 54677 54526 32908 30253 51999 

%CV 3.6 4.9 4.5 3.2 2.7 5.0 

%Recovery 104.5 NA 115.9 NA 106.3 NA 

11 6 6 6 6 6 6 

Mean% Recovery 108.9 

NA: Not Applicable. 
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Table 27 

Recovery ofl Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 
RunNwnber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 596663 620635 621267 551103 576033 539979 

605836 601341 643576 542539 564729 580245 

617067 629851 613412 504146 577263 514422 

611584 601979 603764 548015 585939 485448 

618940 570662 622476 550104 552884 556969 

619888 547185 598383 531272 548375 542370 

Mean 611663 595276 617146 537863 567537 536572 

SD 9042 31109 16056 18057 14800 33084 

%CV 1.5 5.2 2.6 3.4 2.6 6.2 

%Recovery 102.8 NA 114.7 NA 105.8 NA 

n 6 6 6 6 6 6 

Mean% Recovery 107.8 

NA: Not Applicable. 
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Table 28 

Recovery of !Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Mid QC post High QC pos t 
RunNwnber Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract extraction spiked 

MV3 1461395 1414868 1390782 1343677 1476900 ]367988 

1448857 1384211 1518087 1339627 1416094 1388953 

1454657 1467000 1468090 1295088 1380158 ]3 18390 

1527267 1378429 1469743 1384085 1460038 1288082 

1502597 1328498 1439213 1396271 1324294 1359826 

1445807 1326234 1464476 1416961 1297044 1411520 

Mean 1473430 1383207 1458399 1362618 1392421 1355793 

SD 33506 53454 41863 44708 72329 45506 

%CV 2.3 3.9 2.9 3.3 5.2 3.4 

%Recovery 106.5 NA 107.0 NA 102.7 NA 

n 6 6 6 6 6 6 

Mean% Recovery 105.4 

NA: Not Applicable. 
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Table 29 

Matri x Effect on Ionization of l: r?prietary I in K2 EDT A Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 
RunNwnber extraction spiked solution extraction spiked 

MV3 38587 33974 901845 

40020 34837 893456 

4]880 33790 859901 

38427 35767 950986 

38200 33837 950786 

35834 33959 904488 

Mean 38825 34361 910244 

SD 2016 789 35280 

%CV 5.2 2.3 3.9 

% Matrix Effect 113.0 NA 112.9 

11 6 6 6 

Mean % Matrix Effect 

Values> 100% indicate matrix enhancement; values <100% indicate matrix suppression. 

NA: Not Applicable. 

72 

Mid QC recovery 
solution 

780818 

834592 

831228 

774619 

807293 

808192 

806124 

24816 

3.1 

NA 

6 

110.0 

High QC post 
extraction spiked 

1579916 

1776022 

1673070 

1563443 

1749384 

1754449 

1682714 

92934 

5.5 

104.2 

6 

High QC recovery 
solution 

I 592471 

1639237 

]6 11744 

1624473 

1682262 

1536422 

1614435 

48769 

3.0 

NA 

6 
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Table 30 

Matri x Effect on Ionization ofl Proprietary I in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 

RunNwnber extraction spiked solution extraction spiked 

MV3 44209 38128 I 125178 

46111 36787 1101886 

48930 31309 1039907 

45528 30827 1118771 

42758 28933 1138698 

43165 29841 1093788 

Mean 451 17 32638 1103038 

SD 2276 3846 34876 

%CV 5.0 I I .8 3.2 

% Matrix Effect 138.2 NA 153. l 

11 6 6 6 

Mean % Matrix Effect 

Values > 100% indicate matrix enhancement; values < l 00% indicate matrix suppression. 

NA: Not Applicable. 
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Mid QC recovery 

solution 

688504 

762033 

740644 

717044 

713444 

702385 

720676 

26624 

3.7 

NA 

6 

142.2 

High QC post 

extraction spiked 

1953449 

2195625 

2018730 

1899046 

2080994 

2156127 

2050662 

115338 

5.6 

135.2 

6 

High QC recovery 

solution 

1502286 

1546683 

1497881 

1494877 

1558265 

1499984 

1516663 

28086 

1.9 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis ofl Proprietary lnf~l :r?prietary I and !Proprietary I in K2 EDTA Dog Plasma 
SRI Study No. B185-18 

Table 31 

Matri x Effect on Ionization ofl Proprietary I in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 
RunNwnber extraction spiked solution extraction spiked 

MV3 91824 97489 2857348 

93673 95272 2852082 

102952 98383 2767673 

97215 94991 2803970 

92560 96802 2901059 

91624 91745 2963358 

Mean 94975 95780 2857582 

SD 4412 2362 69379 

%CV 4.6 2.5 2.4 

% Matrix Effect 99.2 NA 100.7 

11 6 6 6 

Mean % Matrix Effect 

Values> I 00% indicate matrix enhancement; values <I 00% indicate matrix suppression. 

NA: Not Applicable. 

74 

Mid QC recovery 
solution 

2899543 

2901866 

2794871 

2860733 

2795457 

2781465 

2838989 

55215 

1.9 

NA 

6 

99.0 

High QC post 
extraction spiked 

5113841 

5467201 

5262464 

5113943 

5398191 

5646313 

5333659 

210435 

3.9 

97.0 

6 

High QC recovery 
solution 

5439214 

5557591 

5592402 

5371035 

5455704 

5567026 

5497162 

87850 

1.6 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis ofl Proprietary lnf~l :r?pri etary I and !Proprietary I in K2 EDTA Dog Plasma 
SRI Study No. B185-18 

Table 32 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 

RunNwnber extraction spiked solution extraction spiked 

MV3 1154597 972829 1046169 

1171310 1032605 1030895 

l 176 164 984 120 979735 

1125896 1007651 1050149 

1085607 995618 1079810 

1036928 976967 1040641 

Mean 1125084 994965 1037900 

SD 54677 22404 32908 

%CV 4.9 2.3 3.2 

% Matrix Effect 113. l NA 114. l 

11 6 6 6 

Mean % Matrix Effect 

Values > 100% indicate matrix enhancement; values < 100% indicate matrix suppression. 

NA: Not Applicable. 

75 

Mid QC recovery 

solution 

886602 

931617 

936732 

910205 

891418 

899671 

909374 

20876 

2.3 

NA 

6 

111.9 

High QC post 

extraction spiked 

1027318 

1089015 

999326 

963480 

1094112 

1062825 

1039346 

51999 

5.0 

108.5 

6 

High QC recovery 

solution 

960234 

962020 

934294 

958623 

951323 

982183 

958113 

15575 

1.6 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis ofl Proprietary lnf~l :r?pri etary I and !Proprietary I in K2 EDTA Dog Plasma 
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Table 33 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 

RunNwnber extraction spiked solution extraction spiked 

MV3 620635 463721 551 103 

601341 492819 542539 

629851 392459 504 146 

601979 384 181 548015 

570662 390015 550104 

547185 381835 531272 

Mean 595276 417505 537863 

SD 31109 48112 18057 

%CV 5.2 1 J .5 3.4 

% Matrix Effect 142.6 NA 148.8 

11 6 6 6 

Mean % Matrix Effect 

Values > I 00% indicate matrix enhancement; values < I 00% indicate matrix suppression. 

NA: Not Applicable. 

76 

Mid QC recovery 

solution 

353342 

378059 

367615 

355774 

359706 

354103 

361433 

9683 

2.7 

NA 

6 

143.7 

High QC post 

extraction spiked 

539979 

580245 

5 14422 

485448 

556969 

542370 

536572 

33084 

6.2 

139.8 

6 

High QC recovery 

solution 

361167 

397940 

373273 

386618 

396560 

386793 

383725 

14161 

3.7 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis ofl Proprietary lnf~l :r?pri etary I and !Proprietary I in K2 EDTA Dog Plasma 
SRI Study No. B185-18 

Table 34 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDTA Dog Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 
RunNwnber extraction spiked solution extraction spiked 

MV3 1414868 1419527 1343677 

1384211 1460022 1339627 

1467000 1345674 1295088 

1378429 1380946 1384085 

1328498 1410764 1396271 

1326234 1363681 1416961 

Mean 1383207 1396769 1362618 

SD 53454 41643 44708 

%CV 3.9 3.0 3.3 

% Matrix Effect 99.0 NA 97.9 

11 6 6 6 

Mean % Matrix Effect 

Values> 100% indicate matrix enhancement; values <l 00% indicate matrix suppression. 

NA: Not Applicable. 

77 

Mid QC recovery 
solution 

1393262 

1404069 

1398606 

1404674 

1371104 

1375228 

1391157 

14596 

1.0 

NA 

6 

98.4 

High QC post 
extraction spiked 

1367988 

1388953 

1318390 

1288082 

1359826 

1411520 

1355793 

45506 

3.4 

98.4 

6 

High QC recovery 
solution 

1343323 

1406595 

]398506 

1351162 

1374271 

1393390 

1377875 

26121 

1.9 

NA 

6 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 35 

Room Temperature Matrix Stability of Lopinavir (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnber 15.0 %Accuracy 800 %Accuracy 

MV3 16.7 111.5 803 100.4 

(26 hours) 14.7 97.7 807 100.9 

16.3 108.5 837 104.6 

15.6 104.1 860 107.5 

Mean 15.8 827 

SD 0.899 26.7 

%CV 5.7 3.2 

%Accuracy 105.5 I 03.4 

n 4 4 

Quality Control samples were prepared on 05-07-19 and stored in a s;-60°C :freezer (Unit 4409) prior to thawing and 

storing at room temperature before analysis. 
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!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 36 

Room Temperature Matrix Stability oflP roprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnbe r 15.0 %Accuracy 800 %Accuracy 

MV3 15.7 104.5 766 95.7 

(26 hours) 15.0 100.1 813 101.6 

14 .8 98.5 797 99.7 

15.2 101.3 780 97.5 

Mean 15.2 789 

SD 0.386 20.5 

%CV 2.5 2.6 

%Accuracy 101.1 98.6 

11 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a s;-60°C freezer (Unit 4409) prior to thawing and 

storing at room temperature before analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 37 

Room Temperature Matrix Stability ofl Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnbe r 75.0 %Accuracy 400 0 %Accuracy 

MV3 76.8 102.4 4040 101.0 

(26 hours) 73.9 98.5 4060 101.4 

72.5 96.7 3970 99.4 

76.6 102.1 4070 101.8 

Mean 74.9 4030 

SD 2 .10 4 1.9 

%CV 2.8 1.0 

%Accw-acy 99.9 100.9 

11 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a s;-60°C freezer (Unit 4409) prior to thawing and 

storing at room temperatw-e before analysis. 

80 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 38 

Freeze Thaw Matrix Stability of l: r?prietary I (ng/ml) in K2 EDT A Dog Plasma 

QC Description 

RunNmnber 15.0 %Accuracy 800 %Accuracy 

MV4 18.2 121.1° 837 104.7 

(5 cycles) 16.5 110.0 853 106.6 

14.9 99.5 817 102.1 

16.2 108.1 833 104.2 

Mean 16.4 835 

SD 1.33 14.9 

%CV 8.1 1.8 

%Accw-acy 109.7 I 04.4 

11 4 4 

Quality Control samples were prepared on 05-07-19 and stored in a :S-60°C freez.er (Unit 4409) during freez.e thaw cycling. 

• Result is outside acceptance criterion (±15%) and was included in the statistics. 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 39 

Freeze Thaw Matrix Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnber 15.0 %Accuracy 800 %Accuracy 

MV4 16.2 108.2 808 IO 1.0 

(5 cycles) 15.7 104.9 750 93.7 

15.5 103.5 794 99.2 

15.9 106.2 791 98.9 

Mean 15.9 786 

SD 0.299 25.0 

%CV 1.9 3.2 

%Accuracy 105.7 98.2 

11 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a ::o-60°C freezer (Unit 4409) during freeze thaw cycling. 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 40 

Freeze Thaw Matrix Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnber 75.0 %Accuracy 4000 %Accuracy 

MV4 76.6 102.2 41 IO 102.7 

(5 cycles) 79.7 106.2 4140 103.5 

77.5 103.3 4190 104.7 

75.6 100.8 4170 104.3 

Mean 77.3 4150 

SD 1.73 35.1 

%CV 2.2 0.8 

%Accw-acy 103.1 103.8 

11 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a ::o-60°C freezer (Unit 4409) dw-ing freeze thaw cycling. 
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Method Validation Report for the Quantitativ e Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 41 

Reinje ction (Autosampler) Stability of l: r?prietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Rw, Number 5.00 %Accuracy 15.0 %Accuracy 400 ¾Accw-acy 800 %Accuracy 

MV2 -Rl 4.72 94.5 15.9 105.9 406 101.6 823 102.9 

(188 hours, Refrigerated) 4.58 91 .6 14.7 98 .0 403 100.8 823 102.8 

4.49 89.8 14.8 98 .6 430 107.4 80 1 100.2 

4.97 99.5 15.5 103.6 425 106.3 830 103.8 

4.00 79_9• 14 .0 93.3 404 IOI.I 774 96.7 

5.09 101.8 15.6 103.8 402 100.6 827 103.4 

Mea n 4.64 15. 1 4 12 813 

SD 0.390 0.712 12.2 2 1.7 

%CV 8.4 4 .7 3.0 2.7 

¾Accw-acy 92.8 100.5 103.0 101.6 

n 6 6 6 6 

' Result is outside acceptance c riterion (±20%) and was included in the statistics. 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 42 

Reinjection (Autosamp ler) Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Descrip tion 

Rw, Number 5.00 %Accuracy 15.0 %Accuracy 400 ¾Accw-acy 800 %Accuracy 

MV2 -Rl 5.05 101.0 14.8 98.4 395 98 .7 781 97 .7 

(188 hours, Refrigerated) 5.55 I ll.I 15.4 103.0 40 1 100.2 778 97 .3 

5.82 116.3 14.8 98 .4 39 5 98.7 792 990 

5.40 108.0 15.1 101.0 396 99.1 817 102.1 

5.37 107.4 15.2 10 1.0 4 11 102.7 816 101.9 

5.62 112.4 14.9 99 .5 407 101.9 803 100.3 

Mea n 5.47 15.0 40 1 798 

SD 0.262 0.268 6 .89 16.7 

%CV 4 .8 1.8 1.7 2.1 

¾Accw-acy 109.4 100.2 100.2 99.7 

n 6 6 6 6 
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Table 43 

Reinjection (Autosampler) Stability oflP roprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Descr iption 

Rw, Number 25.0 %Accuracy 75 .0 %Accuracy 2000 ¾Accw-acy 4000 %Accuracy 

MV2 -Rl 26.3 105.2 7 1.4 95 .2 1980 99 .0 4060 101.5 

(188 hours, Refrigerated) 26.8 107.1 73.5 98 .0 1930 96.4 3970 99 .3 

25.4 101.7 73.2 97 .5 2010 100.5 4020 100.5 

24 .7 98.8 74 .5 99 .4 1960 98.1 4090 102. 1 

26 .1 104.4 75 .9 101.2 1960 97.8 4010 100.2 

25.7 102.6 68.5 91.3 1960 98 .0 4060 101.4 

Mea n 25 .8 72 .8 1970 4030 

SD 0.734 2.59 27 .8 4 1.7 

%CV 2.8 3.6 1.4 1.0 

¾Accw-acy 103.3 97. l 98.3 100.8 

n 6 6 6 6 

86 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fo l !Proprietary I and 
!Propr ietary I in K2 EDT A Dog Plasma 
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Table 44 

Post-Preparative Extract Stability of Lopinavir (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnber 15.0 %Accuracy 800 %Accuracy 

MV4 16.9 112.5 833 104.1 

(85 hours, Refrigerated) 15.6 104.0 891 111.4 

16.1 107.0 872 109.0 

14.9 99.5 868 108.6 

Mean 15.9 866 

SD 0.815 24.2 

%CV 5. 1 2.8 

%Accw-acy 105.7 108.3 

11 4 4 

These samples were originally extracted in batch MV3. 
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Table 45 

Post-Preparative Extract Stability of Ritonavir (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

RunNmnber 15.0 %Accuracy 800 %Accuracy 

MV4 15.9 106.0 809 101.2 

(85 hours, Refrigerated) 15.0 JOO.I 813 101.6 

15.3 102.0 833 104.2 

15.4 102.4 812 101.5 

Mean 15.4 817 

SD 0.369 I I.I 

%CV 2.4 1.4 

%Accw-acy 102.6 102.1 

11 4 4 

These samples were originally extracted in batch MV3. 
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Table 46 

Post-Preparative Extract Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 75.0 %Accuracy 4000 %Accuracy 

MV4 78.8 105.1 4180 104.5 

(85 hours, Refrigerated) 75.7 101.0 4180 104.5 

76.1 101.4 4170 104.3 

77.1 102.8 4180 104.6 

Mean 76.9 4180 

SD 1.38 5.46 

%CV 1.8 0.1 

%Accuracy 102.6 104.5 

n 4 4 

These samples were originally extracted in batch MV3. 
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Table 47 

Processing Stabilit y of l:r ?prietary I (ng/ml) in K2 EDTA Dog Whole Blood 

QC Description 

Run Number QC Low QC High 

MV4 12.2 641 

Time Zero (TO) 12.8 646 

12.4 630 

12.6 616 

Mean 12.5 633 

SD 0.243 13.6 

%CV l.9 2.1 

n 4 4 

MV4 11.5 628 

1 hour , refrigerated 12.7 628 

11.1 636 

11.6 633 

Mean 11.7 631 

SD 0.683 3 .88 

%CY 5.8 0.6 

% Difference from TO -6.4 -0.3 

n 4 4 

MY4 12.1 613 

4 hours , refrigerated 11.8 614 

12.3 630 

11.5 629 

Mean 12.0 622 

SD 0.368 9 .37 

%CY 3 .1 1.5 

% Difference from TO -4 .0 - 1.7 

n 4 4 

Who le b lood stability samp les were prepared on 05-06-19 and the resulting p lasma 
sto red in a :5-60 °C freezer (Unit 4409) until analysis . 
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Table 48 

Processing Stability of !Proprietary I (ng/ml ) in K2 EDT A Dog Whole Blood 

QC Description 

Run Number QC Low QC High 

MV4 11.9 6 11 

Time Zero (TO) J I. 7 609 

11.4 609 

I 1.4 6 14 

Mean 11.6 6 11 

SD 0.268 2.41 

%CV 2.3 0.4 

n 4 4 

MV4 11.5 612 

1 hour, refrigerated 10.9 600 

11.2 602 

11.5 629 

Mean 11.3 6 11 

SD 0.303 13.2 

%CV 2.7 2.2 

% Di:flerence from TO -2.6 0.0 

n 4 4 

MV4 11.2 606 

4 hours , refrigerated ]2.2 603 

11.5 611 

11.3 623 

Mean 11.6 6 11 

SD 0.473 9.00 

%CV 4 .1 l.5 

% Di:flerence from TO 0.0 0.0 

n 4 4 

Whole blood stab ility samples were prepared on 05-06- I 9 and the resulting plasma 
stored in a :S-60°C freezer (Unit 4409) until analysis. 
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Table 49 

Processin g Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Whole Blood 

QC Description 

Run Number QC Low QC High 

MV4 59.9 32 10 

Tune Zero (TO) 60.0 3100 

59.7 32 10 

60.8 31 10 

Mean 60.1 3160 

SD 0.477 57.2 

¾CV 0.8 l.8 

n 4 4 

MV4 62.3 3240 

I hour , refrigerated 60.7 3220 

57.9 3180 

58.1 3180 

Mean 59.8 3200 

SD 2.13 30.7 

¾C V 3.6 1.0 

% Difference from TO -0 .5 1.3 

11 4 4 

MV4 61.2 3220 

4 hours, refrigerated 59.6 3170 

60.5 3270 

59.2 3 110 

Mean 60.1 3190 

SD 0.912 68.3 

¾CV 1.5 2.1 

% Difference from TO 0.0 0.9 

11 4 4 

Who le blood stability samp les were prepared on 05-06 -19 and the resu lting p lasma 
stored in a :5-6 0°C freezer (Unit 4409) until analysis. 

92 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Table 50 

Effect of Hemolysis on l:r_?prietary l Quantitation (ng/ml) 

QC Description 

Run Number 15.0 %Accuracy 800 %Acc uracy 

MV4 16.6 110.7 779 97.4 

0% hemolysis 16.6 110.5 803 100.4 

16.0 106.7 819 102.3 

15.6 104.1 807 100.9 

Mean 16.2 802 

SD 0.481 16.7 

%CV 3.0 2.1 

%Accuracy 108.0 100.3 

n 4 4 

MV4 15.4 102.7 830 103.8 

0.5% hermlysis 14.8 98.6 827 103.4 

15.7 104.5 815 101.9 

15.9 106.0 825 103.1 

Mean 15.4 824 

SD 0.485 6.52 

%CV 3.1 0.8 

%Accuracy 102.9 103.0 

n 4 4 

MV4 15.6 103.9 773 96.6 

2% hermlysis 15.7 104.6 830 103.7 

15.7 104.9 903 112.8 

15.4 103.0 825 103.2 

Mean 15.6 833 

SD 0.13 1 53 .2 

%CV 0.8 6.4 

%Accuracy 104.1 104.1 

n 4 4 

Quality Control samples were prepared on 05-06- 19 and stored in a :S-60 °C freezer (Unit 4409) until analysis. 
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Table 51 

Effect of Hemol ysis on !Proprietary l Quantitation (ng/ml) 

QC Description 

Run Nmnber 15.0 %Accuracy 800 %Accuracy 

MV4 15.8 105.4 768 96.0 

0% hemolysis 15.6 104.1 779 97.4 

15.6 104.2 77 1 96.4 

15.4 102.8 760 95.0 

Mean 15.6 770 

SD 0.161 8.12 

%CV 1.0 I.I 

%Accuracy 104.1 96.2 

n 4 4 

MY4 15.0 100.3 779 97.3 

0.5% hemolysis 15.7 104.6 763 95.4 

15.4 102.9 773 96.6 

14.9 99.0 782 97.8 

Mean 15.3 774 

SD 0.376 8.17 

%CV 2.5 J.1 

¾Acc uracy 101.7 96.8 

11 4 4 

MY4 15.5 103.0 779 97.4 

2% hemolysis 15.5 103.3 805 100.6 

16.3 108.4 763 95.4 

15.6 104.2 782 97.8 

Mean 15.7 782 

SD 0.372 17.2 

%CY 2.4 2.2 

%Accuracy 104.7 97.8 

n 4 4 

Quality Control samples were prepared on 05-06-19 and stored in a :S-60°C freez.er (Unit 4409) until analysis. 
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Table 52 

Effect of Hemolysis on !Proprietary I Quantitation (ng/ml) 

QC Description 

Run Ntunbe r 75 .0 %Accuracy 4000 %Accuracy 

MV4 74 . 1 98.8 4010 100. 1 

0% hemolysis 75 .0 100 .0 3970 99.4 

74 .6 99 .5 4080 101.9 

76.1 101.5 3980 99 .6 

Mean 75.0 4010 

SD 0.868 45 .7 

%CV 1.2 1.1 

%Accuracy 99 .9 100 .2 

n 4 4 

MV4 76.1 101.5 4040 100.9 

0.5% hemolysis 78 .0 104 .0 4030 100.8 

74.4 99 . 1 3910 97.8 

77.3 103.1 3990 99.7 

Mean 76 .5 3990 

SD 1.6 1 58 .4 

%CV 2.1 1.5 

%Accuracy 101.9 99 .8 

n 4 4 

MV4 76.8 102.4 3990 99.8 

2% hemolysis 77 . 1 102 .8 4160 104. 1 

74 .3 99. I 4080 102.0 

81.1 108.1 4000 100.0 

Mean 77 .3 4060 

SD 2.78 79.6 

%CV 3.6 2.0 

%Accuracy 103 .1 101.5 

n 4 4 

Q ua lity Control samp les were prepa red on 05-06 - 19 and stored in a :S-60°C freezer (Unit 4409) until ana lysis. 
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Table 53 

Long Term Stora ge Stability of IPr?prietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Acc uracy 800 %Accuracy 

MV5 16.2 108.1 832 104 .0 

2 1 days at ::,-60°C 14.8 98.7 839 104 .8 

15.6 103.9 862 107.7 

15.3 102.2 806 100.8 

Mean 15.5 835 

SD 0.586 22.7 

%C V 3.8 2.7 

%Accuracy 103.2 104.3 

n 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a ~-60°C freezer (Unit 4409) until analysis. 
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Table 54 

Long Term Stora ge Stability of !Proprietary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Acc uracy 800 %Accuracy 

MV5 15.1 100.5 800 100 .0 

2 1 days at ::,-60°C 15.5 103.6 836 104 .5 

15.7 104.7 814 101.7 

15.0 99.7 819 102.4 

Mean 15.3 8 17 

SD 0.362 14.8 

%C V 2.4 1.8 

%Accuracy 102.1 102.1 

n 4 4 

Quality Control samples were prepared on 05-07- 19 and stored in a ~-60°C freezer (Unit 4409) until analysis. 
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Table 55 

Long Term Storage Stability oflP ropri etary I (ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 75 .0 %Accuracy 4000 %Accuracy 

MV5 75.1 100.2 4010 100.3 

2 1 days at ::,-60°C 72.9 97.2 3940 98.6 

76 .8 102.4 4010 100.2 

72.5 96.6 3940 98.4 

Mean 74.3 3980 

SD 2.01 40.3 

%CV 2.7 1.0 

%Accuracy 99.1 99.4 

n 4 4 

Quality Control samples were prepared on 05-07-19 and stored in a ~-60°C freezer (Unit 4409) until analysis. 
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Table 56 

Effect of Concomitant Medication l: r.?prietary I and !Proprietary lnfol on l: r.?prietary I Quantitation 
(ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Accuracy 

MVl-RI 13.7 91.1 

13.9 92.8 

13.2 87.8 

13.5 89.8 

Mean 13.6 

SD 0.322 

%C V 2.4 

%Accuracy 90.4 

n 4 

1: r?prietary I Low QC samples (15.0 mg/ml) were spiked with !Proprietary I and 
!Proprietary I at 2000 nglml and 20000 nglml, respectively. 
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Table 57 

Effect of Concomitant Medication !Proprietary lnf0 1 and !Proprietary Inf~ on !Proprietary I Quantitation 
(ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Accuracy 

MVl-RI 15.2 101.7 

13.8 91.7 

13.8 92.1 

14.7 98.3 

Mean 14.4 

SD 0.733 

%C V 5.1 

%Accuracy 95.9 

n 4 

!Proprietary IT ,ow QC samples (15 .0 mg/ml) were spiked with l: r?prietary I and 

!Proprietary I at 2000 nglml and 20000 nglrnl, respectively. 
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Table 58 

Effect of Concomitant Medication !Proprietary lnfo l and l:r?prietary I on !Proprietary I Quantitation 
(ng/ml) in K2 EDTA Dog Plasma 

QC Description 

Run Number 75.0 %Accuracy 

MVl-RI 75.5 100.7 

73.2 97.7 

74.4 99.2 

70.1 93.4 

Mean 73.3 

SD 2.37 

%C V 3.2 

%Accuracy 97.8 

n 4 

!Proprietary I Low QC samples (7 5. 0 mg/ml) were spiked with l:r?prietary I and 
!Proprietary I at 2000 nglml. 
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Table 59 

Batch Acceptance Quality Control (QC) Samples for Analysis of l:r ?p rietary I (ng/ml) in K2 
EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Accm·acy 400 %Accuracy 800 %Accuracy 

MV4 15.8 105 . 1 410 102.5 840 105.0 

16.0 106.9 391 97.8 83 1 103.9 

MYS 15.2 101.3 411 102.8 820 102.5 

16.4 109.1 408 101.9 780 97.5 

Mean 15.8 405 818 

SD 0.494 9.33 26.3 

%CV 3.1 2 .3 3.2 

%Accuracy 105.6 101.3 102.2 

n 4 4 4 
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Table 60 

Batch Acceptance Quality Control (QC) Samples for Analysis oflP roprietary I (ng/ml) in 
K2 EDTA Dog Plasma 

QC Description 

Run Number 15.0 %Accm·acy 400 %Accuracy 800 %Accuracy 

MV4 15.3 102.1 409 102.2 804 100.5 

15.5 103.0 407 101.6 793 99.1 

MYS 14.9 99.1 386 96.4 816 102.1 

15.0 100.2 395 98.7 805 100.6 

Mean 15.2 399 805 

SD 0.263 10.8 9.60 

%CV 1.7 2.7 1.2 

%Accuracy 101.1 99.7 100.6 

n 4 4 4 
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Table 61 

Batch Acceptance Quality Control (QC) Samples for Analysis ofl Proprietary I (ng/ml) in 
K2 EDTA Dog Plasma 

QC Description 

Run Number 75.0 %Accm·acy 2000 %Accuracy 4000 %Accuracy 

MV4 76.0 101.3 2040 101.9 4240 106.0 

75.8 IOI. I 2110 105.3 4220 105.5 

MYS 74.9 99.9 2040 102.2 4240 106.0 

7 1.1 94.8 1970 98.7 4 120 103.1 

Mean 74.5 2040 4210 

SD 2.29 54.0 55.5 

%CV 3.1 2 .6 1.3 

%Accuracy 99.3 102.1 105.2 

n 4 4 4 
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Table 62 

Stock Solution Stability of l: r?prietary 

Rw1Number Peak Area Ratio 

Stock Concentration Stock Prepared 01-May-19 Stock I Prepared I O-June-19 Stock 2 Prepared I O-Jwie-19 

8 185 -061019 -Stk-Chk 0.9094 0.9348 

1.00 niwml 0.8545 0.8664 

0.9071 0.8509 

0.9329 0.8505 

0.8564 0.8696 

0.8800 0.8948 

Mean 0.8900 0.8778 

SD 0.0316 0.0323 

¾CV 3.6 3.7 

n 6 6 

Mean of new stock solutions I and 2 NA 

¾ Difference between old and mean of new 0.8 

All so lutions were prepared using DMSO as the diluent. 

TI1e solution prepared on Ol-May-19 was stored refrigerated (Unit 4206) for 40 days prior to evaluation. 

NA: Not Applicable 
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0.9295 

0.89 18 

0.8606 

0.8761 

0.8795 

0.8933 

0.8885 

0.0234 

2.6 

6 

0.8832 

NA 

I 
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Table 63 

Stock Solution Stability of !Proprietary 

Rw1Number Peak Area Rat io 

Stock Concentration Stock Prepared 01-May-19 Stock I Prepared I O-June-19 

8 185 -061019 -Stk-Chk 2.037 2.050 

I.OOmwmI 2 .020 2.057 

1.992 2.063 

2.017 2.035 

1.989 1.978 

2.069 2.073 

Mean 2.02 1 2.043 

SD 0.0299 0.0340 

%CV 1.5 1.7 

n 6 6 

Mean of new stock solutions I and 2 NA 

% Difference between old and mean of new -3.3 

All solutions were prepared using DMSO as the diluent. 

l11e solution prepared on OI-May-19 was stored refrigerated (Unit 4206) for 40 days prior to evaluation. 

NA: Not Applicable 
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2 .091 

NA 

I 

Stock 2 Prepared I O-Jwie- 19 

2 . 120 

2.2 11 

2 . 149 

2.125 

2 .094 

2.132 

2.138 

0.0398 

1.9 

6 
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Table 64 

Stock Solution Stability ofl Proprietary 

Rw1Number Peak Area Rat io 

Stock Concentration Stock Prepared 01-May-19 Stock I Prepared I O-June-19 Stock 2 Prepared I O-Jwie-19 

8 185 -061019 -Stk-Chk 2.217 2.219 

I.OOmwmI 2 .175 2.208 

2. 164 2.138 

2.148 2.31 1 

2.27 1 2. 199 

2.188 2.213 

Mean 2. 194 2.215 

SD 0.0448 0.0556 

%CV 2.0 2.5 

n 6 6 

Mean of new stock solutions I and 2 NA 

% Difference between old and mean of new 1.3 

All solutions were prepared using Milli-Q water as the diluent. 

l11e solution prepar ed on OI-May-19 was stored refrigerated (Unit 4206) for 40 days prior to evaluation. 

NA: Not Applicable 
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2 .233 

2.209 

2 .2 18 

2.2 18 

2 .242 

2.251 

2.228 

0.0162 

0.7 

6 

2 .222 

NA 

I 
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Table 65 

Room Temperature Stock Solution Stability of l: r?prietary 

Rlll1Number Peak Area Ratio 

Stock Concentration Refiigerated Solution Room Temperature Solution 

B185-061119-Stk -Chk 0.9130 

1.00 mg/ml 0.8774 

0.8631 

0.8706 

0.8480 

0.9134 

Mean 0 .8809 

SD 0.0268 

%CV 3.0 

n 6 

%Difference NA 

This solution was prepare d using DMSO as the diluent. 

The solution was stored at room temperature for 23 hours prior to evaluation. 

NA: Not Applicable. 
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0.8649 

0.8546 

0.8692 

0.8482 

0.8697 

0.8768 

0.8639 

0.0106 

1.2 

6 

-1.9 
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Table 66 

Room Temperature Stock Solution Stabili ty of !Proprietary 

Rlll1Number Peak Area Ratio 

Stock Concentration Refiigerated Solution Room Temperature Solution 

B185-061119-Stk -Chk 2.083 

1.00 mg/ml 2.189 

2.099 

2.127 

2.126 

2.091 

Mean 2.119 

SD 0.0385 

%CV 1.8 

n 6 

%Difference NA 

This solution was prepare d using DMSO as the diluent. 

The solution was stored at room temperature for 23 hours prior to evaluation. 

NA: Not Applicab le. 
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2.190 

2.040 

1.941 

2.075 

2.003 

1.984 

2.039 

0.0870 

4.3 

6 

-3.8 
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Table 67 

Room Temperature Stock Solution Stability of !Proprietary 

Rlll1Number Peak Area Ratio 

Stock Concentration Refiigerated Solution Room Temperature Solution 

B185-061119-Stk -Chk 2.230 

1.00 mg/ml 2.278 

2.250 

2.170 

2.228 

2.260 

Mean 2.236 

SD 0.0377 

%CV 1.7 

n 6 

%Difference NA 

This solution was prepare d using Milli-Q water as the diluent. 

The solution was stored at room temperature for 23 hours prior to evaluation. 

NA: Not Applicab le. 
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2.213 

2.243 

2.2 14 

2.182 

2.161 

2.20 1 

2.203 

0.0284 

1.3 

6 

-1. 5 
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Appendix A 

SRI TEST METHOD 106.201; ANALYSIS OF !Proprietary Info I !Proprietary Info 

AND !Proprietary Info I IN K2 EDTA DOG PLASMA 
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TEST METHO D 
C lass ific ation : Project 
Super se des : I 06.201 (06/12/ 19) 

TM No.: 106.201 
Page: 1 of 26 

Effect ive: JUL 1 2 2019 

Subject: Analys is of l: r? prietary 11: r?prietary I and !Proprietary I in K2 E DTA Dog 
Plasma 

A. PURPO SE/SCO PE 

This Test Method desc ribes procedures to be emp loyed for the analys is of l: r?prietary I 
l:r?p rietary I and !Proprietary I in K2 EDTA dog plasma using a protein precipitation ex traction 
procedure and ana lysis by LC-MS /MS. 

During samp le analysis , SRI SOPs 006.061 Bioanalytical Sample Analysis and 006.062 
Biocmalytical Sample Reanalysis will also be followed . 

B. BACKGROUND/GENERAL 

This Test Method will fully detail the ex erimental procedures used in the analysis, 
detection and quant itation of Proprietary Proprietary and !Proprietary I in K2 EDT A dog plasma. 
To summarize, l: r,oprietary I Proprietary and !Proprietary I in K2 EDTA dog plasm a (0.0200 ml 
sample size) will be extracted , using !Proprietary Info I !Proprietary Info I and !Proprietary Info j as the 
internal standards , by a protein prec ipitation extraction procedure. The supernatant is 
then dil uted prior to injection on the LC-MS /MS system. The ran e of the assay is 5.00 -
1000 ng/ml l: r?prietary I and l: r?prietary I and 25.0 _ 5000 ng/m l Proprietary Info 

SIGNATURES Redacted by agreement 

Revised by: tJ:;-/11 /1 '7 
Date 

Re viewed by: o ?-/ II /13 
Date 

Manage ment Approv 0~1,,11 '7 
Date 

QAU Re view: 
01-/12-/ 2019 

Date 
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Plasma 

C. HEALTH AND SAFETY 

All personnel must observe standard laborato ry safety practices. All personnel must wear 
protective equipment appropriate to the area in which they wi ll work, which may include , 
but not be limited to: safety glasses, protective clothing and gloves. 

D. TRAINING 

All personnel involved in handling chemica ls, equipment , and instruments must have 
attended the pertinent laborato1y safety classes from SRI' s Environmenta l Health & 
Safety Department and must have attended GLP training courses. Training must be 
documented . 

E. EQUIPMENT AND MATERIALS 

Chemicals, consumables or equipment may be substituted provided that equivalent assay 
performance is obtained. 

E.1 Chemicals 

• l:r?pr ietary I !Pr?prietary I and IPr?prietary I USP, Current Lot 

• !Proprietary Info I !Proprietary Info I and !Proprietary Info I Medical Isotopes , Inc. 

• Ammonium hydroxide , reagent grade 

• Acetic acid, LC-MS grade 

• Milli-Q wate r, Millipore 

• Formic acid , reagent grade 

• Dimethyl Sulfoxid e (DMSO), reagent grade 

• Methanol, HPLC grade 

• Acetonit rile, HPLC grade 

• Isopropanol , reagent grade 

• K2 EDT A beag le dog plasma, BioIVT 

E.2 Consumabl es 

• HPLC column: Phenomenex Synergi Polar RP 100 x 2mm, 4µm 

• 0.5 µm stainless -steel pre-co lumn frit (Upchurch Scientific) 

• Assorted disposable pipette tips 

SRI PROPRIETARY I CONFIDENTIAL 
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• Disposable 1.5 ml and 2.0 ml polypropylene microcentrifuge tubes 

• Disposable 15 ml conical polypropylene test tubes and caps 

• Disposable glass vials and caps, assorted sizes 

• Glass autosampler vials with inserts and caps 

E.3 Equipment 

• Air disp lacement pipettor, Rainin 

• Positive displacement pipettor, Gi lson 

• Repeater pipettor, Eppendorf 

• Mettler Toledo AG 285 balance 

• VWR Mini Vortexer 

• Beckman Coulter Microfuge ® 18 Centrifuge, 20 Centrifuge 

• Shimadz u Corp. LC-20AD Prominence Pumps (incorporates Shimadzu Corp . 
CBM-20A Prominence Communications Bus Module and Shimadzu DGU-
20A3R Prominence degasser 

• Shimadzu Corp. CTO-20AC Prominence Column Oven 

• CTC Analytics HTS-xt Autosampler 

• AB Sciex 5500 Mass Spectrometer 

F. PROCEDURES 

Note: SRI Forms 106.201A through 106.201E will be used to assist in raw data recording 
for the experimental phases of this study. The comp leted attachments or other 
documentation must be stored in the study file. 

F.1 Preparation of Reagents 

Volumes of these reagents can be adjusted as long as proportionality is 
maintained and their preparation is documented in the raw data. 

F.1.1 2% Acetic Acid in Water (Mobile Phase A) 

Add 20.0 ml of acetic acid to 1000 ml of Milli-Q water in a glass bottle 
and store the solution at room temperature. The expiration date for this 
solution is one month after preparation. 

SRI PROPRIETARY I CONFIDENTIAL 
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F.1.2 0.1 % Acetic Acid in Acetonitrile (Mobile Phase B) 

Add 1.00 ml of acetic acid to 1000 ml of acetonitrile in a glass bottle and 
store the solution at room temperature. The expiration date for this 
solution is one month after preparation. 

F.1.3 Acetonitrile : Isopropanol (80:20 v:v) with 1 % Ammon ium Hydroxide 
(Needle Rinse 1) 

Add 400 ml acetonitrile to 100 ml isopropanol and 5.00 ml ammonium 
hydroxide in a glass bottle and store the solution at room temperature. 
The expiration date for this solution is one month after preparation. 

F.1.4 Water: Methanol (90:10 v:v) with 1% Formic Acid (Needle Rinse 2) 

Add 450 ml Milli-Q water to 50.0 ml methanol and 5.00 ml formic acid in 
a glass bottle and store the solution at room temperature. The expiration 
date for this solution is one month after preparation. 

F.1.5 0.2% Acetic Acid in Methanol (Diluent Solution) 

Add 0.400 ml acetic acid to 200 ml methanol in a glass bottle and store the 
solution at room temperature. The expiration date for this solution is one 
month after preparation. 

F.1.6 Water: Methanol (90:10 v:v) with 0.1% Acetic Acid (Reconstitution 
Solution) 

Add 180 ml Milli-Q water to 20.0 ml methanol and 0.200 ml acetic acid in 
a glass bottle and store the solut ion at room temperature. The expiration 
date for this solution is one month after preparation. 

F.2 Preparation of Stock and Spiking Solutions 

The following standard preparation scheme is a suggested approach. Appropriate 
modifications to reach the targeted nominal ca librant and quality contro l (QC) 
standard concentrations are acceptable. For example, if the targeted nominal 
concentration is not achieved when the analyte calibration standard primary stock 
solution is obtained , the volume of this stock solution used in subsequent dilutions 
can be modified in order to achieve the targeted nominal calibration standard 
matrix concentrat ions. The actual volumes of standards used will be documented 
in the raw data. Volumes of these stock solutions can be adjusted as long as 
proportionality is maintained and their preparation is documented in the study 
binder. 
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Plasma 

Analytical refe rence stan dard s are corrected for purity , water and sa lt content, if 
applicable. Int erna l standa rd stocks may not be correc ted for puri ty, wate r or salt. 

Exam pl e purit y calcu lation: 

[HPLC % purity x (100 - % water-% residual solvent) ] 

100 

Free base molecular 
weight 

x Salt form molecular 
weight 

F.2.1 Preparation of l: r?prietary I !Pr?prietary I and !Proprietary I Stock Solutions (1.00 mg/ml) 

Acc urately weigh out approximately 5.00 mg of l: r?prietary I into a glass via l 
and dilute to a concentration of 1.00 mg/ ml using dimeth yl sulfo xide 
(DMSO). Th e purity of the compound must be taken into account when 
prepar ing thi s stock (Stock A). Repea t thi s step to produc e a seco nd stock 
solution at the same concentration (Stock B) . R epea t to ge t duplicate 
we ighing s for !Proprietary I at the same concen tra tion . 

To re are !Proprietary I stock solution s, we igh approximate ly 5.00 mg of 
Proprietary into a glass vial and di lute to a concentration of 1.00 mg/ml 
using Milli-Q water. Rep eat thi s step to produce a seco nd stock solut ion 
at the same concentration . 

Store all stock solutions refrigera ted (set poin t 5°C ± 3°C) until use. 

F.2.2 Preparation of lProprietary Info I !Proprietary Info I and !Proprietary Info i Stock 

Solutions (Internal Standard ), 1.00 mg/ml 

The se Intern al Standard s are supp lied by Medi cal Isotopes, Inc . as 1.00 
m amount s in a glass vial. Add 1.00 ml of DMSO to the Proprietary Info and 
Proprietary Info to produc e a 1.00 mg/ml stoc k. Repe at for Proprietary Info using 

Milli -Q water instea d ofDMSO. 

Stor e all interna l standard stock so lution s refr igera ted (set point 5°C ± 3°C) 
until use. 

SRI PROPRIETARY I CONFIDENTIAL 
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F.2.3 Preparation of jProprietary Info I !Proprietary Info I and !Proprietary Info I Internal 
Standard Secondary Stock 

Accurately add 0.0100 ml of the 1.00 mg/ml !Proprietary Info I and the d6-
1Proprietary I internal standard stock solutions, and 0.0500 ml of the 1.00 
mg/ml !Proprietary Info I internal standard stock solution into a glass vial 
containing 9.930 ml of 0.2% acet ic acid in methanol. The final 
concentration of the internal standard secondary stock solution will be 
1.00 µg/ml !Proprietary Info I and !Proprietary Info I and 5.00 µg/ml !Proprietary Info 
This solution can be stored refrigerated (set point 5°C ± 3°C) until use. 

F.2.4 Preparation of lProprietary Info I !Proprietary Info I and !Proprietary Info I Internal 
Standard Spiking Solution 

Accurately add 2.50 ml of the internal standard secondary stock solution 
into a glass bottle containing 97.5 ml of 0.2% acetic acid in methanol. 
The final concentrat ion of the internal standard spiking solution will be 
25. O ng/ml !Proprietary Info I and !Proprietary Info I and 125 ng/ml !Proprietary Info I 
This solution can be stored refrigerated (set point 5°C ± 3°C) until use. 

Per SRI SOP 006.063, Reference Material Receipt and Stock, Spiking 
Solution and Calibration and Quality Control Sample Pr eparation I 
Expiration internal standard stock and spiking solutions will be given a 
default expiration date of 6 months after preparation . 

F.2.5 Stock Verification 

In order to determine the accuracy of preparation, the duplicate stock 
solutions will be verified prior to use. A suggested approach for the 
preparation of stock verification solutions is given here, although 
alternative final concentrations may be used providing that a suitable 
analyte and internal standard response is achieved. The duplicate stock 
solutions prepared in step F.2.1 should be diluted by spiking 0.0100 ml of 
the 1.00 mg/ml Proprietary and !Proprietary I stock solutions and 0.0500 ml of 
the 1.00 mg/ml Proprietary stock solutions into 9.930 ml of Diluent 
Solution. These duplicate vials are briefly vortexed and 0.100 ml is 
removed and added to a vial contain ing 0.900 ml Diluent Solution. 
Vortex, then remove 0.0325 ml of this solution and place into a separate 
vial containing 0.0203 ml of internal standard spiking solution and 0.947 
ml of Reconstitution Solution. The final concenh·ation of Proprietary and 
!Proprietary I is 3 .25 ng/ml and the final concentration of Proprietary is 16.3 
ng/ml. The final concentration of !Proprietary Info I and !Proprietary Info I is o .508 
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ng/ml and the final concentration of !Proprietary Info I is 2.54 ng/ml. The 
duplicate samples are injected in replicates of n 2: 3 onto the LC-MS/MS 
system. 

To be considered acceptable for use, the stocks must agree to within 5% of 
each other , calculated as follows: 

% difference = 
{Mean of peak area ratio of stock A - Mean ofpeak area ratio of stock B) x 100 

(Mean of peak area ratio of stock A + Mean of peak area ratio of stock B)/2 

If these stocks agree within 5% of each other, one single stock may be 
used for the preparation of both calibrants and Quality Control (QC) 
samples. Alternatively , one stock may be used for the preparation of 
calibrants while the other stock can be used for the preparation of QC 
samples. 

If these stocks do not agree , a third weighing may be performed and the 
three stocks compared against each other. If two stocks agree with each 
other these may be used to prepare calibrants and QCs, and the other stock 
can be discarded. 

F.2.6 Test Mix Preparation 

A solution prepared at the LLOQ level ( or below Low QC concentration) 
shall be prepared and injected at the start and the end of each bioanalytical 
run (system suitability). This solution will contain both analyte and 
interna l standard. To prepare at the LLOQ level, spike 0.0100 ml of the 
1.00 mg/ml Proprietary and !Proprietary I stock solutions and 0.0500 ml of the 
1.00 mg/ml Proprietary stock solution into 9.930 ml of Diluent Solution. 
Vortex remove 0.100 ml and add to a vial containing 0.900 ml of Diluent 
Solution. Vortex remove 0.0100 ml and add to a vial containing 0.990 ml 
of Diluent Solution. This solution may be stored refrigerated for up to 3 
months from the date of preparation. On the day of use , remove 0.0203 
ml of this solution and place into a separate vial containing 0.0203 ml of 
interna l standard spiking solution and 0.959 ml of Reconstitution Solution. 
The final concentration of Proprietary and !Proprietary I is 0.0203 ng/ml and the 
final concentration of Proprietary is 0.102 ng/ml. The final concentration of 
Proprietary Info and !Proprietary Info I is 0.508 ng/ml and the final concentration of 
Proprietary Info is 2.54 ng/ml. The final concentrat ions mimic the final 
theoretical concentration s of l: r?pr ietary I i:r? prietary I and !Proprietary I and 
internal standards seen in LLOQ samples post-extraction. 
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F.2.7 Remove approximately 10.0 ml of control K2 EDTA dog plasma from 
storage and allow it to equilibrate to room temperature. The matrix may 
be centrifuged at approximately 3000 RPM for 10 minutes prior to use to 
remove excess particu lates . Prepare QC samples in polypropylene via ls as 
shown in the table below. Note that the Solution Spiking Volumes are 
combined with the Matrix Volumes. Volumes of these QC samples can be 
adjusted as long as prop01tionality is maintained and their preparation is 
properly documented in the study raw data . 

Quality Control Sample Preparation 
Spiking Spiking Solution Spiking Matrix Nominal Matrix 
Solution Concentration Volume Volume Final Volume Concentration 

ID (ug/ml) (ml) (ml) (ml) (n_g/ml) 
QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 / 15.0 / 75.0 
QC-Oil 5.00 I 5.00 I 25.0 0.0800 0.920 1.00 400 I 400 I 2000 
QC-Oil 5.00 I 5.00 I 25.0 0. 160 0.840 1.00 800 I 800 / 4000 

!Proprietary! Stock N B; 1000 0.0100 1.930 2.00 5000 
IProorietar I Stock A/8; 1000 0.0100 5000 
IPro12rietaty I Stock A/8 1000 0.0500 25000 

Either Stock A or Stock B may be used, assuming equivalency is achieved. 
The values in the "Spiking Solution Concentration" and the "Nominal Matrix Concentration" columns 
represent the concentrations of lProprietary I !Proprietary I and !Proprietary I respectively. 

These QC samples may be aliquoted into appropriate volumes into 
polypropy lene tubes (suggested 150 µl volumes) and stored in a ::S-60°C 
freezer until use, providing that sufficient stability in matrix has been 
successfully validated under these conditions. QC samples may also be 
freshly prepared on the day of extract ion. 

F.3 Extract ion Proced ure 

Each bioanalytical run will be comprised of bracketing calibration curves (8 
points) each with a matrix blank sample (matrix with neither analyte nor internal 
standard spiked) and a control blank (matrix with only internal standard included) . 
It is recommended that a carryover blank (matrix blank) be injected after each 
upper limit of quantitation (ULOQ) calibration standard to assess any carryover 
present. Duplicate System Suitability samples will be injected, one before the 
first calibration curve and one at the end of the batch. Interspersed between the 
calibrat ion curves will be n ~ 2 QC samples at low, mid and high concentration. 
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The dilution QC, when used, should be extracted in multiples of n=3. It is not 
requ ired to run the dilution QC with a batch where samp les are diluted , provided 
that the level of sample dilution did not exceed what was previously validated. 
However, for troubleshooting practices, the dilution QC may be analyzed wi th 
eac h batch, at the discretion of the bioanalyti cal scient ist. If study samp les are 
diluted with multiple dilution factors, then the dilution QC may be similarly 
diluted (with replicates of n=3 for each dilution factor used), or alternatively, the 
highest dilution factor used for study samples will be used for the extraction of the 
dilution QC. It is also accepta ble if low dilution factors are applied to study 
samples to use a high QC in place of the dilution QC, in order that the diluted 
sample falls within the calibration range. If the leve l of dilution required for 
study samples exceeds the dilution factor previously validated, then the dilution 
QC will need to be reva lidated at the dilution factor requ ired , in replicates of 6. 

In order to facilitate the equilibration of the instrument, multiple injections of 
extracts (Co nditionin g Samples) may be injected before each batch. It is 
recom mend ed to prepare cond itioning samples near the LLOQ level, but 
providing that internal standard is present in the sample, the actual concentration 
used may change. Conditioning samples will be pooled , where more than one 
calibration standa rd or QC samp le, at different concentratio ns, are combined. 
Individual study samples, calibration standards, and QC samples will not be used 
as conditioning samples without pooling. It is not acceptable to condition a batch 
using an old standard curve from a previous batch. It is acceptable to prepare 
either multiple pooled conditioning samp les, or to re-inject the pooled sample 
from the same vial, depending on the final extract volume. The conditioning 
injections will be included as part of the analytica l batch and will be printed with 
the rest of the batch. Approximately 10 conditioning injections will be analy zed 
prior to the start of each batch. If one batch is ana lyzed immediately following 
another , late r batches may not require conditioning injection s, although duplicate 
system suitability injections will be included. 

Remove the calibration standa rd spiking solution s, internal standa rd spik ing 
solution, QC samples and control matrix (approximately 10.0 ml) from storage 
and allow them to equilibrate to room temperature. 

Follow the scheme listed below to prepare the calibration standards. The 
calibration standards are prepared in polypropylene tubes. Note that the Spiking 
Solution Vo lumes are combined with the Matrix Vo lumes . 
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Preparation of Calibration Standards in Matrix 
Nominal 

Calibration Spiking Solution Spiking Matrix Final Matrix 
Standard Spiking Solution Concentration Volume Volume Volume Concentration 

1D 1D (u!:!:/ml) (ml) (ml) (ml) (ng/ml) 
Std-I Std-5 0.100 I 0.100 I 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-2 Std-5 0.100/ 0.100/ 0.500 0.0500 0.450 0.500 10.0 I I 0.0 / 50.0 
Std-3 Std-5 0.100 I 0.100 I 0.500 0.100 0.400 0.500 20.0 I 20.0 I 100 
Std-4 Std-8 1.00 I 1.00 I 5.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-5 Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 / 100 I 500 
Std-6 Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 / 1000 
Std-7 Std-9 10.0I 10.0150.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-8 Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I I 000 I 5000 
Std-9 IProprietaryl Stock A/B; 1000 0.0100 0.930 1.00 10000 

IPronrietar I Stock A/B; 1000 0.0100 10000 
IPro(lrieta[Y_I Stock A/B 1000 0.0500 50000 

Std-9 is only used to prepared the standard curve, and is not extracted. 
Either Stock A or Stock B may be used, assuming equivalency is achieved. 
The values in the "Spiking Solution Concentration" and the "Nominal Matrix Concentration" columns 
represent the concentrations of lProprietary I !Proprietary I and !Proprietary I respectively. 

These calibrat ion standards may be aliquoted into appropria te volumes into 
polypropyle ne tubes (suggested 150 µ l volumes) and stored in a :S-6O°C freezer 
until use, providing that suffic ient stability in matrix has been successfu lly 
validated under these conditions. Calibration standar ds may also be freshly 
prepared on the day of extract ion. 

F.3.1 Transfer 0.0200 ml of each ca libration standard, QC sample, study sample 
and blank into separate 1.50 ml microcentrifuge tubes. If needed, extra 
samples may be extracted in order to be used as Conditioning Samples. 
These should be pooled before use. 

F.3.2 Add 0.100 ml of 0.2% acetic acid in methanol to the matrix blanks. Cap 
tubes and vortex for approximately 5 seconds. 

F.3.3 Add 0.100 ml of the Internal Standard Spikin g Solution to each ca libration 
standard, QC standard, study sample and control blank. Cap tubes and 
vortex for approximately 5 seconds. 

F.3.4 Centrifu ge tubes at approximately 18OOOg for approximately 10 minutes. 

F.3.5 Transfer 0.0250 ml of the supernatant into a 2.00 ml HPLC vial containing 
1.00 ml Reconsti tution Solution. Cap and vortex briefly to mix. 
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F.3.6 Store on the autosamp ler (set point 5°C ± 3°C) or refrigerated (set point 
5°c ± 3°C). 

F.4 Analytical Cond ition s 

Equipment can be subst ituted provided that equ iva lent assay performance is 
obtained. 

Refer to Figures 1-3 in this Test Method for an examp le of a representative 
chromatogram for each analyte at the LLOQ level. 

F.4.1 HPLC Conditions 
Autosampler: 
Pumps: 

Column Oven: 
Autosample r Temp: 
Column Oven Temp: 
Column: 
Pre-column Frit: 

Flow Rate: 
Run Time: 
Injection Volume : 
Mobile Phase A: 
Mobile Pha se B: 
Needle Rinse 1: 

Needle Rinse 2: 
Pre clean with Needle 
Rinses 1 and 2: 
Post clean with Need le 
Rinse 1 and 2: 

CTC Analytics HTS-xt 
Shimadzu LC-20AD Prominence. Incorporates 
Shimadzu CBM-20A Prominence com munication s 
bus module and Shimadzu DGU -20A3R Prominence 
degasser 
Shimadzu CTO-20AC Prominence 
Set point 5°C 
Set point 25°C 
Phenom enex Synergi Polar RP 100 x 2 mm, 4µ 
0.5 µm stainless-steel Precolumn Frit (Upchurc h 
Scientific) 
0.350 ml/m in 
8.0 minutes 
10 ~d* 
2% acetic acid in water 
0.1 % acetic acid in acetonitrile 
Acetonitrile:isopropano l (80:20 v:v) with 1 % 
ammon ium hydroxide 
Water:methanol (90:10 v:v) with 1% formic acid 
1 *, 1 * 

2*,2* 

Valve clean with 2*,2* 
Needle Rinse 1 and 2: 
Retention Time: 4.3 minutes 

4.2 minutes 
1.4 minutes 

Proprietary 

Proprietary 

Proprietary 

* may be modified to improve performance 
SRI PROPRIETARY I CONFIDENTIAL 
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F.4.2 LC Program 

Time (min) %A %B 
0.01 98 2 
2.00 98 2 
2.10 50 50 
4.00 2 98 
5.50 2 98 
5.51 98 2 
8.00 98 2 

Switching Valve program 

Tota l Time Position 
(minutes) 

0.0 to 0.2* Divert to Waste 

0.2 to 5.0* Divert to MS 

5.0 to 8.0* Divert to Waste 

* may be modified to improve performance 
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F.4.3 MS/MRM Conditions 

Mass Spectrometer: 
Interface: 
Scan Mode : 
IS: 
EP: 
DP: 

CE: 

CXP: 

Resolution Q 1, Q3: 
CUR Gas: 
CAD Gas: 
GSl : 
GS2 
Source Temp: 
Dwell: 

Nominal 
Transitions : 

AB Sciex 5500 Mass Spectrometer 
Turbo IonSpray positive-ion mode 
Multiple Reaction Monito ring (MRM) 
5500V* 
lOV* =-----,--..,......,.-, 
71 V* Proprietary Info 81 V* Proprietary Info 

trop rietary Info 

Proprietary Info 

Proprietary Info 

121 V* Proprietary Info 7 6V* 
76V* Proprietary Info 56V* 
21 V* Proprietary Info 19V* 
25V* Proprietary Info 25V* 1 

Proprietary Info 

33V* Proprietary Info 35V* Proprietary Info 

38V* 
26V* 
14V* 

Proprietary Info 

Proprietary Info 

Proprietary Info 

Unit , Unit 
20* 
8* 
60* 
60* 
650°C* 
80* ms 

~ 
1 

20V* Proprietary Info 

4V* Proprietary Info 

4V* Proprietary Info 

I 

Proprietary m/z 629 .3* • 447 .2* 
Proprietary m/z 721.3* • 296 . 1 * 
I Proprietary rn/z 288. 1 * • 176.1 * 
Proprietary Info m/z 637.4* • 447.2* 
Proprietary Info rn/z 727.4* • 302.2* 
!Proprietary Info 

rn/z 294.1 * • 182.1 * 

May be modified to improve performance . The eventual m/z ratios used 
must be within± 0.3 amu from the masses quoted above.) 
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Calculations 

F.5.1 Chromatograms will be automatically integrated using AB Sciex Analyst 
software (Version 1.6.2) or equivalent and visually inspected for an 
acceptab le integration . 

F.5.2 Com ute the 1/x weighted least-squares linear regression Proprietary and 
Proprietary and the 1/x2 weighted least-squares linear regression Proprietary Info 

using Analyst software, relating the peak area ratios (relative to internal 
standard) of the calibration standards to their res ective nominal 
concentrations (ng/ml in plasma) for l: r? prietary I Proprietary and l~Pr-op- ri-et-ary~I 

F.5.3 Using the peak area ratios (relative to the internal standard) of the 
standards and the regress ion equation constants, concentrations for analyte 
in the QC samples and study samp les can be interpolated . 

F.5.4 Compute the correlat ion coeffic ient for the standard data. 

F.6 Acceptance Criteria 

F.6.1 System Suitability Standard 

There are no formal acceptance criteria for the System Suitability samples. 
The system suitability sample will be injected at the beginning and at the 
end of a run and inspected to ensure signal-to -noise ratio and peak shape 
are adequate for quantitation. Any chromatographic change between these 
injections which may have an impact on the ability to accurately quantitate 
the samples will be noted , however there is no formal acceptance criteria 
for this. The system suitability inject ions will be printed with the other 
chromatograms in the analytical batch. 

F.6.2 Calibration Standard Acceptance Criteria 

F.6.2.1 The lower limit of quantitation (LLOQ) standard back-calculated 
concentrat ion must be within ±20% of theoretical nominal 
concentrat ion. 

F.6.2.2 To meet acceptance cr iteria, the back-calculated concentration of 
a calibration standards ( excluding at the LLOQ leve l) must be 
within 15% of their nominal theoretical concentrations. 

F.6.2.3 A minimum of three-quarters of calibration standards must meet 
these criteria. 
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F.6.2.4 Any standa rds failing to meet the acceptance criteria will be 
excluded from the regression, starting with the calibration 
standard which is fu1thest away from the nominal concen tration. 

F.6.3 Quality Control (QC) Sample Acceptance Criteria. 

F.6.3.1 To meet acceptance criteria, the back-calculated concentration of 
a QC sample must be within 15% of their nominal theoretical 
concentrations. 

F.6.3.2 At least two-thirds of all assay QCs (low, mid and high) must 
meet the acceptance criteria. 

F.6.3.3 At least 50% of the QCs at each level must meet the acceptance 
criteria. 

F.6.3.4 For dilution QCs , which are generally assayed using multiples of 
n=3 replicates, at least 67% (rounded) of the QCs must be within 
15% of their nominal theoreti cal concentrations. Failure of a 
dilution QC does not mean that the batch itself has failed if the 
low, mid and high QCs meet acceptance criteria as defined 
above. However, any samp les diluted in a batch with a failed 
dilution QC should be repeated and the value from this batch 
discarded. If more than one dilution scheme was followed in a 
batch of samples, with corresponding dilution QCs prepared 
using different dilution factors, only the dilution QC which failed 
acceptance criteria will be rejected and the assoc iated samples 
repeated. 

F.6.4 Blank Acceptance Cr iteria 

At least 50% of matrix blanks (including carryover blank s, Bl/Bl) and 
50% of control blank s (Bl/IS) must have a response (peak area) less than 
or equal to 20% of the mean accepted LLOQ calibration standards. 
Carryover blanks should be positioned in the run in a manner capable of 
determining assay carryo ver, for example, after each ULOQ calibration 
standard inject ion. 

F.7 Data Reporting 

Concentrations found below the lowest calibration standard concentration , will be 
report ed as below the quantitation limit (<LLOQ). Where no peak is detected 
(ND), the result will be flagged as (<LLOQ). Over-diluted samples falling below 
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the calibration range (assuming insufficient to reassay) will be reported as 
<LLOQ (LLOQ value x dilution factor). 

G. STABILITY/METHOD PARAMETERS 

G.1 Soluti ons 

Param eter Evaluated 
Ana lyte Stability in Stock Solutions at 
5±3°C: 

G.2 Matrix, K2 EDTA Dog Plasma 

Param eter Evaluated 
Room Temperature Stability in Matrix: 
Freeze/Thaw Stability in Matrix: 
Re-injec tion Stability: 
Pos t Preparative Extract Stability: 
Validated Dilution Factor: 
Long-Term Stability in Matrix at s -60°C: 
Effect of 2% Hemo lysis: 
Whole Blood Stabil ity: 
Maximum Batch Size: 
Incurred Sample Reana lysis: 

H. REFEREN CES 

Validated Result 

40 days 

Val idated Result 
26 hours 
5 cycles 

188 hours, refrigerated 
85 hours, refrigerated 

10-fold, 50-fold 
21 days 

No impac t 
4 hours , refr igerated 

93 samples 
Successfu l 

Study Reference 

Bl85 -18 

Study Reference 
Bl85-18 
Bl 85- 18 
B185- 18 
Bl85-18 
B185- 18 
B 185- 18 
B l8 5-18 
B185- 18 
Bl85-18 
M397-18 

H .1 B 185-18: "Method Validat ion Report for the Quantitative Analysis of l:r,oprietary 
l:r?prietary I and !Proprietary I in K2 EDT A Dog Plasma" 

H.2 M397-18: GLP-Multiple (5 weekly) Repeat Subcutaneous Toxicity and 
Toxicokinetics Study with !Proprietary I IPro I in Male and Female Beagle Dogs 

H.3 SRI SOP 006.061, Bioanalytical Sample Analys is 

H.4 SRI SOP 006.062, Bioanalytical Sample Reanalysis 

H.5 SRI SOP 006.063, Reference Mater ial Receipt and Stock, Spiking Solution and 
Calibration and Quality Control Sample Preparation I Expiration 
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I. FIGURES 

1.1 Figure 1. Represent ative l: r?prietary I Chromatogram of a K2 EDT A Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 
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1.2 Figure 2. Representative !Proprietary I Chromatogram of a K2 EDTA Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 
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TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.201 
Page: 19 of26 
Effective: July 12, 2019 .. Subject: Analysis of l: r?prietary I i:r?pr ietary I and !Proprietary I in K2 EDTA Dog 

Plasma 

1.3 Figure 3. Representative !Proprietary I Chromatogram of a K2 EDT A Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 
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.. 
TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.201 
Page: 20 of 26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?prietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

J. ATTACHMENTS 

J.1 Extraction Form (SRI Form 106.201A) 

J.2 Methodology and Reagent List (SRI Form 106.201B) 

J.3 Instrument Analytical Conditions and Reagents (SRI Form 106.201C) 

J.4 Instrument Reagent Preparation (SRI Form 106.201D) 

J.5 Extraction Reagent Preparation (SRI Form 106.201E) 
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I Study ID: I Batch ID: 

EXTRACTION FORM 
Preparation of Calibration Standards in Matrix 

Nominal 
Calibration Spiking Solution Spiking Matrix Final Matrix 

Standard Spiking Solution Concentra tion Volume Volume Volume Concentration 
ID ID (ul!:/ml) (ml) (ml) (ml) (n,g/ml) 

Std-1 Std-5 0.100 I 0.100 / 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-2 Std-5 0.100 I 0.100 I 0.500 0.0500 0.450 0.500 10.0 I l 0.0 / 50.0 
Std-3 Std-5 0.100 I 0.100 I 0.500 0.100 0.400 0.500 20.0 I 20.0 I I 00 
Std-4 Std-8 1.00 I 1.00 I 5.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-5 Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 I 100 / 500 
Std-6 Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 I 1000 
Std-7 Std-9 10.0 I 10.0 I 50.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-8 Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I 1000 I 

5000 
Std-9 IProprietaryl Stock A/B; 1000 0.0100 0.930 1.00 10000 

IProorietar I Stock A/B; 1000 0.0100 10000 
IPro12riela!J'.I Stock A/B 1000 0.0500 50000 

Preparation of Quality Control Samples in Matrix 
Quality Nominal 
Control Spiking Solution Spiking Matrix Final Matrix 
Sample Spiking Solution Concentration Volume Volume Volume Concentration 

ID ID (ug /ml) (ml) (ml) (ml) (ng/ml) 
QC- Low QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 I 15.0 I 75.0 
QC- Mid QC-Dil 5.00 I 5.00 I 25 .0 0.0800 0.920 1.00 400 I 400 I 2000 
QC- High QC-Dil 5.00 I 5.00 I 25.0 0.160 0.840 1.00 800 / 800 I 4000 
QC-Di l !Proprietary! Stock A/B; 1000 0.0100 1.930 2.00 5000 

IProorietar I Stock A/B; 1000 0.0100 5000 
IPro12riela!J'.I Stock A/B 1000 0.0500 25000 

Species ____ Anticoagulant/Matrix: _______ Matrix Supplier: _________ _ 

Lot: ______________ Matrix Expiration Date ___________ _ 

Pipette IDs: _________________________________ _ 

Ca libration Spiking Solution: _______________ Expiration Date: ______ _ 

QC Samp le Spiking Solution: _______________ Expiration Date: ______ _ 

Prepare d by: ______ Date: ______ _ 

SRI Form 106.201A 
07/ 12/ 19 
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Study ID: I Batch ID: 

METHODOLOGY AND REAGENT LIST 

Step Step comp leted 

I 

2 

3 

4 

5 

6 

Description Equipment or Pipettes used 
Transfer 0.0200 ml of each calibration standard, QC 
sample, study sample and blank into separate 1.50 ml 
microcentrifuge tubes 
Add 0.100 ml of0.2% acetic acid in methanol to the 
matrix blanks. Cap and vortex for approximately 
5 seconds. 
Add 0. I 00 ml of the Internal Standard Spiking 
Solution to each calibration standard, QC sample, 
study sample and control blank . Cap and vortex for 
approximately 5 seconds. 
Centrifuge tubes at approx imately 18000 g for 
approximately IO minutes . 
Transfer 0.0250 ml of the supernatant into a 2.00 ml 
HPLC vial containing 1.00 ml Reconstitut ion 
Solution . Cap and vortex br iefly to mix. 
Store on the autosamp ler (set po int 5°C ± 3°C) or End of extract ion (time): 
refrige rated (5°C ± 3°C). 

0 EppendorfRepeater Plus I M4 (circle one) Equipment ID: ________ Exp: ____ _ 

Dilution Scheme Add ul sample to ul control matrix and vortex. 
( I : ) 

Dilution Scheme Add ul sample to ul control matrix and vortex. 
( I : ) 

Dilution Scheme Add ul sample to ul control matr ix and vortex. 
(1:__) 

Procedure Perfonned by: ____________ Date : __________ _ 

SRI Form 106.201B (Page I of2) 
07/ 12/ 19 
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Pipettes: 

(check) 
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I Study ID: I Batch ID: 

METHODOLOGY AND REAGENT LIST (cont.) 

Additional informati on, if required: 

Test Mix Dilution: Remove the Test Mix in 2% acetic acid in methanol from storage 
(ID: ___________________ Exp: _______ _, and remove 0.0203 ml of 

this solution and place into a separate HPLC vial containing 0.0203 ml of internal standard spiking solution and 
0.959 ml of Reconstitution Solution. Store with batch. 
Pipettes: ____________________ _ 

Reagent Description 

K2 EDT A Dog Plasma 

Internal Standard 

0.2% Acetic Acid in Methanol 
(Diluent) 
Water:Methanol (90 : IO v:v) 
with O .1 % Acetic Acid 
(Reconstitution Solution) 

Initial/Date: 

SRI Form I 06.20 I B (Page 2 of 2) 
07/ 12/ 19 

REAGENT LIST 

Assigned ID Supplier 

NA 

NA 

NA 

NA 

SRI PROPRI ETARY / CONFIDENTIAL 
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Lot # Grade Exp. 

NA 

NA NA 

NA NA 

NA NA 
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I Study ID: I Batch ID: 

INSTRUMENT ANALYTIC AL CONDITION S AND REAGENTS 

HPLC Column ID. Vendor: 
Phenomenex Synergi Polar RP Description: 

100 x 2 mm, 4µm Dimension: 
SIN: 

Column Heater Equipment Tracking #-
Column Temp (Set Point 

Set Point oc 
25°C) 

Pump ID Equipment Tracking #-
Pump Pressures at Start osi 

Autosampler ID Equipment Tracking #-
Autosampler Temp (Set 

Set Point oc 
Point 5°C ± 3°C) ---

Mass Spectrometer Equipment Tracking#-

Mobile Phase A 

Mobile Phase B 

Needle Rinse I 

Needle Rinse 2 

Number of Conditionin g 
Injections 

NA: Not Applicab le 

Initial: Date: ------ --------

Additiona l Comments I Incidents during analysis : 

SRI Form 106.201C 
07/ 12/ 19 
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Calibration due date 

NA 

NA 

NA 

NA 

Exp. Date 

NA 
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INST RUMEN T REAGENT PREPARATIO N 

Study Number: ___________ _ 

Mobile Phase A: 
Assigned ID: ___________________ _ 

2% Acetic Acid in Water 
Add ___ ml (nominal 20.0 ml) of acetic acid to ____ ml (nominal I 000 ml) of Milli-Q Water. This solution should 
be stored at room temperature for up to one month after preparation. 
Expiration Date: ________ _ 

Mobile Phase B: 
Assigned ID: ___________________ _ 

0.1 % Acetic Acid in Aceton itrile 
Add ___ ml (nominal 1.00 ml) of acetic acid to ____ ml (nominal I 000 ml) of acetonitrile. Thi s solution should be 
stored at room temperature for up to one month after preparation . 
Expiration Date: ________ _ 

Needle Riase 1: 
Assigned ID: ___________________ _ 
Acetonitrile:Isopropanol (80 :20, v :v) with 1% Ammonium Hydroxid e 
Add ____ ml (nominal 400 ml) of aceton itrile to _____ ml (nominal I 00 ml) isopropano l and add ____ _ 
ml (nomina l 5.00 ml) ammonium hydroxide in a g lass bottle. Th is solution should be stored at room temperature for up to one 
month after preparation . 
Expiration Date: ________ _ 

Needle Rinse 2: 
Assigned ID: ___________________ _ 

Water:Methanol (90: I 0, v:v) with I % Formic Acid 
Add ____ ml (nominal 450 ml) ofMilli-Q water to _____ ml (nominal 50.0 ml) methanol and add ____ _ 
ml (nominal 5.00 ml) formic acid in a glass bottle . This solution should be stored at room tempera ture for up to one month after 
preparation. 
Expiration Date: ________ _ 

Milli-Q water: Decanted from Milli -Q unit on the day of use. Un it ID: _______ Exp: _____ _ 
Is resistivity ~18 .0 MQ-cm? Y I N (circle) ls TOC <50.0 ppb? Y / N (circle) 

Ammoni um Hydroxide: 
Supp lier: Lot: Grade: Expire: 

Acet ic Acid: 
Supplier: Lot: Grade: Expire: 

Formic Acid: 
Supplier: Lot: Grade: Expire : 

Methanol: 
Supplier: Lot: Grade: Expire: 

Acetonit rile : 
Supplier: Lot: Grade: Expire: 

lsopropanol : 
Supplier: Lot: Grade: Expire: 

Prepared by: Date: 

SRI Form 106.201D 
07/ 12/19 
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EXTRACTION I STOCK REAGENT PREPARATION 

Study Number: ___________ _ 

0.2% Acetic Acid in Methanol (Diluent): 
Assigned ID: ___________________ _ 
Add ____ ml (nominal 0.400 ml) of acetic ac id to _____ ml (nominal 200 ml) of methanol. This 
solut ion should be stored at room temperature for up to one month after preparat ion. 
Expiration Date: ________ _ 

Water:Methanol (90:10 v:v) with 0.1 % acetic acid (Reconstitution Solution): 
Assigned ID: __________________ _ 
Add ____ ml (nominal 0.200 ml) of acetic acid to _______ ml (nominal 180 ml) Milli-Q water and 
_____ ml (nominal 20 .0 ml) of methanol. This so lution shoul d be stored at room temperature for up to one 
month after preparation. 
Expiration Date: ________ _ 

Test Mix (System Suitability): 
Assigned ID: __________________ _ 
To prepare at the LLOQ level , spike 0.0100 ml of the 1.00 mg/ml 1.--P-ro-pr-ie-ta-,r!and !Proprietadstock solutions and 0.0500 
ml of the 1.00 mg/ml !Proprietad stock solution into 9.930 ml of Diluent Solution. Vortex, remove 0.100 ml, and add 
to a vial containing 0.900 ml of Diluent Solution. Vortex, remove 0.0100 ml, and add to a vial containing 0.990 ml 
of Diluent Solution. This solution may be stored refrigerated for up to 3 months from the date of preparation. On 
the day of use, remove 0.0203 ml of this solution and place into a separate vial containing 0.0203 ml of internal 
standard spikin g so lution and 0.959 ml of Recon st itution Sol ution. Expiration Date: __________ _ 
Storage Unit / T emperature: _________ _ 

Milli-Q water: Decanted from Milli-Q unit on the day of use. Unit ID: _______ Exp: ____ _ 
ls resistivity c".18.0 MQ-cm? Y / N (circle) Is TOC <50.0 ppb? Y / N (circle) 

Acet ic Acid: 
Supplier: _______ Lot: _______ Grade: _____ Expire: ___ _ 

Methanol: 
Supplier: _______ Lot: _______ Grade: _____ Expire: ___ _ 

!Proprietary! Stock Solution ( 1.00 mg/ml) ID: __________ _ Expire: ___ _ 

IProorjetar I Stock Solution ( 1.00 mg/ml) ID: ----------- Expire: ___ _ 

!Proprietar I Stock Solution ( 1.00 mg/ml) ID: __________ _ Expire: ___ _ 

Internal Standard Spiking Solution ID: __________ _ Expire: ___ _ 

Diluent ID: ----------- Expire: ___ _ 

Reconstitution Solution ID: __________ _ Expire: ___ _ 

Pipettes : _________________________ _ 

Prepared by: ______ Date: ____ _ 

SRI Fonn 106.201 E 
07/ 12/ 19 
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Method Validation Report for the Quantitative Analysis of !Proprietary In fol !Proprietary I and 
!Proprietary I in K2 EDT A Dog Plasma 

SRI Study No. B185-18 

Appendix B 

VALIDATION PLAN OF THE BIO ANALYTICAL METHOD FOR ANALYSIS OF 
!Proprietary Info I !Proprietary Info I AND !Proprietary Info I IN K2 EDT A DOG PLASMA 
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SRI International Study Numbe r: B 185-18 

Amended Validation Plan for the Bioanalytical Method for 
Analysis of !Proprietary Info I !Proprietary Info I and !Proprietary Info I in K2 

EDT A Dog Plasma 

SRI International Study Number : B185-18 

Redacted by agreement 
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SRI International Study Number: B 185-I 8 

SCOPE 

This validation will be limited to the analysis of l:r?prietary I !Proprietary I and !Proprietary I 
in K2 EDTA dog plasma using 0.0200 ml sample volumes, using a protein 
precipitation extraction procedure followed b LC-MS/MS detection. The 
internal standards used in this assay are Proprietary Info !Proprietary Info I and d6-

1Proprietary I 

This plan is based on SRI SOP 006.060, Bioanalytical Method Validation. 
Further details on the conduct of a typical validation study are described in this 
SOP. 

This validation plan was amended to correct an erro r in the Stock Solution 
Stability section. The original plan referred to a 5.00 mg/ml !Proprietary I stock 
solution. However , a 1.00 mg/ml solution was prepared, as per the Stock Solution 
Preparation section of the original plan. 

METHOD DEVELOPMENT 

Based on the outcome of method development, it is determined that the validation 
of l:r~p rietary 11:r?p rietary I and !Proprietary I in K2 EDT A dog plasma may proceed. 
Method development experiments consisted of three days of accuracy and 
precision, selectivity , recovery, matrix effects on ionization, matrix effects using 6 
unique lots of matrix , freeze thaw stability, room temperature matrix stability, re­
injection stability, and post-preparative extract stability. Full details of the 
method development experiments performed, and the corresponding results, can 
be found in the study method development raw data. 

OBJECTIVE 

The objective ofthis validat ion plan is to describe the experimental procedures , 
the validation parameters, the statistical analyses to be performed, and the 
corresponding acceptance criteria, including the basis for acceptance or rejection 
of the validity of the method for its intended use. The validation investigates the 
following parameters: method linearity and range, maximum batch size, 
selectivity, carryover, accuracy (intra- and inter-batch), precision (intra- and inter­
batch), recovery, matrix effects on ionization, effect of dilu tion, matrix effects 
using 6 unique lots of matrix, freeze thaw stability, room temperature matrix 
stability, re-injection stability, post-preparative extract stability, long term matrix 
storage stabi lity, whole blood processing stability , effect of hemolysis, effect of 
concomitant medications, and analyte stock solution stability. Following 
completion of the val idation , a final validation report will be written that will 
include a brief description of the method development outcome, a summary of the 
method used to validate this assay, any changes made over the course of the 
validation, including revalidation if applicable, the results obtained, and the 
validation conclusions. 
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SRI International Study Number: B 185-18 

SUMMARY OF .METHOD 

Full details of the methodology used during the conduct of this validation study 
will be detailed in SRI Test Method Analysis o.fl:r? prietary I !Proprietary I and 
l:r~prietary I in K2EDTA Dog Plasma. This Test Method will be issued as a draft 
Test Method during the conduct of the validation , and will be formal ly issued and 
approved by department management and Quality Assurance (QA) prior to the 
start of sample analysis. Until an SRI Test Method number can be forma lly 
assigned , following completion of the validation , the initial draft Test Method 
number used during validation will be B 185-18-TM-Draft 1, with subsequent 
revision s numbered -Draft 2, -Draft 3, etc. 

During validation, this draft Test Method may be modified , if necessary , by the 
validation scientist providing that the integrity of the validation is not 
compromi sed, and the modifications are fully documented. Any modifications to 
the method occurring after the first accepted validation run may require 
revalidation of the method. 

All detai ls pertaining to equipment used , material s, reagent s etc will be includ ed 
in the raw data and detailed in the resulting final bioanalytical Test Method. 

All temperatures quoted in this validation outline are nominal. 

COMPOUND INFORMATION 

The actual detail s of the !: r?prietary I !Proprietary I and !Proprietary I and the stable label 
internal standards used will be noted in the raw data. The final report will include 
the supplier of the test articles and internal standards , the purities , and the 
expiration dates. 

Stock Solution Preparation 

Duplicate weighing s of l:r?p rietary I jPr?prietary I and !Proprietary I will be performed and 
1.00 mg/ml stock solutions of each analyte (adjusting for water or solvent present 
and purity , as appropriate) will be prepared. Dimethyl sulfoxide (DMS O) will be 
used as the diluent for the Proprietary and !Proprietary I stocks , while Milli- Q water will 
be the diluent for the Proprietary stock solutions. These stock solutions will be 
stored in a refrigerator (5°C ± 3°C) until use. Per SRI SOP 006.063 Reference 
Material Receipt <:nd Stock, Spiking Solution and Calibra tion and Quality 
Control Sample Preparation I Expirati on, a compari son of these solutions will be 
performed , prior to use in the validation , to ensure equivalency and accuracy of 
preparation. 

The internal standards !Proprietary Info I jProprietary Info j and jProprietary Info j will be wei abed 
and a 1.00 m /ml stock solution of each prepared. The diluent for the Proprietary Info 

and Proprietary Info stocks will be DMSO and the diluent for the Proprietary Info will be 
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SRI International Study Number: B185-18 

Milli-Q water. It is not necessary to apply a correction factor to the internal 
standards following weighing. 

The preparation of working solutions from the analyte and internal standard 
stocks, if applicable, will be detailed in the raw data. 

METHOD VALIDATION PARAMETERS 

Method Linearity and Range 

On each day of method validation, a fresh! prepared calibration standard curve 
5.00 to I 000 ng/ml for l:r~prietary I and Proprietary and 25.0 to 5000 ng/ml for 

Proprietary in K2 EDT A dog plasma will be extracted and the peak area ratios 
(PAR) of analyte to internal standard in the calibration standards will be fitted to a 
weighted regression analysis. The eventual weighting used will be documented in 
the raw data and will be consistently applied across all batches. 

The calibration standards (n=2 er analytical batch) will contain the following 
concentrations ofl :r~prietary land Proprietary in K2 EDTA dog plasma: 5.00, 10.0, 
20.0, 50.0, 100, 200, 500 and 1000 ng/ml. These standards will also contain 
!Proprietary I at 25.0, 50.0, 100, 250, 500, 1000, 2500 , and 5000 ng/ml. Also included 
with each batch will be at least n=2 blank samples containing no analyte or 
internal standard (Bl/Bl) and at least n=2 blank samples containing no analyte but 
containing internal standard (Bl/IS). 

The linearity of t4e assay will be assessed by the correlation coefficient (r) 
obtained from the regression analysis of the peak area ratio s, with perfect fit of 
the data yielding an r value of 1.000. The minimum value for r for an assay to be 
acceptable is 0.990. 

On each day of accuracy and precision assessment, the peak response vs. standard 
concentration in the calibration standards will be fitted to a regression analysis. 
The simplest weighting should be used wherever possible, however , other 
weightings may be used if the fit is more appropriate. The best fit will be 
determined using the sum of residual squares, where the lowest value will be 
determined to be the most suitable. This will be performed using linear 1/x or 
1/x2 at a minimum, with the inclusion of quadratic regression if appropriate. 
Quality Contro l (QC) sample results from all accuracy and precision batches, 
across all concentrations, will be used in the calculations to determine the sum of 
residual squares. The specific standard curve model fit used , including weighting. 
will be documented in the raw data and will be consistently applied across all 
batches. 

In order for the calibration curve to be considered acceptable there will not be 
more than a 15% difference between the nominal and observed concentrations, 
except at the lower limit of quantitation (LLOQ) where a 20% deviation is 
permitted. At least 75% of the calibration standards, including at least one 
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. SRI International Study Number: Bl85-l8 

replicate at the lowest and highest concentrations, will fulfill this criterion. 
Individual calibration standards which do not fulfill the criterio n will be excluded 
from the regression. 

As this validation has not yet initiated, the analytical range stated above, and the 
resulting QC conce ntrat ions selected, may change from stated here depending on 
experimental findings. This will be recorded in the raw data. 

Maximum Batch Size 

One accuracy and precision batch of sufficient size should be analyzed to 
represent a typical batch when running study samp les. In order to get the desired 
number of samples, additional blanks (Bl/Bl or Bl/IS) may be analyzed with this 
batch, and no acceptance criteria will be attached to these additional samples. 
The maximum batch size will be counted from the frrst calibration standard to the 
last calibration standard. 

Selectivity 

To confirm the selectivity of the assay for the analyte and the internal standard, 
plasma samples containing no analyte or internal standard (Bl/Bl) from at least 6 
unique lots of Ki EDTA dog plasma will be extracted in at least one analytical 
batch in replicates of n=l. Additionally , a Bl/Bl sample at 0.5% and 2% 
hemolysis will be extrac ted and analyzed in replicates of n= l to detern1ine if there 
is a significant impact on either the analyte or internal standard responses due to 
the presence of whole blood. Selectivity for the analyte will be indicated by the 
absence of an apparent chromatographic peak at the retention time for the analyte 
that shows a peak area greater than 20% of the mean peak area observed for the 
extracted calibration standards at the LLOQ. Selectivity for the internal standard 
in these samples will be indicated by the absence of an apparent chromatographic 
peak at the retention time for the internal standard that shows a peak area greater 
than 5% of the mean peak area observed for the extracted samples containing the 
internal standard. 

In all analytica l bi;itches, at least n=2 samples containing no analytes or internal 
standards (Bl/B l) will be extracted. Any peak detected at the retention time of the 
analytes shou ld be less than 20% of the analyte mean peak area observed for the 
extracted calibration standards at the LLOQ . Any peak detected at the retention 
time of the internal standards should be less than 5% of the mean peak area 
observed for the extracted samples containing the internal standard. The same 
plasma lot used to prepare the fresh calibration curve should be used for this 
evaluation. 

In all analytical batches, at least n=2 samples containing no analytes but with 
internal standards included (Bl/IS) will be extracted to confirm the suitability of 
the internal standard for use in the assay at that concentration. Any peak detected 
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at the retention time of the analytes as a result of the internal standard addition 
should be less than 20% of the analyte mean peak area observed for the extracted 
calibration standards at the LLOQ. The same plasma lot used to prepare the fresh 
calibration curve should be used for this evaluation. 

In at least one analytical batch , at least n=l sample containing only l:r,oprietary I at 
the upper limit of quantitation but containing no internal standard (ULOQ/Bl), 
will be extracted. Any peak detected at the retention tune of the internal standard 
as a result of the analyte addition at the ULOQ should be less than 5% of the 
internal standard mean peak area observed for the extracted samples containing 
internal standard. This will also be performed with at least n= 1 sample containing 
only !Proprietary I and at least n= 1 sample containing only !Proprietary I at the ULOQ 
concentration. 

Carryover 

Carryover of the analytes will be determined during all validation batches by 
injecting at least one Bl/Bl sample immediately following injection of each 
highest calibration standard. Any peak detected at the retention time of the 
analyte in the first injected Bl/Bl sample should be less than 20% of the analyte 
mean peak area observed for the extracted samples at the LLOQ. Any peak 
detected at the retention time of the internal standards should be less than 5% of 
the internal standard mean peak area observed for the extracted samples 
containing internal standard. · 

Method Accuracy and Precision 

Quality Control (QC) samples at four concentrations will be freshly prepared in 
K2 EDT A dog plasma on each day of anal sis for use in accurac and precision 
batches. These samples will contain both Proprietary and Proprietary at 5.00 ng/ml 
(LLOQ), 15.0 n /ml (low), 400 ng/ml (mid), and 800 ng/ml (high) concentration s, 
and also Proprietary at 25.0 ng/rnl, 75.0 ng/ml, 2000 ng/ml, and 4000 ng/ml 
respectively. 

To assess the accuracy and precision of the assay for these analytes, these QCs 
will be processed .in n=6 replicates on at least three separate days of analysis. For 
intra-batch (single run) and inter-batch (minimum of n=3 runs) accuracy(% 
accuracy), the results will be acceptable if the mean of the replicates at each 
concentration is within± 15% of the nominal concentration( ± 20% at the LLOQ) 
and precision (as determined by %CV) at each concentration is± 15% (± 20% at 
the LLOQ). Additionally, for a single batch to be considered acceptable, at least 
50% of the individual replicates at each concentration must be within± 15% of 
the nominal concentration (± 20% at the LLOQ), and at least 67% of the QCs in a 
batch must meet this acceptance criterion. A QC sample may be excluded from 
the overall statistics only for analytical reasons (poor chromatograph y, etc), or if 
determined that it is a statistical outlier by means of a Grubbs test. Results \\ill be 
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shown both with and without the inclusion of a statistical outlier. The LLOQ QC 
samples will be independently prepared from the LLOQ calibration standards 
used to construct the calibration curve on the day of analysis. 

The validation is considered to start on acceptance of the first intra-batch accuracy 
and precision run. If the calibration curve for a batch satisfied acceptance criteria, 
the accuracy and precision run will be reported and included in the inter-batch 
statistics, including those where the QC samples failed to meet acceptance criteria 
for which an assignable cause for failure ( eg. documented preparation error, 
instrument breakdown, poor chromatography, etc) could not be determined. 

Recovery 

The recovery of the method for the analytes and internal standards will be 
assessed by comparing the mean peak areas of the analytes and the internal 
standards in the QC samples (n=6) at low, mid and high concentrations after 
extraction to the mean peak areas obtained from extracted Bl/Bl (n=6) samples 
which were spiked post extraction with solutions containing all analytes and 
internal standards, to give final concentrations equivalent to the expected 
concentrations in the final extracts, assuming the sample extraction efficiency is 
100%. Determination of recovery is to characterize the assay, and there is no 
acceptance criterion for recovery. 

Recovery will be determined by the following: 

Mean peak area of extracted samples x 100 
Mean peak area of post-extracted spiked standards 

Matrix Effects on Ionization 

The extent of the inatrix effects on ionization of the analytes and internal 
standards will be assessed. A comparison of the mean peak areas of analytes and 
internal standards in extracted Bl/Bl samples spiked post-extraction with solutions 
containing all analytes and internal standards (at concentrations equivalent to low, 
mid and high QCs in the final extracts, assuming 100% recovery) to injections of 
these neat solutions (n=6) will be performed. Determination of matrix effects is 
to characterize the assay, and there is no acceptance criterion for this. 

Matrix effects on ionization will be determined by the following: 

Mean peak area o(post extracted spiked samples x 100 
Mean peak area of solution standards 

Values over 100% indicate signal enhancement caused by the matrix while values 
less than 100% indicate matrix induced signal suppression. 
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Effect of Dilution 

The ability to effectively dilute a high concentration study sam le will be assessed 
b reparing a dilution QC at a concentration of 5000 ng/ml Proprietary and 
Proprietary and 25000 ng/ml !Proprietary Inf~ This QC will be diluted 1: 10 and 1 :50 on 
the day of extraction using blank K2 EDT A dog plasma, and will be extracted 
using n= 6 replicates. Effect of dilution will be considered successful if at least 
50% of the individual replicates are within± 15% of the nominal concentration 
and that overall accuracy and precision is ± 15%. 

Matrix Effects Using 6 Unique Lots of Matrix 

Matrix effects on ionization will be assessed at the low QC concentrations by 
spiking 6 unique lots of K2 EDT A dog plasma (minimum of n=4 replicates per 
lot with a solution of analytes to give a final lasma concentration of 15.0 ng/ml 
Proprietary and l: r?prietary I and 75.0 ng/ml Proprietary Int These samples will then be 
extracted as per the Test Method. Matrix effects on ionization are not considered 
significant if at least 50% of the individual replicates are within ± 15% of the 
nominal concentration and that overall accuracy and precision of each lot is ± 
15%. In the event that two or more lots fail acceptance criteria, another 
(different) 6 lots should be evaluated in a similar manner, and at least 9/ 12 lots 
must meet acceptance criteria. 

Matrix Stability 

Plasma QC samples will be prepared at low and high concentrations, subdivided 
into suitable volume aliquots, and stored in polypropylene vials in an ultra-low 
temperature freezer (S:-60°C) for at least 24 hour s prior .to analysis. Matrix 
stability assessments will be conducted against a fresh calibration curve and fresh 
QC samples. Stability (freeze thaw stability, room temperature matrix stability , 
post-preparative extract stability, and long term storage stability in matrix) will be 
considered succe~sful if at least 50% of the individual replicates at each 
concentration are within± 15% of the nominal concentration and that overall 
accuracy and precision at each concentration is ± 15%. The acceptance criteria 
for re-injection stability and whole blood processing s~bility are detailed below. 

Freeze Thaw Stability 

Pla sma QC samples at low and high QC concentrations in at least n=4 
replicates :will be removed from the S:-60°C freezer after storage for a 
minimum of 24 hours after initial preparation and allowed to thaw 
unassisted at room temperature for a minimum period of 1 hour. The 
samples will then be placed back in the S:-60°C freezer for a minimum of 
12 hours. This process will then be repeated at least twice more prior to 
analysis. In the event that stability cannot be established or is unlikely to 
be successfu l, a smaller number of freeze thaw cycles may be examined , 
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or the samples may be thawed on ice instead of at room temperature. This 
will be noted in the raw data. 

Room Temperature Matrix Stability 

Plasma QC samples at low and high QC concentrations in at least n=4 
replicates will be remo ved from the S-60°C freezer after storage and 
allowed to thaw unassisted at room temperature for a defined period. In 
the event that stability cannot be established over the original room 
temperature storage period, room temperature stabilit y may be conducted 
over a shorter time period , or the samples may be stored on ice or in a 
refrigerator for a defined period of time instead of at room temperature. 
The actual storage time s will be noted in the raw data . 

Re-injection Stability 

To determine if it is approp riate to re-inject an entire batch , all calibration 
standards ; QCs (n=6 at LLOQ , low, mid and high concentrations) and all 
assay Bl/Bl and Bl/IS samp les (excluding individual specificity blanks) 
will be re-injected on the instrument following a defined period of storage. 
It is not neces sary to re-inject other samples froin additional experiment s 
(matrix effects , effect of dilution, etc) which may have been originally 
extracted and analyzed with the original batch. The sample extr acts after 
initial injection (prior to re-injection) will be stored in the autosampler 
(temperature set point 5°C ± 3°C) or in a refrigerator , assuming 
equivalency between these two location s. Re-injection stability will be 
considered successf ul if the mean (intra-batch) accuracy and pre cis ion of 
the QCs is ± 15% (± 20% at the LLOQ). At lea ~t 50% of the individual 
replicates at each concentration must be within ± 15% of the nominal 
concentration( ± 20% at the LLOQ), and at least 67% of the QCs in a 
batch must meet this acceptance criterion. The period of re-injection 
stability will be defined as the time from the end of extra ction to the time 
of injection of the first calibration standard from the re-injected batch. 

Post Preparative Extract Stability 

To determine the stability of the analyte after extraction from the plasma 
and while in the autosampler (temperature set point 5°C ± 3°C) or 
refrigerator prior to injection, plasma QC samples at low and high 
concentrations in replicates of n=4 at each concentrati on, will be extracted 
and sto red in the auto sampler for a defined period of time. These QCs 
will then be injected alongside a freshl y extracted calibr ation curve and 
QCs. The period of stabi lity will be determined by the time bet\veen 
placement in storage to the time of injection of the first stored QC. 
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Long Term Matrix Storage Stability 

Plasma QC samples at low and high QC concentrations in at least n=4 
replicates will be removed from the ~-60°C freezer after storage for a 
defined period of time and extracted and analyzed against a fresh 
calibration curve alongside fresh batch acceptance QC samples. Stability 
evaluations will be conducted at a minimum of one time-point and will at 
least cover the expected duration of samp le storage from future sample 
analysis studies. 

Whole Blood Processing Stability 

To determine the stability of the analyte in whole blood , prior to 
processing the blood sample to plasma , QC samples at two concentration s 
(representing low and high analyte levels , assuming 100% of analyte 
partitions into plasma) will be prepared in a pool of whole blood , which 
will then be subdivided after mixing. Plasma wi ll be collected 
immediately after spiking (time zero) and at defined intervals (eg. 1 hour 
and 4 hours, stored refrigerated) after spiking. The plasma samples will be 
extracted in replicates of n=4 at each concentration. The mean of the 
values from each stability timepoint will be compared to the mean of the 
value obtained from the time zero assessment. Stability will be achieved 
if the% difference is ± 15%. Full details on the conduct of this experim ent 
are provided in SRI SOP 006.060 Bioanalytica/ Method Validation. 

Effect of Hemolysis 

Plasma QC samples at low and high QC concentration s will be prepared in 
plasma matrix containing red blood cells to represent 0%, 0.5%, and 2% 
hemolysis , and extracted in at least n=4 repli cates. Matrix effects of hemolysis 
will not be considered significant if at least 50% of the individual rep licates at 
each concentration are within ± 15% of the nominal concentration and that overall 
accuracy and precision at each concentration is ± 15%. 

Concomitant Medications 

A C sample will be prepared containing 15.0 ng/ml Proprietary 
Proprietary and 20000 ng/ml j~r?prietary I and the impact of Proprietary and Proprietary on 
Proprietary quantitation will be assessed. Similarly, the effect of l:r~prietary I and 
Proprietary on the quantitation of !Proprietary I will be assessed by preparing a C 

r=----- ..... 
samp le at 2000 ng/ml Proprietary 15.0 ng/ml Proprietary and 20000 ng/ml Proprietary 
To determine the effect of Proprietary and Proprietary on Proprietary quantitation, a QC 
sample containing 2000 ng/ml Proprietary and !Proprietary I and 75.0 ng/ml !Proprietary I 
will be prepared. The values selected for the concomitant medication 
concentrations were higher than the CMax values from SRJ Study Kumber M355 -
17, where the animals were dosed at similar concentrations. These samples v.ill 
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be extracted in at least n=4 replicates. The effect of concomitant medications will 
not be considered significant if at least 50% of the individua l replicates at each 
concentration are within ± 15% of the nominal concentration and that overall 
accuracy and precision at each concentration is ± 15%. 

Stock Solution Stability 

The stability of the analyte stock solution will be determined b placing a 1.00 
mg/ml stock solution of the analyte in DMSO l: r?prietary I and Proprietary into a 
refrigerator for a defined period of time. After storage, the solution will be 
removed, diluted appropriately for injection onto the LC-MS/MS system and 
compared against similarly diluted preparations derived from duplicate fresh 
(prepared from new weighings) stock solutions. Internal standard will be added 
to both the old and the new stock solution dilutions in order to allow comparison 
by peak area ratio. This will be conducted with a minimum of n=4 replicates . 
The mean of the duplicates will be used as the fresh comparator, assuming these 
fresh stocks agree within 5% of each other. This will also be performed using a 
1.00 mg/ml stock solution of lProprietary I in Milli-Q water. 

The stability of the analyte stock solutions stored at room temperature will be 
determined by placing an aliquot of fresh stock solutions into a suitable location 
at room temperature for a defined period of time. After storage, the solutions will 
be removed , diluted appropriately for injection onto the LC-MS/MS system, and 
compared against similarly diluted preparations derived from the same fresh stock 
solutions which had been stored refrigerated. Internal standards will be added to 
both stock solution dilutions in order to allow comparison by peak area ra tio. 
This will be conducted with a minimum of n=4 replicates. 

Per SOP 006.063, stability of the internal standard stock and spiki ng solutions 
will be nominally assigned a 6 month expiration date from the date of preparation. 
During the validation, the internal standard will be monitored to determine if any 
chromatographic interferences occur, which may be an indicator of lack of 
stabi lity. If this occurs, the stability of the internal standard will be evaluated at 
room temperature and under regular storage conditions. 

In all cases, the stock solutions will be considered to be stable if the mean of the 
replicates of each stability sample is within ± 10% of the mean of the replicates of 
the freshly prepared solution. 

Stock solution sta.bility is calculated as follows (using mean peak area ratios): 

---"~=t=or~e=d~s=to~c=k~-~ftc:..=es~h~s=to=c=k~) __ xlOO 
(fresh stock) 
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DATA GENERATION AND RESULTS 

The result s from this study will be generated using AB Sciex Analyst softw are, 
version 1.6.2. This software will generate the peak area ratios for all samples, 
which will then be used to generate the calibration curve data and resulting QC 
concentrations, using unround ed values. The Analy st software will then use these 
values to calculate the overall precision and accur acy statistics. Micro soft Excel 
may be used in the calculation of some statistics. 

CHANGES TO THE VALIDATION PLAN 

In the even t that it becomes necessary to make signific ant changes to the 
procedures outlined in this validation plan , these changes wi ll be fully 
documented in the study bind er and communicated to the Sponsor, with a new 
validation plan genera ted if necessary. 

Any deviations to any SRI SOP will be maintained with the raw data . If a 
deviation is judged to have an impact on the integrity of the study, a copy of the 
deviation will be sent to the Sponsor and will be discus ·sed in the final report. 
Dev iation s with no impact on the integrity of the study will be included in the 
final report at the discretion of the bioanalytical scientist responsible for the 
conduct of the validation. 

REFERENCES 

SRI-Test Method B185 - 18: Analysis oJl: r?prietary I !Proprietary I and l: r?prietary jin 
K2 EDTA Dog Plasma - (DRAFT). 
SRI SOP 006.060: Bioanalytical Method Validation 
SRI SOP 006.063: Reference Material Receipt and Stock, Spiking Solution and 
Calibration and Quality Control Sample Preparation I Expiration. 
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CERTIFICATES OF ANALYSIS (REFERENCE STANDARDS AND INTERNAL 
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Certificate 
Proprietary Info 
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USP Certificate 
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~§~ 
Convention 

LABEL TEXT 

Calculation Value 

us~ REFERENCE STANDARD 
!Proprietary Info 350 mg 

For quantitative applications, determine the water content 
titrimetrically at the time of use. Use as is material and correct 

weight for water content. Use a value of 0.997 mg of jProprietaryj per 
mg of material on the anhydrous basis. Keep container tightly 

closed. Protect from light. Store in a refrigerator. 

USP , 12601 Twinbrook Pkwy , Rockville , MD , +1-301-881-0666 
Cat. No. 1370101 Material mfd. in India 

Redacted by agreement 

Quality Assurance 

-o-
0::: -r--r--
0 
0::: 
.:.:-
0 
...J -iiiiiiii 

If a value is not provided on the label or accompanying documentation and the Reference Standard has a quantitative USP compendia! 

application, a value of 100.0% is used. The purity va lue is not applicable for qua litative uses. Please refer to the specific Reference 

Standa rd label for further info rmat ion. 

Expiration 

Current lots are ident ified in the current USP Cata log . In some cases, the prev ious lot may still be considered va lid for use. If so, i t is 

ident ified in the co lumn marked "P revious Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is current o r valid when used. For the most up -to -date information, please 

refer to the USP Store at www.usp.org. 

Instructions for Use 

Follow the instructions on the labe l of the USP Reference Standard and in the appropr iate USP documentary standard(s). 

Non-Mono graph Use 
The suitability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTICE 

USP WARRAN TS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMP LIED, INCLUDING W ITHOUT LIMITATION ANY WARRANTY OF MERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 
QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, IND IRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. WITHOUT LIM ITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as med ical devices. 

This certificate may not be reproduced without the express wr itten permission of USP. 

Copyright 2016 The United States Pharmacope ial Convent ion. All rights reserved. 

USP Certificate 
Page 2 of 2 
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~§~ 
Convention 

LABEL TEXT 

... (JSP. REFERENCE STANDARD 
!Proprietary I 200 mg 

! Warning! Harmful if swallowed. Causes skin irritation. 
Causes serioos eye irritation. 

Do ~ For quantitative applications, use a value of 0.993 mg 
of Lemo.d per mg of material on the as is basis. Keep container 

tightly closed. Protect from light. 
USP. 12601 TvMbrool< Pirll)' , Rock'Jile, MO, +1..301-881-0066 

CAT No. 1604803 Mateiial mid in Italy 

Redacted by agreement 

Quality Assurance 

Calculation Value 

Wash ttioroughly afler handRng. Wear prolecbve gloves. Wear 
eye/face prolaction. If swallovie<l: Cal a poison center/doctor if yoo 
feel unwell. Rinse mouth. If 011 skin: Wash Mfh 
plenty of water. If skin ,rntation occurs: Get medical 
80/ice/attentoon. Take off c0<1laminate<l 
clothing and via sh before reuse. II ,n eyes: Rmse caut,ously wrth 
waler fo.-S8V0ral minutes. Remove co,~act klnses, ii present and 
easy to do. Continue rinsing. If eye imtat,oo persists: Get medical 
a<Jvice/atlenhon. Dispose of co11te,~s/conlai11er in accordance mth 
locaVreg,onal/nat,onal/internat,onal regulations. 

If a value is not provided on the label or accompanying documenta t ion and the Refe rence Standard has a quantitative USP compend ial 

app licat ion, a value of 100.0% is used. The purity va lue is not applicable for qua litative uses. Please refer to the spec ific Reference 

Standard labe l for further info rmat ion. 

Expiration 

Cur rent lots are ident ified in the current USP Cata log . In some cases, the prev ious lot may sti ll be considered va lid fo r use. If so, it is 

identified in the co lumn marked "Previous Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is cur rent or valid when used. For the most up -to -date information, please 

refer to the USP Store at www .usp.org. 

Instructions for Use 

Fo llow the instructions on the labe l of the USP Refere nce Standard and in t he appropr iate USP documentary standard(s). 

Non-Monograph Use 

The suita bility of this Reference Standard for use in non -compendia I applicat ions is sole ly the respo nsibility of the user. 

LEGAL NOTI CE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMP LIED, INCLUDING W ITHOUT LIMITATION ANY WARRANTY OF M ERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 

QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAG ES OF ANY KIND, EVEN IF USP IS AWAR E OF TH E POSSIBILITY OF SUCH DAMAGE S. WITHOU T LIM ITING TH E 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Refere nce Standards are not intended for use as d rugs, dietary suppleme nts , or as med ical devices. 

This certi fi cate may not be rep roduced w ithou t the exp ress written permission of USP. 

Copyr ight 2015 The United St ates Pharmacope ial Convention. All r ights reserved. 

USP Certificate 
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LABEL TEXT 
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US{E REFERENCE STANDARD 
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This is the monohydrate form of !Proprietary Info ! Do not dry. 
Keep container tightly closed. Store in the refrigerator . 

USP, 12601 Twinbrook Pkwy, Rockville, MD, +1-301-881-0666 
Cat. No. 1643601 Material mfd. in China 

r edacted by agreement 

Quality Assurance 

Calculation Value 
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If a value is not provided on the label or accompanying documentation and the Reference Standard has a quant itat ive USP compendia ! 

applicat ion, a value of 100 .0% is used. The purity value is not app licable for qualitative uses. Please refer to the spec ific Reference 

Standa rd label for further informat ion . 

Expiration 

Current lots are ident ified in the current USP Catalog. In some cases, the previous lot may still be considered valid for use. If so, it is 

identified in the co lumn ma rked "Previous Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is cur rent or valid when used. For the most up-to-date information, please 

refer to the USP Store at www.usp.org. 

Instru ction s for Use 
Follow the instructions on the labe l of the USP Reference Standa rd and in the appropriate USP documenta ry standard(s). 

Non-Monogr aph Use 
The su itability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTI CE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMPLIED, INCLUDING WITHOUT LIMITATION ANY WARRANTY OF MERCHANTAB ILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 

QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATI NG TO THE SUPPLY OF USP REFERENCE STANDARDS AND TH IS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. W ITHOUT LIMITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 
THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WI LL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as medical dev ices. 

This certificate may not be reproduced without the express wr itten permission of USP. 
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Product Name: 

Catalog No: 

Lot No: 

Date: 
Re Test Date: 

MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicalisotopes.com 
URL: www .medicalisotopes.com 

CERTIFICATE OF ANALYSIS 

!Proprietary Info 

Proprietary Info 

June 2017 
June 2024 

Method of Analysis : 
1 H-NMR and Mass Spec 

Purity: 
Chemical purity: 98% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
Pale Beige Solid 

Melting Point: 
N/A 

Solubility: 

Isotopic purity: 98% 

Molecular Weight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 

l 110111:;--I , 
/ ). 3 

- f' 

Li#,~ 12/t)J/ /f 

NIA -20°C in freezer. Under inert atmosphere 

Additional Information: 
NMR and MS conforms to structure 
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SUMMARY 

~-- A~ bioanalytical method was validated for the quantitative analysis of l: r,oprietary H:roprietary I and 
!Proprietary I in K2 EDT A rat plasma. Full details of the validated analytica l method are provided in SRI 
Test Method 106.202 (Appendix A). The validation demonstrated that the method is appropriate for 
quantitation of l:r? prietary 11:roprietary I and !Proprietary I in K2 EDTA rat plasma. 

This validat ion was initiated following method development , which included determination of 
the assay range, select ivity, inh·a-batch accuracy and preci sion, sensitivity, recovery, matrix effect on 
ionization, matrix effects using 6 unique lots of matrix, room temperature stability in matrix , and 
freeze thaw stability in matrix, whole blood processing stability, effect of hemolysis, and effect of 
concomitant medications. The parameters investigated during this validat ion were based on the 
results obtained from these method development exper iments. There were no significant changes 
made to the methodology between method development and validation. Results from the method 
development experiments will not be reported here. 
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QUALITY ASSURANCE UNIT 

Final Report and 
Conflict of Interest Statement 

SRI's Quality Assurance Unit assures that the non-GLP study - Method Validation Report for the 
Quantitative Analysis of l: r?prietary 11: r_?prietary I and !Proprietary I in K2 EDTA Rat Plasma, SRI Study 
No . Bl81-18-- has been reviewed for consistency with the U.S. Food and Drug Administration 
Good Laboratory Practice Regulation s (21 CFR Part 58). 

The following inspections were conducted during this study: 
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Bioanalytical Method Validation 

Raw Data 
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Final Report Verification 

Date of Inspection 

06-18-19 

09-05-19 

09-05-19 

11-12-19 

Date Findings Reported to 
Mana gement /Study Director 

06-18-19 

09-05-19 

09-05-19 

11-12-19 

This statement certifies that the personnel listed below participated in the inspections and audit of 
this study. These personnel have not been involved in the generation or evaluation of the data. 
Participation by the individuals listed below pose s no conflict of interest. 

!Redacted by sgrnemeot 

Redacted by agreement 
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SUMMARY OF VALIDATION PARAMET ERS 

Analvtes l: r9prietary Proprietary Proprietary I 

Internal standard s !Proprietary Info I Proprietary Info I !Proprietary Info I 
Matrix K2 EDT A rat plasma 
Quantitation range 5. 00- 1000 ng/ml !Proprietary I and l; r~prietary I 

25.0-5000 ng/ml !Proprietary Info 

Sample volume 0.0200 ml 
Extraction procedure Methano l prote in precipitation 
Analytica l method LC-MS/MS 
Regress ion type, weighting Linear ' 1 /x Proprietary and l; r~prietary I 

Linear , l /x2 Proprietary lnfo l 

Maximum batch size IPro I sam Dles 
Correlation Coefficient 2::0.9986 Proprietary lnfo l 

>0.9995 Proprietary and l:ropri etary I 
Intra- and inter-assay QC levels 

LLOQ 5.00 ng/ml Proprietary and l;r~p rietary I 
25.0 ng/ml Proprietary Info 

Low 15.0 ng/ml Proprietary and l;r~pr ietary I 
75.0 ng/ml Proprietary Info 

Mid 400 ng/ml Proprietary and l; r~prietary I 
High 

2000 ng/ml Proprietary Info I 
800 ng/ml Proprietary and l; r~prietary I 
4000 ng/ml Proprietary Info I 

Dilution QC level 5000 ng/ml Proprietary and !Proprietary I 25000 ng/ml 
!Proprietary Info diluted IO-fold, 50-fold 

Intra-batch preci sion 1.3% to 5.6% Proprietary Info 

1.4% to 5.4% Pr9prietary 

1.9% to 2.8% Proprietary Info 

Intra-batch accuracy 98.8% to 102.5% Proprietary lnfo l 

99. 0% to IProprietarl Proprietary 

98.8% to 100.2% Proprietary Info I 
Mean recovery of Analyte 96.9% Proprietary Info 

95.3% Proprietary 

105 .9% Proprietary Info 

Mean recovery ofln tema l Standard 96.9% Proprietary Info 

94.5% Proprietary Info 

98.8% Proprietary Info I 
Mean matrix effec t on ionization Analyte 111.2% Proprietary Info 

162.8% Proprietary 

103.2% Proprietary Info 

Mean matrix effect on ionization Interna l 111.3% Proprietary Info 

Standard 164.7% Proprietary Info I 
102.3% Proprietary Info 
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Selectivit 
Matrix effects 
Analyte carryover 

Long term matrix storage stabil ity 

I. INTRODUCTION 

SRI Study No. B181-18 

6 out of 6 lots satisfied acce tance criteria 
6 out of 6 lots satisfied acce tance criteria 
<20% of mean LLOQ peak area for Proprietary 

Some Bl/Bl and Can- over Bl/Bl sam les showed 
carryover for Proprietary and Proprietary Refer to the 
Can-yover section of this report for additional 
information. 
<5% of mean interna l standard eak area 

A bioanalytica l method was validated for the quantitative analysis of Proprietary Proprietary and 
l~P-ro-pr-iet_a_ry~I in Ki EDTA rat plasma , over the concentration ranges 5.00-1000 ng/ml Proprietary and 
l: r?prietary I and 25.0 ng/ml-5000 ng/ml Proprietary Info with 0.0200 ml sample volumes. The internal 
standards used for this assay were Proprietary Info Proprietary Info and !Proprietary Info I The analytes and the 
internal standards were extracted from K2 EDTA rat plasma using a methanol protein precipitation 
followed by LC-MS/MS detection. The finalized analytical method used throughout this validation is 
described in SRI Test Method 106.202 (Appendix A). 

This method was fully validated in dog in SRI Study No. B185-18. As there was no change in 
the analytical range used or the methodology , this was done as a partial validation in rat with one 
accuracy and precision batch. 

Per the partial validation plan (Appendix B), the partial validation included determination of 
linearity and range, selectivity, intra-batch assay accuracy and precision , can-yover, matrix effects, 
matrix effect on ionization, recovery, dilution assessment , room temperature stability, freeze thaw 
stability, reinjection (autosampler) stability, post-preparative extract stability , whole blood processing 
stability, effect of hemolysis, and effec t of concomitant medication. Analyte stock solution stability 
for l: r?prietary I !Proprietary I and !Proprietary I was established in SRI Study No. B 185-18 and, therefore , was 
not performed in this study. Long term matrix storage stability evaluation is ongoing (an interim 
evaluation has been performed) , and the results from this experiment will be provided in an amended 
report . A full description of these parameters and the acceptance criterion for each is detailed in SRI 
SOP 006.060, Bioanalytical Method Validation. 
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This validation was not within the scope of U.S. Food and Drug Administration (FDA) "Good 
Laboratory Practice for Noncl inical Laboratory Studies" (GLP) regulations, as described in 21 CFR 
Part 58. Nevertheless, this validation was planned, performed, recorded , and reported in accordance 
with standard practices to ensure data quality and integrity. This report presents the methodology and 
results of the validation, which demonstrate that the method is appropriate for the quantitation of 
l:r,opr ietary I l:ropr ietary I and !Proprietary I in K 2 EDT A rat plasma over the concentration ranges tested . 

The freezer storage temperature s stated in this report are nomina l. The temperature of the 
Quality Control (QC) storage freezers did not go above -60°C from the time of initial storage of the 
QC samples until the final analysis of these samples. Any recorded departure from the 
manufacturer's specificat ions for a particular freezer unit would result in a facility deviation. No 
deviations were generated as a result of this over the course of this study. 

II. REFERENCE STANDARDS 

The certificates of analysis for the analytes and internal standards are provided in Appendix C. 

Reference Standard Description 

Reference Lot Correction Storage 
Standard Supplier Number Factor Conditions Expiration 
l:r~prie tary I U.S. R077R0 0.997 Refrigerated , Current lot 

Pharmacopeia Protected 
from light 

!Proprietary I U.S. H0M427 0.993 Refrigerated , Current lot 
Pharmacopeia Protected 

from light 
JProprietary I U.S. R044C0 0.940 Refrigerated Current lot 

Pharmacopeia 
!Proprietary Info I Medical 183 0.980b -20°C Retest 06-30-24 

Isotopes, Inc. 
!Proprietary Info I Med ical 411 0.970b -20°C Retest 04-30-20 

Isotopes , Inc. 
!Proprietary Info I Medical 091 0.970b -20°C Retest 10-31-20 

Isotopes, Inc. 

a !Proprietary I was supplied as !Proprietary I monoh drate. The final correction factor used during stock solution 
preparation is based on the amount of Pro rieta present when weighing. 

b The purity was assumed as I 00% during weighing. 
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III. VALIDATION RES UL TS 

A. Summary of Runs Performed 

Six analytical runs were ana lyzed as part of this validation and are summar ized in 
Table 1. 

Pooled control K2 EDTA rat plasma (lot number RAT397850 , expiration 05-31-21) , 
which was used in the preparation of calibration curves, QC samp les, and assay blanks, was 
obtained from BioIVT, Westbury, NY. on 05-21-19 and was stored in a -20°C freezer until 
use. Six unique lots of matrix (lot numbers RA T397851 to RA T397856 , expiration 05-31-21) 
from individual animals used for the assessment of selectivity and matrix effects were also 
obtained from this suppli er on this date. Pooled K2 EDT A rat whole blood (lot number 
RAT399689 , expiration 07-18-19), used in the assessment of whole blood proce ssing 
stability, was also obtained from BioIVT on 06-19-19 , and was stored, refrigerated, until use. 

B. Assay Acceptance Criterion 

For a calibration curve to be cons idered acceptable, at least 75% of cal ibration 
standards must be accurate to within± 15% of the nominal concentration( ± 20% at the lower 
limit of quantitation , or LLOQ) , including at least one replicate at the lowest and highest 
concentration s. 

For accuracy and preci sion expe riments, individual QC sample s at low, mid and high 
concentrations were considered acceptable if they were accurate to within± 15% of the 
nominal concentration( ± 20% at the LLOQ). The intra-batch accuracy and precision were 
acceptable if they were :Sl 5% (± 20% at the LLOQ). With in a run, at least 50% of the QC 
samples at each concentration must have satisfied the acceptance criterion , with at least 67% 
of the total QC samples in a run satisfying the acceptance criterion. 

For QC samples used in batch acceptance, at least 67% of all QC samples must be 
within ± 15% of the nominal concentration , with at least 50% of the QC samples at eac h 
concentration meeting this criterion . 

For QC samp les not used in accuracy and precision evaluation , includ ing, but not 
limited to, stability QC samples, effect of hemolysi s samples, and dilution QC samples, at 
least 50% of the individual replicate s at each concenh·at ion were considered acceptable if they 
were within± 15% of the nominal concenh·ation. Overall accuracy and preci sion at each 
concentration were considered acceptable if they were within± 15%. For QC samples 
prepared at the low concentration for the assessme nt of matrix effects in 6 unique lots of 
pla sma, at least 50% of individu al replicate s for each lot were con sidered acceptab le if they 
were with in ± 15% of the nominal concentration, and the overall accuracy and precision of 
each lot was within± 15%. 
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For whole blood processing stability , the% difference between the mean calculated 
concentrat ion of the timepo int under eva luation and the mean of the t ime zero calcu lated 
concentrat ion must be within± 15% to be cons idered stab le. 

Full details of the acceptance criterion for each validation parameter are detailed in 
SRI SOP 006.060. 

C. Standard Curve Linearity 

A total of eight calibrat ion standards, extracted in duplicate, were used in the 
construction of each calibration curve. The corre lation coefficient (r) in each run was at least 
0.9995 for !Proprietary I and l:roprietary I using a least-squares linear regression with a 1/x 
weig hting . The correlation coeffic ient (r) in each run was at least 0.9986 for l:r?pr ietary I using a 
least-squa res linear regress ion with a l/x 2 weight ing (Tables 2-4). The Ki EDTA rat p lasma 
back-calculated calibration curve concentrations generated from all validation runs are 
presented in Tables 5-7 . The calibration curve ranged from 5.00 ng/m l (LLOQ) to 1000 ng/m l 
(uppe r limit of uant itat ion, ULOQ) for l: r?prietary I and l:r?pr ietary I and from 25.0 ng/m l to 
5000 ng/ml for Proprietary Calibration standards were prepared fresh on each day of 
extraction. Representat ive calibration curves from Run MVl are shown in Figures 1-3. 

D. Accuracy and Precision of QC Samples 

To assess the accuracy and precis ion of the method, QC samples in K2 EDTA rat 
plasma were freshly prepared on the day of analysis at the LLOQ (5.00 ng/ml for Proprietary 

and !Proprietary I and 25. 0 n ml for l:r?pr ietary I low 15. 0 ng/ml for Proprietary and Proprietary and 
75.0 n ml for Proprietary mid (400 n /ml for Proprietary and Proprietary and 2000 n /ml for 
Proprietary and high (800 ng/ml for Proprietary and Proprietary and 4000 ng/ml for Proprietary 

concentrations. To determine intra-batc h accuracy and precision , these QC samples were 
extracted in one analyt ical run in replicates of six at each concentration. 

The intra-batch recis ion across all conce ntrat ions in this ana lytical run ranged from 
1.3% to 5.6% Proprietary Info 1.4% to 5.4% l:r?pr ietary I and 1.9% to 2.8% Proprietary Info The 
intra-batch accuracy ranged from 98.8% to 102.5% !Proprietary In fol 99 .0% to Proprietar Proprietary 

and 98.8% to 100.2% !Proprietary lnfol Summaries of the intra-batch accuracy and precision 
resu lts are prov ided in Tables 8-10. 

E. Maximum Batch Size 

One accuracy and precision batch of sufficient size was analy zed to represent a typical 
batch when running study samples. The maximum batch size of 101 samples was determined 
by counting the number of injectio ns made from the first calibrat ion standa rd to the last 
calibrat ion standard, in Run MV 1. 
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F. Selectivity 

To confirm the select ivity of the assay for each analyte, blank Ki EDTA rat plasma 
( containing no analyte or interna l standard) from six individual an imals were analyzed in 
replicates of n=l. Additionally, a single Bl/Bl sample in plasma matrix representing 0.5% and 
2% hemolysis was also prepared and analyzed. No significant interference ( defined as a peak 
at the retention time of analyte with a peak area of >20% of the mean peak area of the LLOQ 
calibration standard) was detected in any individual lot, or in the hemolyzed samp les. There 
was no significant interference at the retention time of the internal standard (>5% of the mean 
internal standard peak area); therefore, lack of selectivity did not appear to be significant. 
Refer to Tables 11-13 for a summary of the results for each analyte . 

Additionally, pooled Ki EDT A rat plasma was used to prepare double blank samp les 
containing no analytes or internal standards (Bl/Bl) and blank samp les containing only 
internal standa rds but no analytes (Bl/IS); these samples were extracted in duplicate in each 
analytical run. There was no signifi cant interference at the retention time of either the 
analytes or internal standards in the Bl/Bl samples , as defined above, with the following 
exceptions. In Runs MVl-RI, MV2 , MV4 and MV5 the second Bl/Bl sample showed a 
significa nt interference at the analyte retention time for l:r,oprietary I Also, a si nificant 
interference was observed in the second Bl/Bl samp le in Run MVl-RI for Proprietary This was 
probably due to carryover , as a high QC sample directly preceded injection of these samp les. 
No other Bl/Bl samples for either l:r?prietary I !Proprietary I or !Proprietary I showed significant 
interference. In all Bl/IS samp les, there was no significant interference at the retention time of 
the analytes, as defined above. Refer to Tables 14-16 for a summar y of the results for each 
analyte. 

In one analytical run , a sample prepared at the ULOQ but containing no internal 
standards (ULOQ/Bl) was extracted in re licates of n= l. This ULOQ samp le contained only 
l:r,oprietary I or only J:r?prietary I or only Proprietary - the analyte s were not co-spiked. There was no 
significant interference originating from the analyte at the retention time of the internal 
standards ( defined as >5% of the mean extracted internal standard eak area . There was no 
significa nt interference at the analyte retention time in the Proprietary or Proprietary ion channels 
when the ULOQ/Bl l:r,aprietary I sample was injected, and similarl no interference was 
observed in the other analyte ion channels when the ULOQ /Bl Proprietary nd !Proprietary I samp les 

Info 
were injected. 

G. Carryover Assessment 

Ca1Tyover was assessed in each analyt ical run by injecting a Bl/Bl sample immedi ately 
after each ULOQ calibration standard. There was no significant interference ( defined as a 
peak at the retention time oflProprietary I with a peak area of >20% of the mean analyte peak area 
of the LLOQ cal ibration standards , or a peak at the retention time of the interna l standard with 
a peak area of >5% of the mean internal standard peak area); therefore , carryove r does not 
appear to have a significant impact on this assay for this analyte. Significant carryover was 
seen in both carryover blank samples in Runs MVI , MVl-RI , MV3, MV4 and MV5 for 
l:r,aprietary I with one carryover blank samp le affected in Run MV2. Also, carryover was seen in 
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one carryover blank sample in Runs MV I , MV l -Rl and MV2 forlProprietary I Refe r to Tables 
14- 16 for a summ ary of the results. Ca nyove r will be monitored dw-ing sample ana lysis. 

H. Dilution Assessment 

To evaluate the ability to dilute a sample prepared at a concen tra tion higher than the 
analytical range , a dilut ion QC sample was prepared at 5000 ng/ml l:r?prietary I and l:r?prietary I 
and 250 00 ng/ml l:r?prietary I fres h on the day of extrac tion. This QC was diluted 10-fo ld and 
50-fold with con tro l K2 EDTA rat plasma and extracted in replicates of six. The overa ll 
resu lts for both dilut ion schemes satisfied the acceptance criterion as defined by SRI SOP 
006.06 0. Refer to Tables 17-19 for a summary of the resu lts. 

I. Matrix Effects 

To eva luate matrix effec ts, Ki EDT A rat plas ma from six individual animals was 
s iked at the low QC concen trati on (15.0 ng /ml for l:r?prietary I and IPr_?prietary I and 75.0 ng/m l for 
Proprietary and extrac ted in replicates of four. The results for all six lots satisfied the 
accep tance criterion for each ana lyte as defined by SRI SOP 006 .060, demonstrating that 
matrix effects do not have a significa nt imp act on this assay. Refer to Tables 20-22 for a 
summary of the result s. 

J. Recovery 

The recovery of the method for the analytes and the internal standa rds was asse ssed by 
compar ing the peak areas of each ana lyte and internal standard in extrac ted QC samp les at 
low, mid and high concentra tions with the peak areas obtained from extrac ted Bl/Bl plasma 
samples. The methanol supe rnatant from the extracted Bl/Bl sample s was diluted w ith 
recovery solu tions containing all analytes and internal standards to give final concentrations 
equivalent to the theore tical leve ls in the extracte d samples (post-extrac ted spiked samples). 
All sam ples were eva luated in replicates of six. Th e recovery solution diluent was 
water:methanol (90: 10, v:v) with 0.1 % acetic ac id. 

The mean recove ry of l:r,oprietary 11:roprietary I and !Proprietary I across concentrations was 
96.9% , 95.3%, and 105.9% , respective ly. The mean recovery of lProprietary Info I !Proprietary Info I 
and !Proprietary Info I was 96.9% , 94.5%, and 98.8 %, respective ly. There is no defined acceptance 
criterion for recove ry, and these mean recovery values indicate that the deg ree of recove ry 
achieve d during th is extrac tion procedure is satisfactory. Refer to Tab les 23-28 for a 
summ ary of the results. 

K. Matrix Effect on Ionization 

The ability of the matrix to enhance or supp ress the ana lyte or internal standa rd 
response was assessed by compari ng the peak areas of analytes and internal standards in the 
post-extrac ted spiked Bl/Bl samples desc ribed in the Recove ry section, above , with the 
recovery solu tions. The recovery solutions were diluted with 0.2% acet ic acid in methanol 
beforehand , which represented the plasma supernatant. All samples were evaluate d in 
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replicates of six. The first injection of the low recovery solution for !Proprietary I and !Proprietary Info I 
was dete1mined to be a Grubbs outlier, and was excluded from the summary statistics. The 
other two analytes in this sample were not statistical outliers. A value of > 100% indicates 
enhancement caused by the matrix , and a value < 100% indicates suppression. 

The matrix effect on ionization of the response for l: r?prietary 11:roprietary I and !Proprietary I 
was 111.2%, 162. 8%, and 103 .2%, respectivel . The matrix effect on ionization of the 
response for !Proprietary Info I !Proprietary Info I and Proprietary Info was 111.3%, 164.7%, and 102.3%, 
respectively. There is no defined acceptance criterion for the acceptable degree of matrix 
effect on ionization. These values indicate that the matrix effect on ionization observed 
during this extraction procedure would not have significant impact on the assay. Refer to 
Tables 29-34 for a summary of the results. 

L. Room Temperature Matrix Stability 

Room temperature matrix stability of each analyte in K2 EDTA rat plasma was 
determined by extracting QC samples at low and high concenh·ations, in replicates of four, 
which had been stored at room temperature for 25 hr before extraction. These QC samples 
were analyzed against a fresh calibration curve and fresh QC samples. The overall results for 
room temperature stability for up to 25 hr satisfied the acceptance criterion as defined by SRI 
SOP 006.060. Refer to Tables 35-37 for a summary of the results. 

M. Freeze Thaw Matrix Stability 

Freeze thaw matrix stability of each analyte in K2 EDTA rat plasma was determined 
by extracting QC samples at low and high concenh·ations , in replicates of four, which had 
been subjected to five freeze thaw cycles before extraction. QC samples were stored frozen at 
:S-60°C for a minimum of 24 hr prior to the first thaw and stored frozen for subsequent periods 
of not less than 12 hr. Samples were thawed for a minimum of 1 hr at room temperature prior 
to re-freezing. These QC samples were analyzed against a fresh calibration curve and fresh 
QC samples. The overall results for freeze thaw stability for up to five cycles satisfied the 
acceptance criterion as defined by SRI SOP 006.060. Refer to Tables 38-40 for a summary of 
the results. 

N. Reinjection (Autosampler) Stability 

Reinjection stability of each analyte in K2 EDT A rat plasma was demonstrated by 
reinjecting the calibration standards, the LLOQ, low, mid and high accuracy and precision QC 
samples, and the Bl/Bl , Bl/IS , and carryover samples from Run MVl after 94 hr of 
refrigerated storage (set point 5°C). The re-injected run was designated as Run MVl-RI. The 
overall results for reinjection stability for up to 94 hr under refrigerated condit ions satisfied 
the acceptance criterion as defined by SRI SOP 006.060. Refer to Tables 41-43 for a 
summary of the results. 

17 Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary lntol !Proprietary 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

0. Post-Preparative Extract Stability 

Post-preparative extract stability of each ana lyte in K2 EDTA rat plasma was 
determined by extracting QC samples at low and high concentrations, in replicates of four, in 
Run MV2. These QC extracts were then stored in a refrigerated autosampler (set point 5°C) 
and analyzed with a fresh calibration curve and fresh QC samples prepared in Run MV3. The 
overall results for post-preparative extract stability for up to 99 hr under refrigerated 
condition s satisfied the acceptance criterion as defined by SRI SOP 006.060. Refer to Tables 
44-46 for a summary of the results. 

P. Whole Blood Processing Stability 

The stab ility of each analyte during the proce ssing of spiked K2 EDTA rat whole 
blood was determined by spiking whole blood samples at two concentrations and harvesting 
the plasma at time zero (TO) and 1 hr and 4 hr after spiking. The whole blood samples were 
stored refr igerated (5°C ± 3°C) during this eriod of stora e. The whole blood was s iked to 
give a final conce ntration of 7.50 ng/ml Proprietary and Proprietary and 37.5 n ml Proprietary 
representing the low analyte concentration , and 400 ng/ml Proprietary and Proprietary and 
2000 ng/ml l:r?prietary I representing the high analyte concentration ( assuming that 100% of 
the analytes partition s into the plasma). Following plasma collection , the plasma samples 
were stored at :S-60°C prior to extraction. The se samples were then extracted in replicates of 
four at each concentration , in Run MV4. The calculated final (mean) TO concentrations in 

lasma at the low concentration were 11. 1 ng/ml, 9.36 ng/ml, and 53.7 ng/ml for l:r?prietary I 
Proprietary and l:r?prietary I respective ly. The calcu lated final (mean) TO concentrat ions in 
plasma at the hi h concentration were 611 ng/ml , 53 3 ng/ml, and 3010 ng/ml for l:r~prietary 
l:r?prietary I and Proprietary respectiv ely. The overall results for whole blood processing stability 
for up to 4 hr under refrigerated conditions satisfied the acceptance criterion as defined by SRI 
SOP 006.060. Refer to Tables 47-49 for a summary of the results. 

Q. Effect of Hemolysis 

The effect of hemolysis on the quantitation of each analyte was determin ed by 
preparing low and high QC samples in matrix representing 0% hemolysis, 0.5% hemolysis , 
and 2% hemolysis, to determine whether the presence of whole blood had an impact on the 
ability to accurately quantify the analyte. The overall results indicated that hemolysis at 0.5% 
and 2% had no significant impact on the quantitation of each analyte as defined by SRI 
SOP 006.060. Refer to Tables 50-52 for a summary of the results. 

R. Long Term Matrix Storage Stability 

Long term matrix storage stability of each analyte in K2 EDT A rat plasma was 
determined by extracting QC samples at low and high concentration s, in replicate s of four, 
after storage for 25 days at :S-60°C. These QC samples were analyzed against a fresh 
calibration curve. Also included in this batch were freshly prepared assay acceptance QC 
samples (low, mid and high QC samples in replicates of two), which were extracted to 
detennine the accuracy of the calibration curve preparation and the validity of the stability QC 
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final results. The overall results for long term matrix storage stability for up to 25 days at 
:S-60°C sat isfied the acceptance criter ion as defined by SRI SOP 006.060 . Refer to Tab les 
53-55 for a summary of these results. Determ inat ion of long term mat r ix storage stabil ity of 
each analyte in K2 EDT A rat plasma at :S-60°C is currently ongoing ; the results will be 
reporte d in an amended report. 

S. Concomitant Medication 

The effect of !Proprietary I and !Proprietary I on Proprietary uant itat ion was assessed by 
preparing a plasma sample containing 15.0 ng/ml Proprietary (the low QC concentration), 
2000 n /ml jPr9prietary I and 20000 ng/ml !Proprietary I These concentrations of lProprietary I and 
Proprietary were selected as they were est imated to be at or above the Cmax observed in previo us 
stud ies at high dose concentrat ions. These samples sat isfied the acceptance criterion for 
l:r9prietary I indicating that addition of I Proprietary I and !Proprietary I at high concentrations had no 
adverse effect on the ability to quantitate this ana lyte . Simi larly, no impact on !Proprietary I at the 
low QC concentratio n was observed when l:r~prietary I and !Proprietary I were spiked into plasma at 
2000 ng/ml and 20000 ng/ml, respective ly. No impact on !Proprietary lat the low QC 
concentration was observed when l:r?prietary I and !Proprietary I were spiked into plasma at 
2000 ng/ml. Refer to Tab les 56-58 for a summa ry of these resu lts. The results of the assay 
acceptance QC samp les are prov ided in Tables 59-61. 

IV. DEVIATIONS 

There were no deviations to SRI SOPs that had any impact on the integrity of the study. 

V. DATA MANAGEMENT 

The LC-MS /MS data were acq uired, peak areas we re integrated, the ca librat ion line reg ress ion 
was calculated, and the final concentrations were generated using AB Sciex Analyst software, version 
1.6.2 (AB SCIEX , Framingham , MA). Figures 4- 18 show the integrations performed by the Analyst 
software on selected chromatographs. The statist ics descr ibed in this repo rt we re generated with this 
software, using unro unded va lues, with the except ion of the statistic s used to calculate recovery and 
matrix effect on ionization, which were generated us ing Microsoft Exce l 2016 (Microsoft, Corp., 
Redmond , WA). 

VI. DATA STORAGE 

The final report, raw data , suppo rting document s, and reco rds spec ific to this study will be 
retained and store d by SRI International. All reco rds will be maintained for at least 1 year. At the 
end of the reten tion period , the Sponsor will be contacted regarding further disposition of these 
records. 
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VII. DISCUSSION AND CONCLUSI ON 

The val idation demonstrated that the method is appropr iate for quant itation of l:r~prietary 

l~:r-?p-rie- ta-ry~I and !Proprietary I in K2 EDTA rat plasma over the concentrat ion range 5.00-1000 ng/ml 
l: r?prietary I and l:r?pr ietary I and 25.0-5000 ng/m l !Proprietary lnfol 

VIII. DEFINITIONS AND ABBREVIATIONS 

Accuracy: Calcu lated concentratio n * 100 
Nom inal concent rat ion 

Bl/Bl: Double blank , containing no analyte or interna l standard 
Bl/IS: Blank , containing only internal standard 
CV : Coeffic ient of variatio n; SD/mean * 100 
% Difference (stabi lity eva luations) : 

((New value - original value) /original value)*I00 
% Difference (specific ity / carryover evaluations) : 

DMSO: 
K2EDTA: 
IS : 
LC-MS /MS : 

LLOQ: 
Matr ix effects on 
Ion izat ion: 

MV: 
PAR : 
QC : 
% Recovery: 
ULOQ: 
ULOQ /Bl: 

((Peak area (blank)/Mean peak area (LLOQ))* l 00 
Dimethyl sulfoxide 
Di-potassium eth lenediaminetetraacetic acid 
Internal standard Proprietary Info !Proprietary Info 11,....Pr-op- ri-eta_ry_ ln- fo-, 

Liquid chromatography- mass spectromete r (tandem or tr iple-quadrupo le mass 
spectrometer) 
Lower limit of quantitation 

Mean peak area (post extracted spiked)/Mean peak area (recovery 
solution)* 100 
Method validation 
Peak area ratio 
Qua lity contro l 
Mean peak area ( extract )/Mea n peak area (post extracted spiked)* I 00 
Upper limit of quantitation 
Sample conta ins analyte at the ULOQ concentrat ion but no internal standa rd 
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• B181-18-MV1_Final.rdb~" linear· Regression ("1 I (x • x)" v.eighting): y = 0.00217 x + 0.000546 (r = 0.9994) 
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Figure 1. Representative !Proprietary I K2 EDT A rat plasma calibration curve. 
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• B181-18-MVl_Final.rdb ~ "Linear" Regression ("1 / x" weighting): y = 0.00484 x + 0.00167 (r = 0.9995) 
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Figure 2. Representat ive !Proprietary I K2 EDT A rat plasma calibration curve . 
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• B181-18-MVl_Final rdb ~ "Linear" Regression ("1 / x" weighting): y = 0.00117 x + 0.00121 (r = 0.9998) 

6.0-

I 
I 
I 

5.5-
I 
I 

I 
5.0-

I 
I 
I 

4.5-
I 
I 

I 
4.0-

"' 3.5-~ 
< I 

~ I 

"' 
I 

3.0-
~ I 
< I • t I 
"' 2.5-e 
< 

2.0-
I 

' 1.5-

I 
1.0-

' • 0.5-

• 
0.0 ~-

500 1000 1500 2000 2500 3000 3500 4000 4500 
Ana e Cone. / IS Cone. 

Figure 3. Representative !Proprietary I K2 EDTA rat p lasma calibration curve. 
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Run Number 

MVI 

MVI-Rl 

MV2 

MV3 

MV4 

MYS 

Method Validation Report for the Quantitative Analysis oflP roprietary lnfol !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B181-18 

Table 1 

Summary of Validation Runs 

Date Extracted Date Analyzed Outcome (Pass/Fail) Parameters Investigated 

Accuracy, Precision, Canyover, Recovery, Matrix Effect on Ionization, 
13-Jun-l 9 13-Jun-l 9 Pass Eftect ofDilution, Maximum Batch Siz.e 

13-Jun-19 17-Jun- 19 Pass Reinjection (Autosampler) Stability 

Selectivity, Matrix Effects using 6 Unique Lots of Plasma, ULOQ/Bl, 
14-Jun-19 14-Jun-19 Pass Canyover, Concomitant Medication 

Room Temperature Stability, Post-Preparative Extract Stability, 
18-Jun-19 I 8-Jun-19 Pass Canyover 

Canyover, Whole Blood Stability, Eftect ofHemolysis, Freeze-l11aw 
20-Jun-19 20-Jun-l 9 Pass Stability 

8-Jul- 19 8-Jul-19 Pass Interim Long Tenn Storage Stability in Matrix 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritona vir, 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 2 

Summar y of Calibration Curve Parameters for Lopinavir 

RunNwnber Slope Intercept Correlation Coeffic ient (r) 

MVl 0.00217 0.000546 0.9994 

MVl-RI 0.00213 0.00155 0.9993 

MV2 0.00221 0.00126 0.9986 

MV3 0.0021 l 0.001 I 9 0.9994 

MV4 0.00214 0.00151 0.9996 

MV5 0.00210 0.00131 0.9992 
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SRI Study No. B181-18 

Table 3 

Summary of Calibration Curve Parameters for !Proprietary 

Run Number Slope Intercept Correlation Coefficient (r) 

MVl 0.00484 0.00167 0.9995 

MVl-RI 0.00486 0.00183 0.9998 

MV2 0.00489 0.00282 0.9998 

MV3 0.00466 0.00287 0.9995 

MV4 0.00483 0.00160 0.9997 

MV5 0.00484 0.00311 0.9996 
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Table 4 

Summary of Calibration Curve Parameters for !Proprietary 

RunNwnber Slope Intercept Correlation Coefficient (r) 

MVI 0.00117 0.00121 0.9998 

MVI-Rl 0.00115 0.00305 0.9998 

MV2 0.00120 0.00506 0.9997 

MV3 0.00115 0.00154 0.9999 

MV4 0.00118 0.000994 0.9999 

MYS 0.00117 0.00289 0.9995 
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RunN111mer 5.00 

MV I 5.01 

4.93 

MVI - RI' 4.95 

4.86 

MV2 4.90 

4.97 

MV3 4.80 

5. 17 

MV4 4.78 

5.24 

MV5 4.87 

5.18 

Mean 4.98 

SD 0.164 

%CV 3.3 

%Accuracy 99 .7 

n IO 

Method Validation Report for the Quantitative Analysis oflP roprietary lnfol !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B181-18 

Table 5 

Back-Calculated Concentrations of l:r?p rietary I Calibration Standards (ng/ml) 

Standard Description 

%Ace 10.0 %Ace 20 .0 %Ace 50 .0 %Ace 100 %Ace 200 %Ace 

100.1 9.88 98.8 19.8 98.8 51.5 103.1 99.9 99.9 205 102.7 

98.6 10.3 103.0 20.2 100.8 49 .9 99 .8 102 102.5 2 10 105.2 

98.9 10.4 104.3 20.5 102.3 50.7 101.4 100 100.3 200 99 .8 

97 .2 9.90 99.0 21.0 105.2 51.0 102.0 103 102.5 199 99.3 

98 .0 9.45 94.5 22.0 110.1 48 .5 970 102 102.3 203 101.7 

99 .3 10.2 102.3 21.5 107.3 51.7 103.5 98 .8 98 .8 192 95.9 

96.0 9.82 98.2 19.6 98 .2 50 .0 100.0 105 104.7 194 97.0 

103.4 10.2 102.3 20.5 102.5 51.6 103.1 95.3 95.3 199 99.3 

95.5 9.85 98 .5 20 .2 100.8 51.6 103.3 IOI 101.3 196 98 .0 

104.9 10.0 100 .1 20 .0 100. 1 49 .0 97.9 100 100.4 199 99.5 

97.4 9.76 97 .6 20.6 103.1 53 .1 106.2 100 100.4 209 104.4 

103.6 9.63 96.3 20.9 104.3 48.0 95.9 97.5 97.5 197 98 .7 

9.92 20 .5 50.5 100 200 

0.278 0.755 1.68 2.70 6.27 

2.8 3.7 3.3 2.7 3.1 

99 .2 102.6 101.0 100.3 100.2 

10 IO IO 10 10 

' This is a re injection of run MV I , and is oot included in the statistics. 

43 

500 %Ace 1000 %Ace 

472 94 .5 988 98.8 

473 94. 5 989 98.9 

471 94 .2 1010 IOI.I 

472 94 .5 980 98.0 

482 96.3 994 99 .4 

492 98 .5 952 95 .2 

504 100.7 1030 102.6 

500 100 .0 967 96 .7 

492 98.5 l000 100.4 

492 98.4 1030 102 .5 

483 96.6 999 99.9 

494 98 .8 993 99.3 

488 994 

10.7 22.8 

2.2 2.3 

97.7 99.4 

10 10 
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Run Number 5.00 

MV l 4.65 

4.96 

MV1-RI
0 

4.67 

4.9 1 

MV2 4.90 

4.59 

MV3 4 .77 

4.55 

MV4 4 .95 

4.8 8 

MV5 4.77 

4 .64 

Mean 4 .77 

SD 0.152 

%CV 3.2 

%Accuracy 95.3 

n IO 

Method Validation Report for the Quantitative Analysis oflP roprietary lnfol !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B181-18 

Table 6 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Desciwt ion 

%Ace 10.0 %Ace 20 .0 %Ace 50.0 %Ace 100 %Ace 200 %Ace 

93 .0 10.3 103 .3 19.7 98.4 53.3 106.6 99.0 99.0 206 102.8 

99.2 9.48 94.8 20.4 102.0 49,9 99.8 106 106.4 197 98.4 

93.5 9.86 98 .6 20 .6 103.0 5 I. I 102.2 97.9 97.9 209 104.4 

98.1 10.3 102.7 21.2 106.2 48.6 97 .2 100 100.3 195 97.4 

98 .0 10 .2 10 1.6 20 .2 101.l 50.6 101.2 98.6 98.6 203 101.3 

91.8 10 .0 100.4 20.9 104.5 50.8 101.6 100 100.4 207 103.4 

95.4 9.82 98.2 19.5 97 .5 51.1 102.2 104 103.9 203 101.7 

91.0 10.3 102 .7 20 .8 104 .0 49 ,6 99 . l 104 103.5 196 98.2 

99 .0 9.49 94.9 19.8 99 . 1 48.6 97.2 102 102. 1 207 103.4 

97.5 10.3 103.5 20 .9 104 .6 49 .9 99 .7 104 103.8 198 99.2 

95.4 10.0 100 .0 2 1.0 105.0 49.9 99 .9 99.7 99.7 209 104.6 

92.8 10.2 102 .0 20 . l 100 .7 49 .8 99 .7 100 100.0 212 105.9 

10.0 20.3 50.3 102 204 

0.322 0.55 4 1.24 2.59 5.23 

3.2 2.7 2 .5 2.5 2.6 

100. l 101.7 100.7 101.7 101.9 

IO IO IO 10 10 

a lllis is a reinjection of run MVl , and is not included in the statistics. 

44 

500 %Ace 1000 %Ace 

468 93.6 1020 101.7 

505 101.0 1000 100.0 

495 99.0 1010 101.5 

493 98.7 994 99 .4 

488 97.5 993 99.3 

486 97. 1 1020 102.3 

524 104.9 995 99 .5 

509 101. 8 964 96.4 

483 96.6 1020 102.2 

486 97.3 999 99.9 

490 98.0 1010 100.9 

476 95.2 1000 100.4 

49 1 1000 

16.7 17.3 

3.4 1.7 

98.3 100.3 

10 10 
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Rtu1Number 25 .0 

MVI 23.2 

24.3 

MV\-Rl 3 24.8 

23.2 

MV2 23.4 

22.7 

MV3 23.5 

24.4 

MV4 25.7 

24.2 

MV5 23.0 

23 .9 

Mean 23.8 

SD 0.874 

%CV 3.7 

%Accuracy 95.2 

n 10 

Method Validation Report for the Quantitative Analysis oflP roprietary lnfol !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B181-18 

Table 7 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Description 

%Ace 50.0 %Ace 100 %Ace 250 %Ace 500 %Ace IOOO %Ace 

92.8 52.6 105.3 99.8 99.8 246 98.5 505 IO I. I 1050 104.6 

97.2 52.2 104 .5 98.5 98.5 260 104 .0 501 100.2 969 96.9 

99.1 5 1.5 103.0 95.1 95.1 252 100.9 501 100. 1 1060 105.7 

92.9 50.1 100.2 IOI 101.0 250 99.8 520 104.0 1010 I 0 1.4 

93.4 49.0 97.9 102 102. 1 256 102.2 512 102.4 1040 103.6 

90.8 49.3 98.7 107 106.8 250 100.1 510 102. 1 1040 103.9 

93.9 49.4 98 .7 99.8 99.8 255 102 .0 506 101.2 10 10 100 .8 

97.7 52.8 105 .6 IOI 101.4 248 990 496 99.2 990 990 

102.7 49.4 98 .7 99.6 99.6 243 97 .2 508 101.6 10 10 100.8 

96.8 49.1 98.2 101 100.9 253 IOI.I 517 103.4 1020 101.6 

91.8 53 . 1 106 . 1 103 102.9 250 99 .9 489 97.8 1060 106 .2 

95.4 47.9 95 .8 102 102.1 242 96 .8 526 105.1 1060 106 .0 

50.5 101 250 507 1020 

1.95 2.34 5.71 10.4 30 .5 

3.9 2.3 2.3 2.0 3.0 

100.9 101.4 100.1 101.4 102.3 

10 10 10 10 10 

' Tilis is a reiqjection of run MVl, and is not inch1ded in the statistics. 
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2500 %Ace 5000 %Ace 

2440 97.7 5040 100.8 

2430 97.1 5060 101.3 

2450 97.9 5040 100.7 

2480 99.0 4950 99.0 

25 10 100 .5 4970 99.4 

2390 95.5 5020 100.4 

2560 102.4 4960 99.2 

2530 101.3 4940 98.9 

2510 100.2 5000 99.9 

2410 96.5 5040 100.9 

2480 99.0 5010 100 .2 

2350 94.2 5030 100 .6 

2460 5010 

66.8 39 .1 

2.7 0 .8 

98.4 100.2 

10 10 
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Table 8 

Intra-Batch Accuracy and Precision of l: r_?prietary l QC Samples (ng/ml) 

QC Description 

Run Number 5.00 %Ace 15.0 %Ace 400 %Ace 800 

MYl 5.19 103.8 15.3 102.0 423 105.8 766 

5.52 I 10.5 15.3 101.9 390 97.4 786 

4.95 99 .1 15.4 102.6 374 93.5 775 

5.17 103.5 15.3 101.7 395 98.6 806 

4.96 99.2 15.8 105.0 395 98.7 820 

4.68 93 .6 15.3 101.8 413 103.2 791 

Mean 5.08 15.4 398 79 1 

SD 0.285 0.193 17.4 19.9 

%C V 5.6 1.3 4.4 2.5 

%Accuracy 101.6 102.5 99.5 98.8 

n 6 6 6 6 
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%Ace 

95.7 

98.3 

96.9 

100.7 

102.5 

98.8 
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Table 9 

Intra-Batch Accuracy and Precision oflP roprietary I QC Samples (ng/ml) 

QC Description 

Run Number 5.00 %Ace 15.0 %Ace 400 %Ace 800 

MVI 5.46 109.3 15.2 !01.5 4 14 103.6 782 

4.87 97.5 15.6 104.3 392 98 .0 794 

5.06 101.2 15.0 100.0 396 98 .9 747 

4.96 99 .1 15.2 101.2 4 16 104.1 824 

5.33 106.6 15.4 102.7 395 98.8 786 

4.74 94 .9 15.3 101.8 408 101.9 818 

Mean 5.07 15.3 404 792 

SD 0.276 0.218 10.6 27.7 

%CV 5.4 1.4 2.6 3.5 

%Accuracy 101.4 101.9 100.9 99.0 

n 6 6 6 6 
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%Ace 

97.7 

99.3 

93.4 

103.0 

98.3 

102.3 
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Table 10 

Intra-Batch Accuracy and Precision of !Proprietary I QC Samp les (ng/ml) 

QC Descr iption 

Run Number 25.0 %Ace 75.0 %Ace 2000 %Ace 4000 

MV l 24.9 99 .5 73.4 97.9 2070 103.6 4010 

25.0 99.8 76.2 101.6 1920 96.0 4020 

25.l 100.4 74.7 99.5 1980 98.9 3880 

25.2 100.8 73.7 98.2 1970 98.5 4050 

23.4 93.6 77. 1 102.8 1980 99.1 3970 

24.6 98.4 75.6 100.8 2050 102.7 4130 

Mean 24.7 75. 1 2000 4010 

SD 0.667 1.45 56.8 84.8 

%CV 2.7 1.9 2.8 2.1 

%Accuracy 98.8 100 .2 99.8 100.2 

n 6 6 6 6 
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%Ace 

100.2 

100.5 

97.0 

101.3 

99.1 

103.3 
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Table 11 

Selectivit y Determination using Six Unique Lots of K2 EDTA Rat Plasma and 
Effect of Hemolysis !Proprietary Info I 

Se lec tivity Detennination us ing Six Unique Lots of K2 EDTA Rat Plasma 

Peak Area 
Run Number Lot I Lot 2 Lot 3 

MV2 1846 1277 885 

% Diffurence from Mean of LWQ 9.8 6.8 4.7 

Peak Area of I st Lower Limit ofQuantitation Cabbration Standard: 

Peak Area of 2nd Lower Limit ofQuantitation Calibration Standard: 

Mean: 

Selectivity Detennination ~ith Effect ofHemolysis 

Peak Area 

Run Number 0.5% hemolysis 2% hemolysis 

MV4 1462 866 

% Difrerence from Mean of LLOQ 7. 1 4.2 

Peak Area oflst Lower Limit ofQuantitation Cahbra tion Standard : 

Peak Area of2nd Lower Limit ofQua ntitation Cahbration Standard: 

Mean : 
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Lot4 

808 

4.3 

19377 

18226 

18802 

19756 

21646 

20701 

Lot 5 

482 

2.6 

Lot6 

350 

1.9 
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Table 12 

Selectivity Determination using Six Unique Lots of K2 EDTA Rat Plasma and 
Effect of Hemolysis !Proprietary Info I 

Se lectiv ity Dete nninatioo using Six Unique Lots ofK2 EDTA Rat Plasma 

Run Number Lot I Lot2 Lot3 

MV2 1229 517 335 

% Diffe rence from Mean ofLLOQ 7. 1 3.0 1.9 

Peak Area of I st Lower Limit ofQ uantitation Calibration Standard: 

Peak Area of 2nd Lower Limit ofQuantitation Calibration Standard: 

Mean: 

Selecti v ity Determination mt h Effect of Hemolys is 

Pe ak Area 

Run Number 0 .5% hemolysis 2% hemolysis 

MV4 708 0 

% Difference from Mean ofLLOQ 3.8 0.0 

Peak Area of 1st Lower Limit ofQuan titation Cahbration Standard: 

Peak Area of2nd Lower Limit of Quantitation Calibration Standard: 

Mean: 

50 

Peak Area 

Lot4 

197 

I. I 

18525 

16243 

17384 

18396 

19135 

18766 

Lot5 

0 

0.0 

Lot6 

203 

1.2 
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Table 13 

Selectivity Determination using Six Unique Lots of K2 EDTA Rat Plasma and 
Effect of Hemolysis !Proprietary Info I 

Se lectivity Detennination using Six Unique Lots ofK2 EDTA Rat Plasma 

Run Number Lot 1 Lot2 Lot3 

MV2 887 756 762 

% Difference from Mean ofLLOQ 2.3 1.9 2.0 

Peak Area of I st Lower Limit ofQuantitation Calibration Standard: 

Peak Area of2nd Lower Limit ofQuantitation Calibration Standard : 

Mean: 

Selectivity Determination with Effect ofHemolysis 

Peak Area 

Rwi Niunber 0.5% hemolysis 2% hemolysis 

MV4 310 236 

% Difference from Mean ofLLOQ 0.9 0.7 

Peak Area of 1st Lower Limit ofQ uantitation Calibration Standard: 

Peak Area of2nd Lower Limit ofQuantitation Cahbration Standard: 

Mean: 
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Peak Area 

Lot4 

0 

0.0 

410 17 

36810 

389 14 

35655 

33646 

34651 

Lot 5 

0 

0.0 

Lot6 

1285 

3.3 
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Table 14 

Selectivity Determinati on and Carryov er o f l:r ?prietary I in Assay Bl/Bl and Bl/IS Samples 

Peak Area 
Run Number LLOQ Mean LLOQ BVBI % Difference BVIS % Difference 

MVI 17797 18120 855 4.7 869 4.8 
18442 473 2.6 712 3.9 

MVI-RJ 19305 18719 1181 6.3 995 5.3 
18132 5297 28.3 2010 10.7 

MV2 19377 18802 969 5.2 708 3.8 
18226 3953 21.0 1512 8.0 

MV3 17897 18422 347 1.9 191 1.0 
18947 3279 17.8 1745 9.5 

MV4 19756 20701 123 l 5.9 1715 8.3 
21646 4941 23.9 1831 8.8 

MYS 19347 19123 519 2.7 413 2.2 
18899 3966 20.7 1521 8.0 

% Difference is calculated using the m:an of the LLOQ peak areas . 
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Canyover % Difference 

4460 24.6 
4161 23.0 

4923 26.3 
4806 25.7 

5042 26.8 
3660 19.5 

4341 23.6 
4260 23.1 

5949 28.7 
5545 26.8 

5764 30.l 
4715 24.7 
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Table 15 

Selectivity Determination and Carryov er of !Proprietary I in Assay Bl/Bl and Bl/IS Samples 

Peak Area 
Run Number LLOQ MeanLLOQ BVBI % Difference BVIS % Difference 

MVl 15814 16862 0 0.0 250 1.5 
17910 185 I.I 488 2.9 

MVl-RI 17037 17200 0 0.0 248 1.4 
17362 3802 22.1 1877 10.9 

MV2 18525 17384 0 0.0 348 2.0 
16243 2520 14.5 1236 7.1 

MV3 17588 17023 0 0.0 437 2.6 
16458 2750 16.2 1338 7.9 

MV4 18396 18766 0 0.0 345 1.8 
19135 3630 19.3 1215 6.5 

MV5 18962 18324 0 0.0 224 1.2 
17685 2943 16.1 1335 7.3 

% Difference is calculated using the mean of the LLOQ peak areas. 
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Canyover % Diflerence 

3457 20.5 
3059 18.1 

3319 19.3 
3693 21.5 

3615 20.8 
2995 17.2 

3225 18.9 
3086 I 8.1 

3528 18.8 
3619 19.3 

3511 19.2 
3614 19.7 

Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitative Analysis of !Proprietary lnf9 !Proprietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 16 

Selectivity Determination and Carryover of! Proprietary I in Assay Bl/Bl and Bl/IS Samples 

Peak Area 
Run Number LLOQ MeanLLOQ BVBI % Difference BVIS % Difference 

MVl 35920 37222 307 0.8 835 2.2 
38524 228 0.6 950 2.6 

MVl-RI 38736 37204 230 0.6 362 1.0 
35671 2259 6.1 1475 4.0 

MV2 41017 38914 423 1.1 1722 4.4 
36810 2632 6.8 1877 4.8 

MV3 34106 34531 549 1.6 889 2.6 
34956 2126 6.2 1315 3.8 

MV4 35655 34651 845 2.4 146 0.4 
33646 888 2.6 2382 6.9 

MV5 38351 37141 0 0.0 0 0.0 
35931 1503 4.0 1862 5.0 

% Difference is calculated using the mean of the LLOQ peak areas. 
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Canyover % Diflerence 

990 2.7 
2805 7.5 

1650 4.4 
2760 7.4 

1501 3.9 
1194 3.1 

1671 4.8 
891 2.6 

508 l.5 

2385 6.9 

1833 4.9 
1715 4.6 
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Table 17 

Dilution Assessment of l:r? prietary l (ng/ml) 

Dilution QC Concentration 

Run Number 5000a %Accuracy 5000b %Accuracy 

MVI 4970 99.3 5140 102.7 

4860 97.2 5020 100.4 

4850 97 .0 4990 99.9 

4780 95 .5 4900 98 .0 

4850 97.0 5010 100.2 

4590 91.8 4930 98 .7 

Mean 4810 5000 

SD 127 81.5 

%CV 2.6 1.6 

%Accuracy 96 .3 100.0 

n 6 6 

a Dilution QC was prepared at 5000 ng/rnl and was subsequently diluted (I :10) with control matrix to 
give a final concentration of 500 ngt'ml. 

b Dilution QC was prepared at 5000 ngt'ml and was subsequently diluted (1 :50) with control matrix 
to give a final concentration of 100 ngt'ml. 
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Table 18 

Dilution Assessment of !Proprietary I (ng/ml) 

Dilution QC Concentration 

Run Numbe r 50003 %Accuracy 5000b %Accuracy 

MVl 4840 96.8 5090 10 1.7 

4930 98.5 5160 103.1 

4900 97.9 4980 99.7 

4690 93.7 4990 99.8 

4970 99.4 4880 97.6 

4910 98.2 5070 101.4 

Mean 4870 5030 

SD 99.7 97.3 

%CV 2.0 1.9 

%Accuracy 97.4 100.5 

n 6 6 

a Dilution QC was prepared at 5000 nglml and was subsequently diluted ( 1:10) with control matrix to 
give a final concentration of 500 nglml. 

b Dilution QC was prepared at 5000 nglml and was subsequently diluted (1 :50) with control matrix 
to give a final concentration of 100 nglml. 
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Table 19 

Dilution Assessment of !Proprietary I (ng/ml) 

Dilution QC Concentration 

Run Number 25000a %Accuracy 25000b %Accuracy 

MVl 23900 95.4 25000 100.1 

24400 97.7 24100 96.5 

25600 102.4 24700 98.7 

23800 95.1 24200 96.8 

24900 99.6 24900 99.7 

24000 95.9 24900 99.6 

Mean 24400 24600 

SD 709 384 

%CV 2.9 1.6 

%Accuracy 97.7 98 .6 

n 6 6 

a Dilution QC was prepared at 25000 nglml and was subsequently diluted (1 :10) with control matrix 
to give a final concentration of 2500 ng/ml. 

b Dilution QC was prepared at 25000 nglml and was subsequently diluted (1 :50) with control matrix 
to give a final concentration of 500 nglml. 
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Run Number Lot 1 

MV2 15.9 

14.7 

13.5 

14.6 

Mean 14.7 

SD 0.975 

%CV 6.6 

¾Accuracy 97.8 

n 4 

Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 !Proprietary 

anrl !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B181-18 

Table 20 

Matrix Effects of !: r?prietary ! (ng/ml) in K2 EDTA Rat Plasma 

QC Low (I 5.0 nglrnl) 

%Ace Lot2 %Ace Lot3 %Ace Lot4 %Ace Lot5 

106.1 13.4 89.3 14.1 94.1 14.1 94.3 13.1 

98.0 14.1 93.8 14.5 96.7 14.7 98.1 13.0 

90.2 14.1 94.1 14.3 95.2 14.1 93.8 13.8 

97.0 14.5 96.8 14.3 95.3 13.5 90.2 14.2 

14.0 14.3 14.1 13.5 

0.468 0.160 0.488 0.556 

3.3 1.1 3.5 4.1 

93.5 95.3 94.1 90.1 

4 4 4 4 

58 

%Ace Lot6 %Ace 

87.1 14.5 96.9 

87.0 13.9 92.6 

92.1 15.4 102.4 

94.4 14.4 96.3 

14.6 

0.606 

4.2 

97.1 

4 
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Run Number Lot l 

MV2 17.1 

15. l 

14.7 

14.4 

Mean 15.3 

SD 1.21 

%CV 7.9 

¾Accw-acy 102.0 

n 4 
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Table 21 

Matri x Effects of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Low(15.0 nglml) 

%Ace Lot2 %Ace Lot3 %Ace Lot4 %Ace Lot5 

113.8 14.0 93.4 14.2 94.9 14.1 94.2 14.7 

100.5 14. l 94.3 13.7 91.2 13.9 92.7 14.2 

98.0 13.7 91.1 14.2 94.9 15.0 100.1 13.6 

95 .7 14.3 95.4 13.6 90.4 14.9 99.3 14.0 

14.0 13.9 14.5 14.1 

0.276 0.358 0.548 0.453 

2.0 2.6 3.8 3.2 

93.6 92.8 96.6 94.3 

4 4 4 4 
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%Ace Lot6 %Ace 

98 . 1 13.7 91.3 

94.7 14.4 96.0 

90.7 14.3 95.1 

93 .6 14.2 95.0 

14.2 

0.312 

2.2 

94.4 

4 

Obtained via FOIA by White Coat Waste Project



Run Ntunber Lot I 

MV2 69.0 

69.7 

67. 1 

66.6 

Mean 68. 1 

SD 1.49 

%CV 2.2 

%Accuracy 90.8 

n 4 

Method Validation Report for the Quantitative Analysis oflP roprietary lnfol !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
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Table 22 

Matrix Effects of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Low (75.0 nglml) 

%Ace Lot 2 %Ace Lot 3 %Ace Lot4 %Ace Lot5 

92.0 69.3 92.4 67.2 89.6 71.2 94.9 7 1.4 

92.9 69.9 93.2 69.9 93.2 72.3 96.4 66.7 

89.5 70.3 93.7 68.0 90.7 70.8 94.5 67.7 

88.7 69.9 93.1 73.7 98.3 71.4 95.2 68.9 

69.8 69.7 71.4 68.7 

0.407 2.90 0.635 2.04 

0.6 4.2 0 .9 3.0 

93.1 93.0 95.3 91.6 

4 4 4 4 
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%Ace Lot6 %Ace 

95.3 67.4 89.8 

89.0 69.0 92.0 

90.3 69.7 92.9 

91.9 70.8 94.3 

69.2 

1.42 

2.1 

92.3 

4 
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RunNwnber 

MV l 

Mean 

SD 

%CV 

%Recovery 

n 

Mean % Recovery 

NA: Not Applicable. 
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Table 23 

Recover y of IPr?prietary I in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract 

53845 53641 1379406 1312738 2522319 

53137 52948 1255348 1231084 2804629 

51077 52688 1263283 1347451 2490972 

47911 53892 1311973 1359127 2587012 

54035 54902 1355466 1354431 2627070 

51734 56257 1392203 1356775 2524504 

51957 54055 1326280 1326934 2592751 

2301 1331 58694 49985 114961 

4.4 2.5 4.4 3.8 4.4 

96.1 NA 100.0 NA 94.7 

6 6 6 6 6 

96.9 

61 

High QC pos t 

extraction spiked 

2717466 

2729669 

2789947 

2754808 

2693284 

2736188 

2736894 

33068 

1.2 

NA 

6 
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RunNwnber 

MV l 

Mean 

SD 

%CV 

%Recovery 

n 

Mean % Recovery 

NA: Not Applicable. 
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Table 24 

Recover y of !Proprietary I in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract 

55497 57299 1482614 1438319 2711974 

57868 57403 1342190 1402299 3066155 

54323 61060 1427042 1494283 2694348 

50681 61363 1433258 1417238 2770408 

54462 58057 1489878 1433629 2760175 

53565 58413 1455134 1449884 2709739 

54399 58933 1438353 1439275 2785467 

2357 1815 53473 31699 140777 

4.3 3.1 3.7 2.2 5.1 

92.3 NA 99.9 NA 93.8 

6 6 6 6 6 

95.3 

62 

High QC pos t 

extraction spiked 

2859331 

2929551 

3025907 

3087390 

2976746 

2933969 

2968816 

80156 

2.7 

NA 

6 
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RunNwnber 

MV l 

Mean 

SD 

%CV 

%Recovery 

n 

Mean % Recovery 

NA: Not Applicable. 

Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 25 

Recovery of !Proprietary I in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract 

114405 101497 3133853 2984007 5954256 

117741 97545 2850410 2958582 6453923 

1 I 3256 99635 3008367 2950847 5817222 

108614 101950 2966484 2928664 5947200 

l l 7743 101940 3075688 3003579 5879210 

115334 99354 3098207 3000366 6062874 

114516 100320 3022]68 2971008 6019114 

3403 1776 103838 29818 228335 

3.0 1.8 3.4 1.0 3.8 

114.2 NA 101.7 NA 101.8 

6 6 6 6 6 

105.9 

63 

High QC pos t 

extraction spiked 

5780115 

5973886 

5987415 

5836982 

5915215 

5990154 

591396] 

87902 

1.5 

NA 

6 
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Run N wnber 

MV l 

Mean 

SD 

%CV 

%Recovery 

n 

Mean % Recovery 

NA: No t App licable. 
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Table 26 

Recovery of !Proprietary Info I (Internal Standard) in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction sp iked Mid QC extract extraction spiked High QC extract 

1593567 1569079 1499054 1525938 1515583 

1573535 1575166 1481499 1477614 1641254 

1502801 1648663 1552557 1541938 1478179 

1422159 1655182 1529348 1588156 1476606 

1553319 1624533 1578892 1541895 1473695 

1534131 1638128 1551259 1572056 1468826 

1529919 1618459 1532102 1541266 1509024 

61427 37409 36428 38559 66924 

4.0 2.3 2.4 2.5 4.4 

94.5 NA 99.4 NA 96.8 

6 6 6 6 6 

96.9 

64 

High QC pos t 

extraction spiked 

1461479 

1548664 

1551602 

1630031 

1571140 

1586158 

1558179 

55854 

3.6 

NA 

6 

Obtained via FOIA by White Coat Waste Project



RunNwnber 

MV l 

Mean 

SD 

%CV 

%Recovery 

n 

Mean % Recovery 

NA: Not Applicable. 
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Table 27 

Recover y of !Proprietary Info I (Internal Standard) in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract 

735570 787420 737944 761876 7 15885 

747281 780455 706087 739942 796351 

730772 810677 744225 768154 743835 

673943 811230 710027 749702 694025 

713621 808064 777326 743312 724276 

707885 799544 736516 750023 683357 

718179 799565 735354 752168 726288 

26044 12996 25871 10848 40529 

3.6 1.6 3.5 1.4 5.6 

89.8 NA 97.8 NA 95.9 

6 6 6 6 6 

94.5 

65 

High QC pos t 

extraction spiked 

732125 

766222 

769141 

774559 

756099 

745981 

757355 

16006 

2.1 

NA 

6 
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NA: Not Applicable. 

Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 28 

Recover y of !Proprietary Info I (Internal Standard) in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Mid QC post 

Low QC extract extraction spiked Mid QC extract extraction spiked High QC extract 

1311699 1307041 1290555 1264872 1267808 

1301761 1332823 1266714 1272894 1370012 

1277643 1333312 1298353 1306930 1280357 

1241225 1305884 1285101 1289230 1252747 

1286389 1326607 1324271 1302363 1265677 

1284497 1302509 1287215 1298364 1252740 

1283869 1318029 1292035 1289109 1281557 

24326 14388 18941 16907 44559 

1.9 I. I 1.5 1.3 3.5 

97.4 NA 100.2 NA 98.7 

6 6 6 6 6 

98.8 

66 

High QC pos t 

extraction spiked 

1279313 

1304128 

1287020 

1301792 

1305087 

1312739 

]298347 

12557 

1.0 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 29 

Matri x Effect on Ionization of lPr?prietary l in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post Mid QC recovery High QC post 
extraction spiked solution extraction spiked sohltion extraction spiked 

53641 52413 1312738 1198150 2717466 

52948 49261 1231084 1193425 2729669 

52688 49638 1347451 1204472 2789947 

53892 49571 1359127 1221350 2754808 

54902 47821 1354431 1213693 2693284 

56257 45495 1356775 1201340 2736188 

54055 49033 1326934 1205405 2736894 

1331 2286 49985 10358 33068 

2.5 4.7 3.8 0.9 1.2 

110.2 NA 110.l NA 113.4 

6 6 6 6 6 

111.2 

Values > 100% indicate matrix enhancement; values < 100% indicate matrix suppression. 

NA: Not Applicable. 

67 

High QC recovery 
sohltion 

2427403 

2398602 

2440410 

2370876 

2456840 

2385616 

2413291 

33502 

1.4 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 30 

Matri x Effect on Ionization of !Proprietary I in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Low QC recovery M id QC post 

Run Number extraction spiked solution extraction spiked 

MVI 57299 50197 ° 14383 19 

57403 39527 1402299 

61060 35722 1494283 

61363 36066 1417238 

58057 35438 1433629 

58413 35153 1449884 

Mean 58933 36381 1439275 

SD 1815 1791 31699 

%CV 3.1 4.9 2.2 

% Matrix Eflect 162.0 NA 163 .8 

n 6 5 6 

Mean % Matrix Effect 

Values > 100% indicate matrix enhancen"X!nt; values < 100% indicate matrix suppression. 

NA: NotApplicable. 

Mid QC recovery 

solution 

875402 

871397 

890693 

866496 

891766 

877802 

878926 

10278 

1.2 

NA 

6 

162.8 

a Result is a statistical outlier according to Grubbs test, and therefore this value was excluded from the statistics. 

68 

High QC post 

extraction spiked 

2859331 

2929551 

3025907 

3087390 

2976746 

2933969 

2968816 

80156 

2.7 

162 .5 

6 

High QC recovery 

solution 

1776654 

1798964 

1826463 

1900654 

1853302 

1805252 

1826882 

44521 

2.4 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 31 

Matrix Effect on Ionization of !Proprietary I in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post Mid QC recovery High QC post 
extraction spiked solution extraction spiked sohltion extraction spiked 

101497 94519 2984007 2888905 5780115 

97545 95337 2958582 2946402 5973886 

99635 95924 2950847 2920929 5987415 

101950 94862 2928664 2948847 5836982 

101940 97025 3003579 2942551 5915215 

99354 94250 3000366 2913606 5990154 

100320 95320 2971008 2926873 5913961 

1776 1026 29818 23507 87902 

1.8 I. I 1.0 0.8 1.5 

105.2 NA 101.5 NA 102.8 

6 6 6 6 6 

103.2 

Values > 100% indicate matrix enhancement; values < 100% indicate matrix suppression. 

NA: Not Applicable. 

69 

High QC recovery 
sohltion 

5749659 

5802451 

5828005 

5645156 

5804011 

5704277 

5755593 

70212 

1.2 

NA 

6 

Obtained via FOIA by White Coat Waste Project



Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table32 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDT A Rat Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 
RunNmnber extraction spiked solution extraction spiked 

MV I 1569079 1515727 1525938 

1575166 1468464 1477614 

1648663 1468658 1541938 

1655182 1471485 1588156 

1624533 1473382 1541895 

1638128 1417120 1572056 

Mean 1618459 1469139 1541266 

SD 37409 31307 38559 

%CV 2.3 2.1 2.5 

% Matrix Effect 110.2 NA 112.0 

n 6 6 6 

Mean % Matrix Effect 

Values > I 00% indicate matrix enhancement; values < 100% indicate matrix suppression. 

NA: Not Applicable. 

70 

Mid QC recovery 
sohltion 

1392185 

1390439 

1379940 

1376250 

1362403 

1354048 

1375878 

15184 

I. I 

NA 

6 

111.3 

High QC post 
extraction spiked 

1461479 

1548664 

1551602 

1630031 

1571140 

1586158 

1558179 

55854 

3.6 

111.8 

6 

High QC recovery 
sohltion 

1363933 

1427395 

1415136 

1430975 

1361271 

1363624 

1393722 

34137 

2.4 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table 33 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post 
RunNun1ber extraction spiked solution extraction spiked 

MYI 787420 650299" 761876 

780455 526383 739942 

810677 490975 768154 

811230 479730 749702 

808064 470927 743312 

799544 480378 750023 

Mean 799565 489679 752168 

SD 12996 21714 10848 

%CV 1.6 4.4 1.4 

% Matrix Efrect 163.3 NA 169.8 

11 6 5 6 

Mean % Matrix Effect 

Values > I 00% indicate matrix enhancement; values < I 00% indicate matrix suppression. 

NA: Not Applicable. 

Mid QC recovery 
solution 

452502 

440449 

431090 

445194 

442800 

445204 

442873 

7046 

1.6 

NA 

6 

164.7 

• Result is a statistical outlier according to Grubbs test, and therefore this value was excluded from the statistics. 

7 1 

High QC post 
extraction spiked 

732125 

766222 

769141 

774559 

756099 

74598 1 

757355 

16006 

2.1 

161.1 

6 

High QC recovery 
solution 

452975 

476573 

474164 

472062 

478903 

466294 

470162 

9460 

2.0 

NA 

6 
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Method Validation Report for the Quantitativ e Analysis oflP roprietary lnfol l: r?prietary 

and !Proprietary I in K2 EDTA Rat Plasma 
SRI Study No. B181-18 

Table34 

Matrix Effect on Ionization of !Proprietary Info I (Internal Standard) in K2 EDTA Rat Plasma 

Peak Area 

Low QC post Low QC recovery Mid QC post Mid QC recovery High QC post 
extraction spiked solution extraction spiked sohltion extraction spiked 

1307041 1298117 1264872 1275818 1279313 

1332823 1324914 1272894 1225841 1304128 

1333312 1276158 1306930 1274427 1287020 

1305884 1307892 1289230 1270852 1301792 

1326607 1305619 1302363 1292046 1305087 

1302509 1291080 1298364 1273589 1312739 

1318029 1300630 1289109 1268762 1298347 

14388 16515 16907 22333 12557 

I. I 1.3 1.3 1.8 1.0 

101.3 NA 101.6 NA 104.0 

6 6 6 6 6 

102.3 

Values > l 00% indicate matrix enhancement; values < 100% indicate matrix suppression. 

NA: Not Applicable. 

72 

High QC recovery 
sohltion 

1245723 

1250800 

1266744 

1224063 

1258476 

1244397 

1248367 

14555 

1.2 

NA 

6 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 35 

Room Temperature Matrix Stability ofl: r?prietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

RIID Nrunber 15.0 %Accuracy 800 %Accuracy 

MV3 15.4 102.7 822 102.8 

(25 hours) 15.3 102.1 780 97.5 

15.6 103.9 776 97.0 

15.2 101.3 752 94.l 

Mean 15.4 783 

SD 0.165 29.1 

%CV I.I 3.7 

¾Accuracy 102.5 97.8 

n 4 4 

Quality Control samples were prepared on 06- 13- 19 and stored in a ::::-60°C freezer (Unit 4409) prior to thawing and 
storing at room temperature before analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 36 

Room Temperature Matrix Stability ofl Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

RunNwnber 15.0 ¾Accuracy 800 ¾Accuracy 

MV3 14.8 99.0 796 99.5 

(25 hours) 15.5 103.2 760 95 .1 

14.7 98.0 799 99.9 

14.2 94 .6 767 95.8 

Mean 14.8 78 1 

SD 0.534 19.8 

¾CY 3.6 2.5 

%Accuracy 98.7 97.6 

11 4 4 

Quality Control samples were prepare d on 06- 13- 19 and stored in a :S-60 °C freez.er (Unit 4409) prior to thawing and 

storing at room temperature befure analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary Inf~ !Proprietary 

and !Proprietary I in K2 EDT A Rat Plasma 
SRI Study No. B 181-18 

Table 37 

Room Temperat ure Matrix Stability of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 75.0 %Accuracy 4000 %Accuracy 

MV3 74.0 98.6 3960 99 .1 

(25 hours) 78 .8 105 .1 4000 100.0 

76 .7 102.2 3990 99 .7 

7 1.9 95.9 3970 99 .2 

Mean 75 .3 3980 

SD 3.03 16.9 

%CV 4 .0 0.4 

%Accuracy 100.5 99 .5 

n 4 4 

Quality Contro l samples were prepared on 06- 13-19 and stored in a :S-60 °C freez.er (Unit 4409) prior to thawing and 

storing at room temperature before analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 38 

Freeze Thaw Matrix Stability of l: r?prietary I (ng/ml) in K2 EDT A Rat Plasma 

QC Desctiption 

Run Number 15.0 %Accuracy 800 %Accuracy 

MV4 15.4 102.9 795 99.4 

(5 cycles) 15.0 99.7 747 93.3 

14.0 93.5 737 92.1 

13.8 92 .3 761 95.1 

Mean 14.6 760 

SD 0.760 25.5 

¾CV 5.2 3.4 

¾Accuracy 97.1 95.0 

n 4 4 

Quality Contro l samples were prepared on 06-13-19 and stored in a :S-60 °C freezer (Unit 4409) during freez.e-thaw cycling. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 39 

Freeze Thaw Matrix Stability oflP roprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Rlll1 Ntunber 15.0 %Accuracy 800 %Accuracy 

MV4 15.7 104 .6 755 94 .4 

(5 cycles) 15. l 100.9 776 97.0 

14.3 95.2 754 94.3 

15.0 100.2 795 99.4 

Mean I 5.0 770 

SD 0.580 19.5 

%CV 3.9 2.5 

%Accuracy 100.2 96.3 

n 4 4 

Quality Control samples were prepared on 06-13- 19 and stored in a '.S-60°C freezer (Unit 4409) during freeze-thaw cycling. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir, 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 40 

Freeze Thaw Matrix Stability of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 75.0 %Accuracy 4000 %Accuracy 

MV4 71.5 95.3 3890 97.2 

(5 cycles) 75.8 101.0 3820 95.5 

71.3 95.1 3770 94.2 

73.8 98.4 3770 94.4 

Mean 73.1 3810 

SD 2.11 55.1 

%CV 2.9 1.4 

%Accuracy 97.5 95.3 

11 4 4 

Quality Contro l samples were prepared on 06- 13- 19 and stored in a :S-60°C free:zer (Unit 4409) dtning free:ze-thaw cycling. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 41 

Reinjection (Autosampler) Stability of l:r ?prietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

RunNwnber 5.00 ¾Accuracy 15.0 %Accuracy 400 %Accuracy 800 

MVI-RI 4.86 97.2 15.2 101.0 413 103.2 790 

(94 hours, Refrigerated) 4 .51 90.2 14.9 99.2 394 98.4 806 

4 .62 92.4 15.6 104.0 398 99.5 797 

4 .65 93.1 14.9 99.3 390 97.5 816 

4.67 93.3 15.7 104.6 394 98.4 75 1 

4.69 93.7 14.5 96.9 397 99.2 806 

Mean 4.67 15.1 397 794 

SD 0. 113 0.444 8.07 22.9 

¾CV 2.4 2.9 2.0 2.9 

%Accuracy 93.3 100.8 99.4 99.3 

11 6 6 6 6 
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%Accuracy 

98.7 

100.7 

99.7 

102.0 

93.9 

100.8 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 42 

Reinjection (Autosampler) Stability of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 5.00 %Accuracy 15.0 %Accuracy 400 %Accuracy 800 

MVI-RI 5.30 105.9 15.5 103.2 407 101.9 820 

(94 hotu-s, Refiigerated) 5.04 100.7 15.2 IOI.I 379 94.7 786 

4.89 97.9 16.3 108.7 399 99.7 804 

4.79 95.8 15.1 100.7 412 102.9 789 

4.90 98.0 15.2 101.5 399 99 .9 825 

4.88 97.6 15.2 101.6 389 97.1 796 

Mean 4.97 15.4 397 803 

SD 0. 179 0.456 12.2 16.3 

%CV 3.6 3.0 3.1 2.0 

%Accuracy 99.3 102.8 99.4 100.4 

n 6 6 6 6 

80 

%Accuracy 

102.5 

98.2 

100.5 

98.7 

103.2 

99.5 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir, 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 43 

Reinjection (Autosampler) Stability ofi Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 25 .0 %Accuracy 75.0 %Accuracy 2000 %Accuracy 4000 

MVI-RJ 24 .2 96 .8 69.6 92.8 1990 99.4 3970 

(94 hours, Refrigerated) 22.5 90.0 74.1 98.9 2010 100.4 4010 

23.4 93.4 73.9 98.5 1990 99.7 4010 

23 .5 94.0 71.9 95.9 2010 100.3 4220 

23 .0 92.1 72.8 97.1 1920 95.9 3950 

22 .5 89.9 72.8 97. 1 2040 101.8 4030 

Mean 23 .2 72.5 1990 4030 

SD 0.656 1.65 39.9 96.1 

¾CV 2.8 2.3 2.0 2.4 

%Accuracy 92 .7 96.7 99.6 100.8 

n 6 6 6 6 

81 

%Accuracy 

99.3 

100.2 

100.3 

105.4 

98.8 

100.7 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 44 

Post-Preparative Extract Stability of l: r_?prietary l (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 15.0 %Accuracy 800 %Accuracy 

MV3 16.2 108.2 782 97 .7 

(99 hours, Refrigerated) 15.3 102.0 822 102.8 

15.7 104.7 863 107.9 

14.3 95.4 791 98.9 

Mean 15.4 815 

SD 0.809 36.9 

%CV 5.3 4.5 

%Accuracy 102.6 101.8 

n 4 4 

These samples were originally extract ed in batch MV2. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 45 

Post-Preparati ve Extract Stability ofl Proprietary I (ng/ml) in K2 EDTA Rat Plasm a 

QC Description 

RunNwnber 15.0 %Accuracy 800 %Accuracy 

MV3 15.9 105.7 830 103.8 

(99 hours, Refrigerated) 14.6 97.3 830 103.7 

15.6 104.1 834 104.3 

14.6 97.4 807 100.9 

Mean 15.2 825 

SD 0.658 12.5 

%CV 4.3 1.5 

%Accuracy 101.l 103.2 

n 4 4 

These samples were originally extracted in batch MV2. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 46 

Post-Preparative Extract Stability of !Proprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

RunNwnber 75.0 %Accuracy 4000 %Accuracy 

MV3 73.3 97.8 41 10 102.8 

(99 hours, Refrigerated) 79.3 105.8 42 10 105.4 

76.0 101.3 414 0 103.5 

79.8 106.4 4030 100.8 

Mean 77. 1 4 120 

SD 3.04 76.1 

%CV 3.9 1.8 

%Accuracy 102.8 103.1 

n 4 4 

These samples were originally extracted in batch MV2. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 47 

Processing Stability of Lopinavir (ng/ml) in K2 EDTA Rat Whole Blood 

QC Description 

Run Nwnber QC Low QC High 

MV4 12.3 595 

Time Zero (TO) 10.6 592 

10.9 623 

10.7 635 

Mean I I.I 611 

SD 0.806 21. 1 

%CV 7.2 3.4 

n 4 4 

MV4 10.9 592 

I hour, refiigerated 10.7 591 

11.4 627 

10.9 578 

Mean I 1.0 597 

SD 0.282 21.0 

%CV 2.6 3.5 

% Difference from TO -0.9 -2.3 

n 4 4 

MV4 10.6 624 

4 hours, refrigerated 11.2 584 

11.1 615 

10.9 582 

Mean 10.9 601 

SD 0.224 21.6 

%CV 2.0 3.6 

% Difference from TO - 1.8 - 1.6 

n 4 4 

Whole blood stability samples were prepared on 06-19-19 and the resulting plasma 

stored in a :::-60°C freezer (Unit 4409) w1til analysis. 
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Method Valid ation Report for the Quantitative Analysis of !Proprietary lnt9 Ritona vir, 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 48 

Processin g Stability of !Proprietary I (ng/ml) in K2 EDT A Rat Whole Blood 

QC Description 

RunNwnbe r QC Low QC High 

MV4 9.27 521 

Time Zero (TO) 9.3 1 544 

9.71 516 

9.15 55 1 

Mean 9.36 533 

SD 0 .242 16.9 

%CV 2 .6 3.2 

n 4 4 

MV4 .10.1 554 

1 hour, refrigerated 9.56 541 

9.08 587 

9.68 545 

Mean 9.6 1 557 

SD 0.434 2 1.0 

%CV 4 .5 3.8 

% Diffi:rence from TO 2.7 4 .5 

n 4 4 

MV4 10.0 580 

4 hours, refrigerated 9.64 573 

9.47 577 

9.89 554 

Mean 9.76 571 

SD 0 .250 12.0 

%CV 2 .6 2 .1 

% Difference from TO 4.3 7. 1 

n 4 4 

Whole blood stab ility samples were prepa red on 06- 19- 19 and the resulting plasma 

stored in a :5-60°C freezer (Unit 440 9) until analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 49 

Processing Stability ofl Proprietary I (ng/ml) in K2 EDTA Rat Whole Blood 

QC Description 

Run Number QC Low QC High 

MV4 52 .3 2900 

Tun: Zero (TO) 53.4 3040 

54 .8 3020 

54.5 3080 

Mean 53.7 30 10 

SD 1.15 78.5 

%CV 2.1 2 .6 

11 4 4 

MV4 54.2 2940 

1 hour, refrigerated 54.3 2900 

53 .1 3000 

54.9 2950 

Mean 54 .1 2950 

SD 0.733 41.6 

%CV 1.4 l.4 

% Diflerence from TO 0.7 -2.0 

11 4 4 

MV4 55 .7 3110 

4 hours, refrigerated 51.8 2880 

54.9 3030 

55 .5 2940 

Mean 54.5 2990 

SD 1.82 99.3 

%CV 3.3 3.3 

% Difiere11ce from TO 1.5 -0.7 

11 4 4 

Whole blood stability samp les were prepared on 06 - 19-19 and the resulting plasma 

stored in a :S-60°C freezer (Unit 4409) until analysis. 
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Method Validation Report for the Quantitative Analysis of !Proprietary lnt9 Ritonavir , 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Table 50 

Effect of Hemolysis on l: r_?prietary l Quantitation (ng/ml) 

QC Description 

RW1Nwnber 15.0 %Accuracy 800 %Accw·acy 

MY4 15.4 102.8 762 95.2 

0% hemolysis 14.6 97.0 786 98.3 

14.9 99.2 790 98.8 

14.0 93.2 762 95.3 

Mean 14.7 775 

SD 0.606 15.1 

%CV 4.1 2.0 

%Accuracy 98.1 96.9 

n 4 4 

MV4 14.8 99.0 734 91.8 

0.5% hemolysis 14.2 94.6 773 96.6 

14.0 93.5 786 98.3 

14.4 96.2 773 96.7 

Mean 14.4 767 

SD 0 .359 22.5 

%CV 2.5 2.9 

%Accuracy 95.8 95.8 

n 4 4 

MV4 14.4 96 .1 799 99.8 

2% he1mlysis 14.2 94.4 756 94.5 

13.8 92.1 794 99.2 

14.4 95.9 789 98.6 

Mean 14.2 784 

SD 0 .273 19.3 

%CV 1.9 2.5 

%Accuracy 94.6 98.0 

n 4 4 

Quality Control sanl) les were prepared on 06-19-19 and stored in a :S-60°C freezer (Unit 4409) until analysis. 
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Table 51 

Effect of Hemo lysis on !Proprietary l Quantitation (ng/ml) 

QC Description 

RW1Nwnber 15.0 %Accuracy 800 %Accw·acy 

MY4 16.4 109.4 795 99 .4 

0% hemolysis 14.5 96.4 780 97.6 

14.9 99.5 776 97.0 

14.6 97.2 763 95.3 

Mean 15.1 778 

SD 0.899 13.3 

%CV 6.0 1.7 

%Accuracy 100.6 97.3 

n 4 4 

MV4 14.1 94.1 790 98.8 

0.5% hemolysis 14.6 97.6 783 97.9 

14.7 97.7 787 98.4 

15.1 100.4 763 95.3 

Mean 14.6 781 

SD 0 .390 12.5 

%CV 2.7 1.6 

%Accuracy 97.5 97.6 

n 4 4 

MV4 14.6 97 .2 79 1 98.9 

2% he1mlysis 14.8 98.6 77 1 96.4 

14.5 96.8 719 89.9 

14.7 97.9 742 92 .8 

Mean 14.6 756 

SD 0 .118 31.8 

%CV 0.8 4 .2 

%Accuracy 97.6 94 .5 

n 4 4 

Quality Control sanl) les were prepared on 06-19-19 and stored in a :S-60°C freezer (Unit 4409) until analysis. 
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Table 52 

Effect of Hemolysis on !Proprietary I Quantitation (ng/ml) 

QC Description 

RunNwnber 75.0 %Accuracy 4000 %Accuracy 

MV4 74.4 99.2 3990 99.7 

0% herrolysis 74.1 98.8 3910 97.8 

73.7 98.2 3900 97.4 

73.6 98. 1 3880 96.9 

Mean 73 .9 3920 

SD 0.403 48 .7 

%CV 0.5 1.2 

¾A ccuracy 98.6 98.0 

n 4 4 

MV4 73. l 97.5 3840 96.0 

0.5% herrolysis 73.5 97.9 3910 97.7 

71.9 95.8 3900 97.5 

7 1.4 95.1 3850 96.3 

Mean 72.5 3880 

SD 1.00 34 .1 

%CV 1.4 0.9 

%Accuracy 96.6 96.9 

n 4 4 

MV4 72.8 97. 1 3800 95.1 

2% hetmlysis 70.7 94.2 3960 98 .9 

75.0 100.0 3770 94 .2 

73 .3 97.7 3740 93 .4 

Mean 72.9 3820 

SD 1.78 97.9 

%CV 2.4 2.6 

%Accuracy 97.2 95.4 

n 4 4 

Quality Control samples were prepared on 06-19-19 and stored in a :S-60°C freezer (Unit 4409) to1til analysi5. 
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Table 53 

Long Term Storage Stability of l: r?prietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Nuniber 15.0 %Accuracy 800 %Accuracy 

MV5 14.5 96.7 788 98.5 

25 days at :5-60 °C 15.4 102.7 769 96.2 

14.7 97.7 787 98.4 

14.5 96 .4 791 98.8 

Mean 14.8 784 

SD 0.442 9 .76 

%CV 3.0 1.2 

%Accuracy 98.4 98.0 

n 4 4 

Quality Control samples were prepared on 06- 13-19 and stored in a ~-60°C freezer (Unit 4409) until analysis. 
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Table 54 

Long Term Storage Stability oflP roprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 15.0 ¾Accuracy 800 ¾Accuracy 

MV5 14.7 98.0 769 96.1 

25 days at :S-60 °C 15.7 105 .0 793 99 .1 

14.9 99 .2 798 99 .8 

14.8 98.4 776 96.9 

Mean ]5.0 784 

SD 0.487 14.0 

%CV 3.2 1.8 

¾Accuracy 100.l 98.0 

n 4 4 

Quality Contro l samples were prepared on 06-1 3-1 9 and stored in a '.:>-60°C freezer (Unit 4409) until analysis. 
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Table 55 

Long Term Storage Stability o f lProprietary I (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Nmnber 75 .0 %Accuracy 4000 %Accuracy 

MYS 71.3 95.1 3880 97.1 

25 days at :S-60 °C 75.2 100.3 3920 97 .9 

70.6 94 .2 3920 97 .9 

71.3 95 .0 3710 92 .8 

Mean 72. 1 3860 

SD 2. 10 98.4 

%CV 2.9 2.6 

%Accuracy 96.1 96.4 

n 4 4 

Quality Control samples were prepared on 06- I 3- 19 and stored in a s - 60°C freezer (Unit 4409) until analysis. 
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Table 56 

Effect of Concomitant Medication !Proprietary I and !Proprietary lnfol on l: r?prietary 

Quantitation (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

RllllNmnber 15.0 %Accuracy 

MV2 15.3 101.8 

14.6 97.6 

14.8 98.4 

15.1 100.4 

Mean 14.9 

SD 0.285 

%CV 1.9 

%Accuracy 99.5 

n 4 

l: r?prietary I Low QC samples ( 15 .0 mglrnl) were spiked with !Proprietary I and 

!Proprietary I at 2000 ng/rnl and 20000 ng/ml, respectively. 
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Table 57 

Effect of Concomitant Medication !Proprietary Info! and !Proprietary lnfol on !Proprietary 

Quantitation (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Run Number 15.0 %Accuracy 

MV2 15.5 103.0 

15.7 104.3 

14.8 99.0 

14.6 97.2 

Mean 15.1 

SD 0.504 

%CV 3.3 

%Accuracy 100.9 

n 4 

!Proprietary I Low QC samples (15. 0 mglml) were spiked with l: r~prietary I and 

!Proprietary I at 2000 nglml and 20000 nglml, respectively. 
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Table 58 

Effect of Concomitant Medication !Proprietary Info! and l: r.?prietary I on !Proprietary 

Quantitation (ng/ml) in K2 EDTA Rat Plasma 

QC Description 

Rllll N mnber 75.0 %Accuracy 

MV2 75.0 100.1 

7 1.6 95.5 

72.4 96.5 

74.5 99.4 

Mean 73.4 

SD 1.65 

%CV 2.2 

%Accuracy 97.9 

n 4 

!Proprietary I Low QC samples (75.0 mwml) were spiked with l: r.?prietary I and 
!Proprietary i at 2000 nwml. 
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Table 59 

Batch Acceptance Quality Control (QC) Samples for Analysis of l: r?prietary I (ng/ml) in 
K2 EDTA Rat Plasma 

QC Description 

Rtu1Number 15.0 %Accuracy 400 %Accuracy 800 %Accuracy 

MV2 14.3 95.4 398 99.4 789 98.6 

15.1 100.5 388 97. 1 788 98.5 

MV3 13.8 9 1.8 376 94.1 758 94.8 

16.0 106.4 387 96.8 799 99.9 

MV4 13.8 92.0 387 96.9 758 94.8 

15.2 101.4 364 91.1 775 96.8 

MV5 14.8 98.4 387 96.8 779 97.4 

16.1 107.2 390 97.5 736 92.0 

Mean 14.9 385 773 

SD 0.891 IO. I 20.7 

%CV 6.0 2.6 2.7 

%Accuracy 99.1 96.2 96.6 

n 8 8 8 
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Table 60 

Batch Acceptance Quality Control (QC) Samples for Analysis oflPro prietary I (ng/ml) in 
K2 EDTA Rat Plasma 

QC Description 

Run Number 15.0 %Accuracy 400 %Accuracy 800 %Accuracy 

MV2 15.1 100.3 411 102.7 825 103.2 

14.8 98.3 385 96.3 794 99.2 

MY3 14.3 95.4 387 96.8 760 95.0 

15.4 102.9 384 95.9 778 97.3 

MV4 14.6 97 .5 380 94.9 774 96.7 

15.4 102.9 382 95.6 777 97 .1 

MV5 15.0 99.8 385 96.3 759 94 .9 

15.2 101.3 388 97 .0 773 96.6 

Mean 15.0 388 780 

SD 0.396 9.63 21.3 

%CV 2.6 2.5 2 .7 

%Accuracy 99.8 96 .9 97.5 

n 8 8 8 
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Table 61 

Batch Acceptance Quality Control (QC) Samples for Analysis oflPro prietary I (ng/ml) in 
K2 EDTA Rat Plasma 

QC Description 

Run Number 75.0 %Accuracy 2000 %Accuracy 4000 %Accuracy 

MV2 68.6 91.4 2020 101.1 4050 101.3 

68.2 9 1.0 1970 98.5 3990 99.8 

MV3 73.6 98.2 2060 103.0 4010 100.2 

77.5 103.3 1960 98.2 3970 99.2 

MV4 73.2 97.6 1970 98.3 3970 99.2 

73.1 97 .5 1910 95.3 3850 96.1 

MV5 76.0 10 1.4 1900 95.2 3870 96.8 

74.5 99.4 1950 97.4 3790 94.8 

Mean 73.1 1970 3940 

SD 3.26 53.0 89.6 

%CV 4.5 2.7 2.3 

%Accuracy 97.5 98.4 98.4 

11 8 8 8 
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Appendix A 

SRI TEST METHOD 106.202; ANALYSIS OF !Proprietary Info I !Proprietary Info I AND 
!Proprietary Info I IN K2 EDT A RAT PLASMA 
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TEST METHOD 
Classi ficat ion: Project 
Supersedes: I 06.202 (07/ 15/ 19) 

TM No.: I 06.202 
Page: I of 26 
Effective: AUG 2 1 2019 • Subject: Analysis of l: r?prietary I !Proprietary I and !Proprietary I in K2 EDTA Rat Plasma 

A. PURPOSE/SCO PE 

This Test Method describes procedures lO be employed for the analysis of l: r?prietary w roprietary I 
and !Proprietary I in K2 EDT/\ rat plasma using a protein precipitation extraction procedure and 
analysis by LC-MS/MS. 

During sample analysis, SRI SOPs 006.06 1 Bioanaly tica/ Sample Analysis and 006.062 
llioanaly tical Sample Reanalys is will also be followed. 

B. BACKG ROUND/GENERAL 

This Test Method will fully detail the experimental roccdures used in the analysis, detec tion 
and quantilation o r Proprietary !Proprietary I and Proprietary in K2 l~DT J\ rat plasma. To summarize. 
l: r? prietary I IProprietary l and Proprietary in K2 EDTA rat lasma (0.0200 ml sample size) will be 
extracted. using !Proprietary Info I !Proprietary Info I and Proprietary Info as the internal standard, by a protci n 
precipitation extraction procedure. The supernatant is then diluted prior to injection on the 
LC-iv!S/MS system. The ranoe o f the assay is 5.00 - I 000 ng/ml l: r? prietary I and l: r?prietary I and 
25.0 _ 5000 ng/ml Proprietary Info 
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Da1e 

Reviewed by: 
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C. HEALTH AND SAFETY 

All personnel must observe standard laborato ry safety practices. All personnel must wear 
protective equipment appropriate to the area in which they wi ll work, which may include , but 
not be limited to: safety glasses, protective clothing and gloves. 

D. TRAINING 

All personnel involved in handling chemicals, equipment , and instruments must have attended 
the pertinen t labora to1y safety classes from SRI's Environm ental Health & Safety Department 
and must have attended GLP training courses. Training must be documented. 

E. EQUIPMENT AND MATERIALS 

Chemicals , consumab les or equipment may be substituted provided that equiva lent assay 
performance is obtained. 

E.1 Chemicals 

• IPr?prietary I !Proprietary I and l: r?prietary I USP, Current Lot 

• !Proprietary Info I !Proprietary Info I and !Proprietary Info I Medical Isotopes, Inc. 

• Ammonium hydroxid e, reagent grade 

• Acetic acid, LC-MS grade 

• Milli-Q water , Millipore 

• Formic acid , reage nt grade 

• Dimethyl Sulfoxid e (DMSO) , reagent grade 

• Methanol , HPLC grade 

• Acetonitrile , HPLC grade 

• l sopropano l, reagent grade 

• K2 EDTA rat plasma, BioIVT 

E.2 Consumabl es 

• HPLC column: Phenomenex Synergi Polar RP 100 x 2mm , 4µm 

• 0.5 µm stainless -steel pre-column frit (Upchurch Scientific) 

• Assorted disposable pipette tips 

• Disposable 1.5 ml and 2.0 ml polypropylene microcentrifuge tubes 

SRI PROPRIETARY I CONFIDENTIAL 
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• Disposable 15 ml conical polypropylene test tubes and caps 

• Disposable glass vials and caps , assorted sizes 

• Glass autosampler vials with inserts and caps 

E.3 Equipment 

• Air displacement pipettor, Rainin 

• Positive displacement pipettor , Gi lson 

• Repeater pipettor, Eppendorf 

• Mettler Toledo AG 285 balance 

• VWR Mini Vortexer 

• Beckman Coulter Microfuge ® 18 Centrifuge , 20 Centrifuge 

• Shimadzu Corp. LC-20AD Prominence Pumps (incorporates Shimadzu Corp . 
CBM -20A Prominence Communications Bus Module and Shimadzu DGU-20A3R 
Prominence degasser 

• Shimadzu Corp. CTO-20AC Prominence Column Oven 

• CTC Analytics HTS-xt Autosampler 

• AB Sciex 5500 Mass Spectrometer 

F. PROCEDURES 

Note : SRI Forms 106.202A through 106.202E will be used to assist in raw data recording for 
the experimental phases of this study . The completed attachments or other documentation 
must be stored in the study file. 

F.1 Preparation of Reagents 

Volumes of these reagents can be adjusted as long as proportionality is maintained and 
their preparation is documented in the raw data. 

F.1.1 2% Acetic Acid in Water (Mobile Phase A) 

Add 20.0 ml of acetic acid to 1000 ml of Milli-Q water in a glass bottle and 
store the solution at room temperature. The expiration date for this solution is 
one month after preparation. 

SRI PROPRIETARY I CONFIDENTIAL 
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F.1.2 0.1 % Acetic Acid in Acetonitrile (Mobile Phase B) 

Add 1.00 ml of acetic acid to 1000 ml of acetonitrile in a glass bottle and store 
the solution at room temperature. The expiration date for this solution is one 
month after preparation. 

F.1.3 Acetonitrile : Isopropanol (80:20, v:v) with 1 % Ammonium Hydroxide (Needle 
Rinse 1) 

Add 400 ml acetonitrile to 100 ml isopropanol and 5.00 ml ammonium 
hydroxide in a glass bottle and store the solution at room temperature. The 
expiration date for this solution is one month after preparation. 

F.1.4 Water: Methanol (90:10, v:v) with 1 % Formic Acid (Needle Rinse 2) 

Add 450 ml Milli-Q water to 50.0 ml methanol and 5.00 ml formic acid in a 
glass bottle and store the solution at room temperature. The expiration date for 
this solution is one month after preparation. 

F.1.5 0.2% Acetic Acid in Methanol (Diluent Solution) 

Add 0.400 ml acetic acid to 200 ml methanol in a glass bottle and store the 
solution at room temperature. The expiration date for this solution is one month 
after preparation. 

F.1.6 Water: Methanol (90:10, v:v) with 0.1% Acetic Acid (Reconstitution Solution) 

Add 180 ml Milli-Q water to 20.0 ml methanol and 0.200 ml acetic acid in a 
glass bottle and store the solution at room temperature. The expiration date for 
this solution is one month after preparation. 

F.2 Preparation of Stock and Spiking Solutions 

The following standard preparation scheme is a suggested approach. Appropriate 
modifications to reach the targeted nominal ca librant and quality contro l (QC) standard 
concentrations are acceptab le. For examp le, if the targeted nominal concentra tion is 
not achieved when the analyte calibration standard primary stock solution is obtained, 
the volume of this stock solution used in subsequent dilutions can be modified in order 
to achieve the targeted nominal calibration standard matrix concentrations. The actual 
volumes of standards used will be documented in the raw data. Volumes of these stock 
solut ions can be adjusted as long as proportionality is maintained and their preparation 
is documented in the study binder. 

SRI PROPRIETARY I CONFIDENTIAL 
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Analytical reference standards are corrected for purity, water and salt content, if 
applicable. Internal standard stocks may not be corrected for purity, water or salt. 

Example purity calculation: 

[HPLC % purity x (JOO- % water - % residua l solvent) ] 

100 

Free base molecular 
weight 

x Salt form mole cular 
weight 

F.2.1 Preparation of l:r?prietary I !Proprietary I ano !Proprietary I Stock Solutions (1.00 mg/ml) 

Accurately weigh out approximately 5.00 mg of l:r?prietary I into a glass vial and 
dilute to a concentration of 1.00 mg/ml using dimethyl sulfoxide (DMSO). The 
purity of the compound must be taken into account when preparing this stock 
(Stock A). Repeat this step to produce a second stock solution at the same 
concentration (Stock B). Repeat to get duplicate weighings for !Proprietary I at the 
same concentration. 

To prepare !Proprietary I stock solutions, weigh approximately 5.00 mg of lProprietary I 
into a glass vial and dilute to a concentration of 1.00 mg/ml using Milli-Q 
water. Repeat this step to produce a second stock solution at the same 
concentration . 

Store all stock solutions refrigerated (set point 5 °C ± 3 °C) until use. 

F.2.2 Preparation of lProprietary Info I !Proprietary Info I and !Proprietary Info I Stock Solutions 
(Internal Standard), 1.00 mg/ml 

These Internal Standards are supplied by Medical Isoto es, Inc. as 1.00 mg 
amounts in a glass vial. Add 1.00 ml of DMSO to the Proprietary Info and 

!Proprietary Info I to produce a 1.00 mg/ml stock. Repeat for !Proprietary Info I using 

Milli-Q water instead ofDMSO. 

Store all internal standard stock solutions refrigerated (set point 5 °C ± 3 °C) 
until use. 

F.2.3 Preparation of jProprietary Info I !Proprietary Info I and !Proprietary Info I Internal Standard 
Secondary Stock Solutions 

Accurately add 0.0100 ml of the 1.00 mg/ml jProprietary Info I and !Proprietary Info I 
internal standard stock solutions, and 0.0500 ml of the 1.00 mg/ml !Proprietary Info I 
internal standard stock solution into a glass vial containing 9.930 ml of 0.2% 

SRI PROPRIETARY I CONFIDENTIAL 
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acetic acid in methanol. The final concentration of the internal standard 
secondary stock solution will be 1. 00 µg/ml !Proprietary Info I and !Proprietary Info I and 
5.00 µg/ml !Proprietary Info I This solution can be stored refrigerated (set point 
5 °C ± 3 °C) until use. 

F.2.4 Preparation of jProprietary Info I !Proprietary Info I and !Proprietary Info I Internal Standard 
Spiking Solution 

Accurately add 2.50 ml of the internal standard secondary stock solution into a 
glass bottle containing 97 .5 ml of 0.2% acetic acid in methanol. The final 
concentration of the internal standard spiking solution will be 25.0 ng/ml 

jProprietary Info I and !Proprietary Info I and 125 ng/ml !Proprietary Info I This solution can 
be stored refrigerated (set point 5 °C ± 3 °C) until use. 

Per SRI SOP 006.063, Reference Material Receipt and Stock, Spiking Solution 
and Calibration and Quali ty Control Sample Preparation I Expiration internal 
standard stock and spiking solutions will be given a default expiration date of 6 
months after preparation . 

F.2.5 Stock Verification 

In order to determine the accuracy of preparation, the duplicate stock solutions 
will be verified prior to use. A suggested approach for the preparation of stock 
verification solutions is given here, although alternative final concentrations 
may be used providing that a suitable analyte and internal standard response is 
achieved. The duplicate stock solutions prepared in step F.2.1 should be diluted 
by spiking 0.0100 ml of the 1.00 m /ml Proprietary and !Proprietary I stock solutions 
and 0.0500 ml of the 1.00 mg/ml Proprietary stock solution into 9.930 ml of 
Diluent Solution. These duplicate vials are briefly vortexed and 0.100 ml is 
removed and added to a vial containing 0.900 ml Diluent Solution. Vortex, then 
remove 0.0325 ml of this solution and place into a separate vial containing 
0.0203 ml of internal standard spikin solution and 0.947 ml of Reconstitution 
Solution. The final concentration of Proprietary and !Proprietary I is 3.25 ng/ml and 
the final concentration of !Proprietary I is 16.3 ng/ml. The final concentration of 
Proprietary Info and !Proprietary Info I is 0.508 ng/ml and the final concentration of 
Proprietary Info is 2.54 ng/ml. The duplicate samples are injected in replicates of 
n:::::: 3 onto the LC-MS/MS system. 

SRI PROPRIETARY I CONFIDENTIAL 
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To be considered acceptable for use , the stocks must agree to within 5% of each 
other , calculated as follows : 

% difference = 

(Mean of peak area ratio of stock A - Mean of peak area ratio of stock B) x l 00 
(Mean of peak area ratio of stock A + Mean of peak area ratio of stock B)/2 

If these stocks agree within 5% of each other, one single stock may be used for 
the preparation of both calibrants and Quality Control (QC) samples. 
Alternat ively, one stock may be used for the preparation of calibrants while the 
other stock can be used for the preparation of QC samp les. 

If these stocks do not agree, a third weighing may be performed and the three 
stocks compared against each other . If two stocks agree with each other these 
may be used to prepare calibrants and QCs, and the other stock can be 
discarded. 

F.2.6 Test Mix Preparation 

A solution prepared at the LLOQ leve l ( or below Low QC concentration) shall 
be prepared and injected at the start and the end of each bioan alytical run (syste m 
suitabili ty). This solution will contain both analyte and internal standard. To 

re are at the LLOQ leve l, spike 0.0100 ml of the 1.00 m /ml Proprietary and 
Proprietary stock solution s and 0.0500 ml of the 1.00 mg/ml Proprietary stock 
solution into 9 .930 ml of Diluent Solution. Vortex , remove 0.100 ml, and add to 
a via l containing 0.900 ml of Diluent Solution. Vortex , remove 0.0100 ml, and 
add to a via l containing 0.990 ml of Diluent Solution . This solution may be 
stored refrigerated for up to 3 months from the date of preparation. On the day 
of use , remove 0.0203 ml of this solutio n and place into a separate vial 
containing 0.0203 ml of interna l standard spiking solution and 0.959 ml of 
Recon stitution Solution. The final concentration of Proprietary and !Proprietary I is 
0.0203 ng/ml and the fina l concentration of Proprietary is 0.102 ng/ml. The final 
concentration of Proprietary Info and !Proprietary Info ! is 0.508 ng/ml and the final 
concentration of Proprietary Info is 2.54 n /ml. The final concentrations mimic the 
final theoretica l concentrations of Proprietary IPr.?prietary I and !Proprietary I and internal 
standard s seen in LLOQ samples post-extractio n. 
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OCID 
QC-Low 
QC- Mid 
QC- High 

QC-Dil 
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F.2.7 Remove approximately 40.0 ml of control K2 EDTA rat plasma from storage 
and allow it to equilibrate to room temperature. The matrix may be centrifuged 
at approximately 3000 RPM for 10 minutes prior to use to remove excess 
partic ulates. Prepare QC samples in polypropylene vials as shown in the table 
below. Note that the Solution Spiking Volumes are combined with the Matrix 
Volumes. Volumes of these QC samples can be adjusted as long as 
proportionality is maintained and their preparation is properly documented in 
the study raw data. 

Quality Control Sample PreJaration 
Spiking Spiking Solution Spiking Matrix Nominal Matrix 
Solution Concentration Volume Volume Final Volume Concentration 

ID (u!!/ml) (ml) (ml) (ml) (ng/ml) 
QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 I 15.0 I 75.0 
QC-Dil 5.00 I 5.00 I 25.0 0.0800 0.920 1.00 400 I 400 I 2000 
QC-Di! 5.00 I 5.00 I 25.0 0.160 0.840 1.00 800 / 800 / 4000 

!Proprietary! Stock A/B; 1000 0.0100 5000 
IProorietar I Stock A/B; 1000 0.0100 1.930 2.00 5000 
IPro[2rieta[YI Stock A/B. 1000 0.0500 25000 

Either Stock A or Stock B may be used, assuming equivalency is achieved. 

The va lues in the "S ikin Solution Concentration" and the "Nom inal Matrix Concentration" colum ns represent the 
concentrations of Proprietary !Proprietary I and !Proprietary I respect ively. 

These QC samples may be aliquoted into appropriate volumes into 
polypropy lene tubes (suggested 150 µl volumes) and stored in a :S-60 °C freezer 
until use, providing that sufficient stability in matrix has been successfully 
validated under these conditions. QC samples may also be freshly prepared on 
the day of extraction. 

F.3 Extract ion Proced ure 

Each bioana lytica l run will be comprised of bracketing calibration curves (8 points) 
each with a matrix blank sample (matrix with neither analyte nor internal standard 
spiked) and a control blank (matrix with only internal standard included). It is 
recommended that a carryover blank (matrix blank) be injected after each upper limit of 
quantitat ion (ULOQ) calibration standard to assess any carryover present. Duplicate 
System Suitability samples will be injected, one before the first calibration curve and 
one at the end of the batch. Interspersed between the calibration curves will be n 2: 2 
QC samples at low, mid and high concentration. 
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The dilution QC, when used, should be extracted in multiples of n=3. It is not required 
to run the dilution QC with a batch where samples are diluted , provided that the level of 
sample dilution did not exceed what was previously validated. However, for 
troubleshooting practices , the dilution QC may be analyzed with each batch, at the 
discretion of the bioanalytical scient ist. If study samples are diluted with multiple 
dilution factors, then the dilution QC may be similarly diluted (with replicates of n=3 
for each dilution factor used) , or alternatively , the highest dilution factor used for study 
samples will be used for the extraction of the dilution QC. It is also acceptable if low 
dilution factor s are applied to study samples to use a high QC in place of the dilution 
QC, in order that the diluted sample falls within the calibration range. If the leve l of 
dilution required for study samples exceeds the dilution factor previously validated, 
then the dilution QC will need to be revalida ted at the dilution factor required, in 
replicate s of 6. 

In order to facilitate the equilibration of the instrument, multiple injections of extracts 
(Cond itioning Samples) may be injected before each batch. It is recommended to 
prepare conditioning samples near the LLOQ level, but providing that internal standard 
is present in the sample, the actual concentration used may change. Conditioning 
samples will be pooled , where more than one calibration standard or QC sample, at 
different concenh·ation s, are combined. Individual study samp les, calibration standards, 
and QC samples will not be used as conditioning samples without pooling. It is not 
acceptable to condition a batch using an old standard curve from a previous batch. It is 
acceptable to prepare either multip le pooled conditioning samples, or to re-inject the 
pooled sample from the same vial, depending on the final extract volume. The 
conditioning injection s will be included as part of the analytical batch and will be 
printed with the rest of the batch. Approximately 10 conditioning injections will be 
analyzed prior to the start of each batch. If one batch is analyzed immediately 
following another , later batches may not require conditioning injection s, altho ugh 
duplicate system suitability injection s will be included. 

Remove the calibration standard spiking solution s, internal standard spiking solution, 
QC samples and control matrix (approximately 10.0 ml) from storage and allow them 
to equilibrate to room temperature. 

Follow the scheme listed below to prepare the calibration standards . The calibration 
standards are prepared in polypropylene tubes. Calibration standards may be discarded 
after use. Note that the Spiking Solution Volumes are combined with the Matrix 
Volumes. 
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ID 

Std-I 
Std-2 
Std-3 
Std-4 
Std-5 
Std-6 
Std-7 
Std-8 

Std-9 
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Preparation of Calibration Standards in Matrix 
Nominal 

Spiking Solution Spiking Matrix Final Matrix 
Spiking Solution Concentration Volume Volume Volume Concentration 

ID (wi l ml) (ml) (ml) (ml) (ng/ml) 
Std-5 0.100 I 0.100 I 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-5 0.100 I 0.100 I 0.500 0.0500 0.450 0.500 10.0 I 10.0 I 50.0 
Std-5 0.100 I 0.100 I 0.500 0.100 0.400 0.500 20.0 I 20.0 I I 00 
Std-8 1.00I 1.0015.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 I 100 / 500 
Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 I 1000 
Std-9 10.0 I 10.0 I 50.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I 1000 I 5000 

IProprietaryl Stock A/B; 1000 0.0100 10000 
IProorietar I Stock AIB; 1000 0.0100 0.930 1.00 10000 
IPro12rieta!:YI Stock A/B 1000 0.0500 50000 

Either Stock A or Stock B may be used, assuming equiva lency is achieved. 

The values in the "S ikin , Solution Conce ntration" and the "No mina l Matrix Concent ration" columns represent the 
concentrat ions of Proprietary !Proprietary I and !Proprietary I respect ively. 

These calibration standards may be aliquoted into appropr iate volumes into 
polypropylene tubes ( suggested 150 µl volumes) and stored in a ::S-60 °C freezer until 
use, providing that sufficien t stabil ity in matrix has been success fully va lidated under 
these conditions. Calibration standards may also be freshly prepare d on the day of 
extraction. 

F.3.1 Transfer 0.0200 ml of each ca libration standard, QC sample, study sample and 
blank into sepa rate 1.50 ml microcentr ifuge tubes . If needed, extra samp les 
may be extrac ted in order to be used as Condition ing Samples. These should be 
pooled before use. 

F.3.2 Add 0.100 ml of 0.2% acetic acid in methanol to the matr ix blanks. Cap tubes 
and vortex for appro ximately 5 seconds. 

F.3.3 Add 0.100 ml of the Internal Standard Spiking Solution to each calibration 
standard, QC standard, study sample and control blank. Cap tubes and vortex 
for appro ximately 5 seco nds. 

F.3.4 Centri fuge tubes at approximately 18000g for appro ximately 10 minutes. 

F.3.5 Transfer 0.0250 ml of the supernatant into a 2.00 ml HPLC vial containing 
1.00 ml Reconsti tution Solution. Cap and vortex briefly to mix. 
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F.3.6 Store on the autosamp ler (set point 5 °C ± 3 °C) or refrigerated (set point 
5 °C ± 3 °C). 

F.4 Analytical Cond ition s 

Equipment can be subst ituted provided that equ ivalent assay performance is obtained. 

Refer to Figures 1-3 in this Test Method for an example ofrepresentative 
chromatograms of each analyte at the LLOQ leve l. 

F.4.1 HPLC Conditions 

Autosampler: 
Pumps : 

Column Oven : 
Autosampler Temp : 
Column Oven Temp: 
Column: 
Pre-column Frit: 
Flow Rate: 
Run Time: 
Inject ion Vo lume: 
Mobi le Phase A: 
Mobi le Phase B: 
Needle Rinse 1: 

Need le Rinse 2: 
Pre clean with Needle 
Rinses 1 and 2: 
Post clean with Nee dle 
Rinse 1 and 2: 

CTC Analytics HTS-xt 
Shimadzu LC-20AD Prominence . Incorporates Shimadz u 
CBM-20A Prominence communications bus modu le and 
Shimadzu DGU-20A 3R Prominen ce degasser 
Shimadzu CTO-20AC Prominen ce 
Set point 5 °C 

Set point 25 °C 
Phenomenex Synergi Polar RP 100 x 2 mm, 4µm 
0.5 µm stainless-stee l Precolumn Frit (Upchurch Scientific) 
0.350 ml/min 
8.0 minutes 
10 ~tl* 
2% acetic acid in water 
0.1 % acetic acid in acetonitr ile 
Acetonitrile:isopropanol (80:20 , v:v) with 1 % ammonium 
hydroxide 
Water :methanol (90: 10, v:v) with 1 % formic acid 
1 *, 1 * 

2*,2* 

Valve clean with Needle 2*,2* 
Rinse 1 and 2: 
Retention Time : 4.3 minutes 

4.2 minutes 
1.4 minutes 

Proprietary 

Proprietary 

Proprietary 

* may be modified to improve perfo rmance 

I 
and IS) 
and IS) 
and IS) 
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F.4.2 LC Program 

Time (min) %A % B 
0.01 98 2 
2.00 98 2 
2.10 50 50 
4.00 2 98 
5.50 2 98 
5.51 98 2 
8.00 98 2 

Switching Va lve program 

Total Time Position 
(minutes) 

0.0 to 0.2* Divert to Waste 

0.2 to 5.0* Divert to MS 

5.0 to 8.0* Divert to Waste 

* may be modified to improve performance 
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F.4.3 MS/MRM Conditions 

Mass Spectrometer: 
Interface: 
Scan Mode : 
IS: 
EP: 
DP: 

CE: 

CXP: 

Resolut ion Ql , Q3 : 
CUR Gas: 
CAD Gas: 
GSl : 
GS2 
Source Temp: 
Dwell: 

Nominal 
Tran sitions: 

AB Sciex 5500 Mass Spectrometer 
Turbo IonSpray positive-ion mode 
Mu ltip le Reaction Monito ring (MRM) 
5500V* 
lOV* 
71V* 
121V 
76V* 
2 1V* 
25V* 
33V* 
38V* 
26V* 
14V* 

Proprietary Info 

Proprietary Info 

11--'ropnetary Into 

Proprietary Info 

Proprietary Info I 
Proprietary Info 

Proprietary Info 

Proprietary Info I 
Proprietary Inf o 

Unit, Unit 
20* 
8* 
60* 
60* 
650 °C* 
80* ms 

Proprietary 

Proprietary 

I Proprietary 

Proprietary Info 

Proprietary Info 

!Proprietary Info 

I 
81 V* !Proprietary Info 

7 6V* !Proprietary Info 

56V* Proprietary Info 

19V* Proprietary Info 

25V* Proprietary Info 

35V* Proprietary Info 

20V* Proprietary Info 

24 V* Proprietary Info 

14V* Proprietary Info 

mlz 629.3* • 447. 2* 
m/z 721.3* • 296.1 * 
m/z 288 .1 * • 176.1 * 
rn/z 637.4* • 447. 2* 
m/z 727.4* • 302.2* 
rn/z 294.1 * • 182.1 * 

* May be modified to improve performance. The eventual rn/z ratios used must 
be within± 0.3 amu from the masses quoted above.) 

SRI PROPRIETARY I CONFIDENTIAL 

A-14 Obtained via FOIA by White Coat Waste Project



.. 
F.5 

TEST METHOD 
Classification: Project 
Supersedes: 106.202 (07/15/19) 

TM No.: 106.202 
Page : 14 of26 
Effective: August 2 1, 20 19 

Subject: Analysis of l: r?prietary I i:r?pr ietary I and !Proprietary I in K2 EDTA Rat Plasma 

Calculations 

F.5.1 Chromatograms will be automatically integrated using AB Sciex Analyst 
software (Version 1.6.2) or equivalent and visually inspected for an acceptab le 
integrat ion. 

F.5.2 Com ute the 1/x weighted least-sq uares linear regress ion Proprietary and 
Proprietary and the l/x2 weighted least-squares linear regression Proprietary Info 

using Analyst software, relating the peak area ratios (relative to internal 
standard) of the calibration standards to their res ective nominal concentrations 
( ng/ml in plasma) for l: r?prietary I !Pr?prietary I and Proprietary 

F.5.3 Using the peak area ratios (relative to the internal standard) of the standards and 
the regress ion equation constant s, concent rations for analyte in the QC samp les 
and study samples can be interpo lated . 

F.5.4 Compute the correlat ion coeffic ient for the standard data. 

F.6. Acceptance Criteria 

F.6.1 System Suitability Standard 

There are no formal accepta nce criteria for the System Suitability samples. The 
system suitability sample will be injected at the beginning and at the end of a 
run and inspected to ensure signal-to-noise ratio and peak shape are adequate 
for quant itation. Any chromatographic change between these injections which 
may have an impact on the ability to accurately quant itate the samples will be 
noted , however there is no formal acceptance criteria for this. The system 
suitability injections will be printed with the other chromatograms in the 
analytical batch. 

F.6.2 Calibration Standard Acceptance Criteria 

F.6.2.1 The lower limit of quantitation (LLOQ) standard back-calculated 
concentrat ion must be within ±20% of theoretical nomina l 
concentrat ion. 

F.6.2.2 To meet acceptance cr iteria, the back-calcu lated concentration of a 
calibration standards ( excluding at the LLOQ level) must be within 
15% of their nomina l theoretical concentrations. 

F.6.2.3 A minimum of three-quarter s of calibrat ion standards must meet these 
criteria. 
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F.6.2.4 Any standards failing to meet the acceptance criteria will be excluded 
from the regression , starting with the calibration standard which is 
furthest away from the nominal concentration. 

F.6.3 Quality Control (QC) Sample Acceptance Criteria. 

F.6.3.1 To meet acceptance criteria, the back-calculated concentration of a QC 
sample must be within 15% of their nominal theoretical 
concentrations. 

F.6.3.2 At least two-thirds of all assay QCs (low , mid and high) must meet the 
acceptance criteria. 

F.6.3.3 At least 50% of the QCs at each level must meet the acceptance 
criteria. 

F.6.3.4 For dilution QCs , which are generally assayed using multipl es of n=3 
replicate s, at least 67% (rounded) of the QCs must be within 15% of 
their nominal theoretical concentration s. Failure of a dilution QC doe s 
not mean that the batch itself has failed if the low, mid and high QCs 
meet acceptance criteria as defined above. However , any sample s 
diluted in a batch with a failed dilution QC should be repeated and the 
value from this batch discarded. If more than one dilution scheme wa s 
followed in a batch of samples , with corresponding dilution QCs 
prepared using different dilution factors , only the dilution QC which 
fai led acceptance criteria will be rejected and the associated samp les 
repeated. 

F.6.4 Blank Acceptance Criteria 

At least 50% of matrix blank s (including carryover blanks , Bl/Bl) and 50% of 
contro l blank s (Bl/IS) must have a respon se (peak area) less than or equal to 
20% of the mean accepted LLOQ calibration standards. Carryover blank s 
should be positioned in the run in a manner capable of determining assay 
carryover , for example , after each ULOQ calibration standard injection. 

F.7 Data Reportin g 

Concentration s found below the lowe st ca libration standard concentrat ion, will be 
reported as below the quantitation limit. Where no peak is detected (ND) , the result 
will be flagged as (<LLOQ). Over-diluted samples falling below the calibration range 
(assuming insuffic ient to reassay) will be reported as <LLOQ (LLOQ value x dilution 
factor) . 
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G. STABILITY /METHOD PARAMETERS 

G.1 Solutions 
Parame ter Evaluated 

Analyte Stability in Stock Solutio ns at 
5±3 °C: 

G.2 Matrix, K2 EDTA Rat Plasma 

Parameter Evaluated 

Room Temperature Stability in Matrix: 
Freeze/Thaw Stability in Matrix: 
Re- inject ion Stability: 
Post Preparative Extract Stability : 
Validate d Dilution Factor: 
Long-T erm Stability in Matrix at :::-60°C: 
Effect of 2% Hemolysis: 
Whole Blood Stability : 
Maximum Batch Size : 
Incurred Sample Reanalysis: 

H. REFERENCES 

Validated Result 
40 days 

Val idated Resu lt 

25 hours 
5 cycles 

94 hours, refrigera ted 
99 hours, refrigera ted 

10-fold, 50-fold 
25 days 

No impact 
4 hours, refr igerated 

l0l samples 
Successful 

Study Reference 
8 185-18 

Study Reference 

B181-18 
Bl8 1-18 
81 81-18 
B18 1-18 
B18 1-18 
B18 1-18 
8 18 1-18 
Bl 8 1-18 
B181-18 
M398- 18 

H.1 Bl 81-18: "Method Validation Report for the Quantitative Analysis of !:r?prietary 
l: r?prietary I and !Proprietary I in K2 EDT A Rat Plasma" 

H.2 Bl 85-18: "Method Validation Report for the Quantitative Analysis of lPr?prietary 
l: roprietary I and !Proprietary I in K2 EDT A Dog Plasma". 

H.3 M398-18: "GLP-Multiple (5-Weekly) Repeat Subcutaneous Dose Toxicity Study with 

H.4 !Proprietary I IPro I in Sprague Dawley Rats" . 

H.5 SRI SOP 006.061, Bioanalytical Sample Analysis 

H.6 SRI SOP 006.062, Bioanalytical Sample Reanalysis 

H.7 SRI SOP 006.063, Refere nce Material Receipt and Stock, Spiking Solution and 
Calibration and Quality Control Sample Preparation I Expi ration 
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I. FIGURES 

1.1 Figure 1. Represent ative l: r?prietary I Chromatogram of a K2 EDTA Rat Plasma Sample 
Spiked at the Lower Limit of Quantitation (LLOQ) 
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1.2 Figure 2. Representative !Proprietary I Chromatogram of a K2 EDTA Rat Plasma Sample 
Spiked at the Lower Limit of Quantitation (LLOQ) 
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1.3 Figure 3. Representative !Proprietary I Chromatogram of a K2 EDTA Rat Plasma Sample 
Spiked at the Lower Limit of Quantitation (LLOQ) 
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TEST METHOD 
Classification: Project 
Supersedes: 106.202 (07/15/19) 

TM No.: 106.202 
Page: 20 of 26 
Effective: August 21, 2019 .. Subject: Analysis of l: r?prietary I !Proprietary I and !Proprietary I in K2 EDTA Rat Plasma 

J. ATTACHMENTS 

J.1 Extraction Form (SRI Form 106.202A) 

J.2 Methodology and Reagent List (SRI Form 106.202B) 

J.3 Instrument Analytical Conditions and Reagents (SRI Form 106.202C) 

J.4 Instrument Reagent Preparation (SRI Form 106.202D) 

J.5 Extraction Reagent Preparation (SRI Form 106.202E) 
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I Study ID: I Batch ID: 

EXTRACTION FORM 
Preparation of Calibration Standards in Matrix 

Nominal 
Calibration Spiking Solution Spiking Matrix Final Matrix 

Standard Spiking Solution Concentration Volume Volume Volume Concentration 
ID ID (u11:/ml) (ml) (ml) (ml) (ng/ml) 

Std-1 Std-5 0.100 I 0.100 I 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-2 Std-5 0.100 I 0.100 I 0.500 0.0500 0.450 0.500 10.0 I 10.0 I 50.0 
Std-3 Std-5 0.100 I 0.100 / 0.500 0.100 0.400 0.500 20.0 I 20 .0 I I 00 
Std-4 Std-8 1.00 I 1.00 I 5.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-5 Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 / 100 / 500 
Std-6 Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 I 1000 
Std-7 Std-9 10.0 I 10.0 I 50.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-8 Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I 1000 I 5000 

IProprietaryl Stock A/B; 1000 0.0100 10000 
Std-9 IProorietar I Stock A/B; 1000 0.0100 0.930 1.00 10000 

IPro~rietatyl Stock AIB 1000 0.0500 50000 

Preparation of Quality Control Samples in Matrix 
Nominal 

Spiking Solution Spiking Matrix Final Matrix 
Spiking Solution Concentration Volume Volume Volume Concentration 

QCID ID (µ1!/ml) (ml) (ml) (ml) (ng/ml) 
QC -Low QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 I 15.0 I 15.0 
QC-Mid QC-Dil 5.00 I 5.00 I 25.0 0.0800 0.920 1.00 400 I 400 I 2000 
QC-Hicll QC-Di! 5.00 I 5.00 I 25.0 0.160 0 .840 1.00 800 / 800 / 4000 

IProprietaryl Stock A/B; 1000 0.0100 5000 
QC-Dil IProorietar I Stock A/B; 1000 0.0100 1.930 2.00 5000 

IPro~rietatyl Stock A/B 1000 0.0500 25000 

Species: ______ Anticoagulant/Matrix: ___________ Matrix Supplier: ____ _ 

Lot: ______________ Matrix Expiration Date: ___________ _ 

Pipette IDs: _________________________________ _ 

Calibration Spiking Solution: _______________ Expiration Date: ______ _ 

QC Samp le Spiking Solution: _______________ Expiration Date: ______ _ 

Prepared by: ______ Date: ______ _ 

SRI Form 106.202A 
08/21/19 

SRI PROPRIETARY I CONFIDENTIAL 
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Study ID: I Batch ID: 

METHODOLOGY AND REAGENT LIST 

Steo Descriotion Eauioment or Pioettes used 
I Transfer 0.0200 ml of each calibration standard, QC 

sample, study sample and blank into separate 1.50 ml 
microcentrifuge tubes . 

2 Add 0.100 ml of0.2% acetic acid in methanol to the 
matrix blanks. Cap and vortex for approximately 
5 seconds. 

3 Add 0.100 ml of the Internal Standard Spiking 
Solution to each calibration standard, QC sample, 
study sample and control blank. Cap and vortex for 
aooroximately 5 seconds. 

4 Centrifuge tubes at approximately 18000 g for 
approximately IO minutes. 

5 Transfer 0.0250 ml of the supernatant into a 2.00 ml 
HPLC vial containing 1.00 ml Reconstitut ion 
Solution. Cap and vortex briefly to mix. 

6 Store on the autosamp ler (set point 5°C ± 3°C) or End of extraction (time) : 
refrigerated (5°C ± 3°C). 

0 EppendorfRepeater Plus / M4 (circle one) Equipment ID: Exp: --------- ------

Dilution Scheme Pipettes : 
(l:_) Add ul sam ple to ul control matrix and vortex. 

Dilution Scheme 
(l: _) Add u l sam ple to ul contr ol matrix and vortex. 

Dilution Scheme 
( I:_) Add ul sa mple to ul contTOI matr ix and vortex. 

Procedure Performed by: ____________ Date: __________ _ 

SRI Form 106.202B (Page I of 2) 
08/2 1/ 19 
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A-23 

Step 
comp leted 

(check) 
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I Study ID: I Batch ID: 

METHO DOLOGY AND REAGENT LIST (cont.) 

Additional information, if required: 

Test Mix Dilution: Remove the Test Mix in 2% acetic acid in methanol from storage 
(ID: ___________________ Exp: _______ ~ and remove 0.0203 ml of this 
solut ion and place into a separate HPLC vial containing 0.0203 ml of internal standard spiking solution and 0.959 ml of 
Reconstitution Solution. Store with batch. 

Pipettes: ___________________________ _ 

Reagent Description 

K2 EDT A Rat Plasma 

Interna l Standard 

0.2% Acetic Acid in 
Methanol (Diluent) 
Water:Methanol (90:10, v:v) 
with 0.1 % Acetic Acid 
(Reconstitution Solution) 

Initial/Date: 

SRI Form I 06.202B (Page 2 of 2) 
08/21/19 

REAGENT LIST 

Assigned ID Supplier Lot# 

NA 

NA NA 

NA NA 

NA NA 

SRI PROPRIETARY I CONFIDENTIAL 
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Grade Exp. 

NA 

NA 

NA 

NA 
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I Study ID: I Batch ID: 

INSTRUMENT ANALYTICAL CONDITIONS AND REAGENTS 

HPLC Column ID. Vendor: 

Phenomenex 
Description: Synergi Polar RP 

100 x 2 mm, 4µm Dimension: 

SIN: 

Column Heater Equipment Tracking#- __ 

Column Temp Set Point oc 
(Set Point 25°C) 

Pump ID Equipment Tracking #-__ 

Pump Pressures at Start psi 

Autos ampler ID Equipment Tracking #-__ 

Autosampler Temp (Set 
Set Point oc 

Point 5°C ± 3°C) ---

Mass Spectrome ter Equipment Tracking #-__ 

Mobile Phase A 

Mobil e Phase B 

Needle Rinse 1 

Needle Rinse 2 

Number of Conditionin g 
In_jections 

NA: Not Applicable 

Initial: ______ Date: _______ _ 

Additional Comments I Incidents during analysis : 

SRI Fonn I 06 .202C 
08/21/ 19 

SRI PROPRI ETARY/ CONFIDENTIAL 
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Calibration due date 

NA 

NA 

NA 

NA 

Exp. Date 

NA 
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INSTRUMENT REAGEN T PREPARATION 

Study Number: ___________ _ 

Mobile Phase A: 
Assigned ID: ___________________ _ 
2% Acetic Acid in Water 
Add____ ml (nominal 20.0 ml) of acetic acid to _____ ml (nomina l I 000 ml) of Milli-Q Water. This solution should 
be stored at room temperature for up to one month after preparation. 
Expiration Date: ________ _ 

Mobil e Phase B: 
Assigned ID: ___________________ _ 
0. 1 % Acetic Acid in Aceton itrile 
Add___ ml (nominal 1.00 ml) of acetic acid to _____ ml (nominal 1000 ml) of acetonitrile. This solution should be 
stored at room temperature for up to one month after preparation. 
Expiration Date: ________ _ 

Needle Rinse 1: 
Assigned ID: ___________________ _ 
Acetonitrile: Isopropanol (80:20 , v:v) with I% Ammoni um Hydroxide 
Add ____ ml (nominal 400 ml) of aceton itrile to ____ ml (nominal 100 ml) isopropanol and add _____ ml 
(nominal 5.00 ml) ammonium hydroxide in a glass bottle . This solution should be stored at room temperature for up to one month 
after preparation. 
Expiration Date: ________ _ 

Needle Rinse 2: 
Assigned ID: ___________________ _ 
Water:Me thano l (90: 10, v:v) with 1 % Formic Acid 
Add ____ ml (nominal 450 ml) of Milli-Q water to ____ ml (nominal 50.0 ml) methano l and add _____ ml 
(nominal 5.00 ml) formic acid in a glass bottle . This solution should be stored at room temperature for up to one month after 
preparatio n. 
Expiration Date: ________ _ 

Milli-Q water: Decanted from Milli-Q unit on the day of use. Unit ID: _______ Exp: _____ _ 

Is resistivity ::::18.0 MQ-cm? Y / N (circle) ls TOC <50.0 ppb? Y I N (circle) 

Ammonium Hydroxide: 
Suppl ier: Lot: Grade: Expire: 

Acetic Acid: 
Suppl ier: Lot: Grade: Expire: 

Formic Acid: 
Supplier: Lot: Grade: Expire: 

Methano l: 
Suppl ier: Lot: Grade: Expire: 

Acetonitril e: 
Supplier: Lot: Grade: Expire: 

Isopropano l: 
Suppl ier: Lot: Grade: Expire : 

Prepared by: Date: 

SRI Form l 06 .202D 
08/2 1/ 19 
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EXTRACTION I STOCK REAGENT PREPARATION 

Study Number: ___________ _ 

0.2% Acetic Acid in Methanol (Diluent): 
Assigned ID: ___________________ _ 

Add ____ ml (nominal 0.400 ml) of acetic acid to _____ ml (nominal 200 ml) of methanol. This solution 
shou ld be stored at room temperature for up to one month after preparation. 
Expiration Date: ________ _ 

Water:Metha nol (90:10, v:v) with 0.1 % acetic acid (Reco nstitution Solution): 
Assigned ID: _________________ _ 
Add ____ ml (nominal 0.200 ml) of acetic acid to ____ ml (nominal 180 ml) Milli-Q water and ___ ml 
(nominal 20.0 ml) of methanol. This solution should be stored at room temperature for up to one month after 
preparation. 
Expiration Date: ________ _ 

Test Mix (System Suitability): 
Assigned ID: __________________ ~-------~ 
To prepare at the LLOQ level, spike 0.0100 ml of the 1.00 mg/m !IProprietary Info I stock solut ions and 0.0500 ml 
of the 1.00 mg/mlProorietarv l,tock solution into 9.930 m l of Diluent Solution. Vortex, remove 0. I 00 ml, and add to a 
vial contai ning 0.900 ml of Diluent Solution. Vortex, remove 0.0100 ml, and add to a vial contai ning 0.990 ml of 
Diluent Solution. This solut ion may be stored refrigerated for up to 3 months from the date of preparation. 
On the day of use, remove 0.0203 ml of this so lution and place into a separate vial containing 0.0203 ml of internal 
standard spiking solution and 0.959 ml of Reconst itution Solution. 
Expiration Date:___________ Storage Unit / Temperature: _________ _ 

Milli-Q water: Decanted from Milli-Q unit on the day of use. Unit ID: _______ Exp: ____ _ 

Is resistivity ::::18.0 MQ -cm? Y / N (circle) ls TOC <50.0 ppb? Y / N (circle) 
Acetic Acid: 
Supplier: _________ Lot: ________ Grade: _____ Expire: ____ _ 

Methanol: 
Suppl ier: _________ Lot: ________ Grade: _____ Expire: ____ _ 

Proprietary Stock Solution (1.00 mg/ml) ID: Info ------------- Expire: ____ _ 

Stock Solution (1.00 mg/ml) ID: ____________ _ Expire: ____ _ 

Stock Solution (1.00 mg/ml) ID: ____________ _ Exp ire: ____ _ 

Internal Standard Spiking Solution ID: ____________ _ Expire: ____ _ 

Diluent ID: ____________ _ Expire: ____ _ 

Reconstitution Solution ID: ____________ _ Expi re: ____ _ 

Pipettes: _________________________________ _ 

Prepared by: ______ Date: ____ _ 

SRJ Form l 06.202E 
08/21/19 
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Method Validation Report for the Quantitative Analysis oflP roprietary lnfol Ritonavir, 
and !Proprietary I in K2 EDT A Rat Plasma 

SRI Study No. B181-18 

Appendix B 

PARTIAL VALIDATION PLAN OF THE BIOANALYTICAL METHOD FOR 
ANALYSIS OF !Proprietary Info I !Proprietary Info I AND !Proprietary Info I IN K2 EDTA RAT 

PLASMA 
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SRI International Study Number: 8181-18 

Partial Validation Plan for the Bioanalytical Method for Analysis of 
!Proprietary Info I !Proprietary Info I and !Proprietary Info I in 

K2 EDT A Rat Plasma 

SRI International Study Number: B181-18 

Redacted by agreement 

06/ /,J, /19 
Date 

Date 

Page l of 10 
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SRI International Study Number: B 181-18 

SCOPE 

This validation will be limited to the analysis of l: r~prietary I I Proprietary I and !Proprietary I in K2 EDT A rat · 
plasma using 0.0200 ml sample volumes, using a protein precipitation extraction procedure followed 
b LC-MS/MS detection. The internal standards used in this assay are !Proprietary Info I !Proprietary Info I and 
Proprietary Info 

This plan is based on SRI SOP 006.060, Bioanalytical Method Validation. Further details on the 
conduct of a typical validation study are described in this SOP. 

METHOD DEVELOPMENT 

Based on the outcome of method development, it is determined that the validation of l:r,oprietary I 
!Proprietary I and !Proprietary I in K2 EDT A rat plasma may proceed. A summary of the method development 
results is provided in Appendix A. Full details of the method development experiments performed 
and the corresponding results can be found in the study method development raw data. 

OBJECTIVE 

The objective of this validation plan is to describe the experimental procedures, the validation 
parameters, the statistical analyses to be performed, and the corresponding acceptance criteria, 
including the basis for acceptance or rejection of the validity of the method for its intended use. This 
method was fully validated in dog in the validation study B 185-18. Therefore, it will be done as a 
partial validation in rat with at least one accuracy and precision batch. This partial validation 
investigates the following parameters: method linearity and range, maximum batch size, selectivity, · 
carryover, accuracy (intra-batch), precision (intra-batch), recovery, matrix effects on ionization, 
effect of dilution , matrix effects using 6 unique lots of matrix, freeze thaw stability, room 
temperature matrix stability, re-injection stability, post-preparative extract stability, long term matrix 
storage stability, whole blood processing stabili , effect of hetnolysis, and effect of concomitant 
medications. Analyte stock solution stability for Proprietary !Proprietary I and !Proprietary I was established in 
the validation study B185-18, and therefore will not be performed in this study. Following 
completion of the validation, a final validation report will be written that will include a brief 
description of the method development outcome, a summary of the method used to validate this 
assay, any changes made ·over the course of the validation, including revalidation if applicable, the 

. results obtained, and the validation conclusions. 

SUMMARY OF METHOD 

Full details of the methodology used during the conduct of this validation study will be detailed in 
SRI Test Method Analysis of1:r?prietary I !Proprietary I and l: r?prietary I in K2 EDTA Rat Plasma. This Test . 
Method will be issued as a draft Test Method during the conduct of the validation, and will be 
formally issued and approved by department management and Quality Assurance (QA) prior to the 

. start of sample analysis. Until an SRI Test Method number can be formally assigned, following 
completion of the validation, the initial draft Test Method number used during validation will be 
Bl 81·18-TM-Draft 1, with subsequent revisions numbered -Draft 2, -Draft 3, etc. 

During validation, this draft Test Method may be modified , if necessary, by the validation scientist 
providing that the integrity of the validation is not compromised, and the modifications are fully 
documented. Any modifications to the method occurring after the first accepted validation run may 
require revalidation of the method. 

Page 2 of 10 
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SRJ International Study Number: B 181-18 

All details pertaining to equ ipment used, materials, reagents etc will be included in the raw data and 
detailed in the resulting final bioanalytical Test Method. 

All temperatures quoted in this validation outline are nominal. 

COMPOUND INFORMATION 

The actual details of l: r?prietary I !Proprietary I and !Proprietary I and the stable label internal standards 
used will be noted in the raw data. The final report will include the supplier of the test articles and 
internal standards, the purities and the expiration dates. 

Stock Solution Preparation 

Duplicate weighings of l: r?prietary 11: r?prietary I and !Proprietary I will be performed and 1.00 mg/ml stock 
solutions of each analyte (adjusting for water or solvent present and purity, as appropriate will be 
prepared. Dimethyl sulfoxide (DMSO) will be used as the diluent for the l: r?prietary I and Proprietary 

stocks, while Milli-Q water will be the diluent for the !Proprietary I stock solutions. These stock 
solutions will be stored in a refrigerator (5°C ± 3°C) until use. Per SRI SOP 006.063 Reference 
Material Receipt and Stock, Spiking Solution and Calibration and Qualify Control Sample 
Preparation I Expiration, a comparison of these solutions will be performed, prior to use in the 
validation, to ensure equivalency and accuracy of preparation. 

The internal standards !Proprietary Info I !Proprietary Info I and !Proprietary Info I will be wei ed and a 1.00 mg/ml 
stock solution of each prepared. The diluent for the !Proprietary Info I and Proprietary Info stocks will be 
DMSO, and the diluent for the !Proprietary Info I will be Milli-Q water. It is not necessary to apply a 
correction factor to the internal standards following weighing. 

The preparation of working solutions from the analyte and internal standard stocks, if applicable, 
will be detailed in the raw data. 

METHOD VALIDATION PARAMETERS 

Method Linearity and Range 

On each da of method validation, a freshly prepared calibration standard curve (5.00 to 1000 ng/zytl 
for Proprietary and !Proprietary I and 25.0 to 5000 ng/ml for l:r?prietary I in K2 EDTA rat plasma will be 
extracted and the peak area ratios (PAR) of analyte to internal standard in the calibration standards 
will be fitted to a weighted regression analysis. The eventual weight ing used will be documented in 
the raw data and will be consistently applied across all batches. 

The calibration standards (n=2 per analytical batch) will contain the following concentrations of 
l: r~pr ietary I and !Proprietary I in K2 EDTA rat plasma: 5 .00, 10.0, 20.0, 50.0, 100, 200, 500 and 1000 ng/ml. 
These standards will also contain !Proprietary I at 25.0, 50.0, 100, 250, 500, 1000, 2500, and 5000 ng/ml. 
Also included with each batch will be at least n=2 blank samples containing no analyte or internal 
standard (Bl/Bl) and at least n=2 blank samples containing no analyte but containing internal 
standard (Bl/IS). 

Page 3 of 10 
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SRJ International Study Number: B 181-18 

The linearity of the assay will be assessed by the correlation coefficient (r) obtained from the 
regression analysis of the peak area ratios, with perfect fit of the data yielding an r value of 1.000. 
The minimum value for r for an assay to be acceptable is 0.990. 

On each day of accuracy and precision assessment, the peak response vs. standar d concentration in 
the calibration standards will be fitted to a regression analysis. The simplest weighting should be · 
used wherever possible, however, other weightings may be used if the fit is more appropriate. The 
best fit will be determined using the sum of residual squares, where the lowest value will be 
determined to be the most suitable. This will be performed using linear 1/x or 1/x2 at a minimum, 
with the inclusion of quadratic regression if appropriate. Quality Control (QC) samp le results from 
all accuracy and precision batches, across all concentrations, will be used in the calculations to 
determine the sum of resrdual squares. The specific standard curve model fit used, including 
weighting, will be documented in the raw data and will be consistently applied across all batches. 

In order for the calibration curve to be considered acceptable there will not be more than a 15% 
difference between the nominal and observed concentrations, except at the lower limit of 
quantitation (LLOQ) where a 20% deviation is permitted. At least 75% of the calibration standards, 
including at least one replicate at the lowe st and highest concentrations, will fulfill this criterion. 
Individual calibration stap_dards which do not fulfill the criterion will be excluded from the 
regress10n. 

As this validation has not yet initiated, the analytical range stated above, and the resulting QC 
concentrations selected, may change from stated here depending on experimental findings. This will 
be recorded in the raw data. 

Maximum Batch Size 

One accuracy and precision batch of sufficient size should be analyzed to represent a typical batch 
when running study samples. In order to get the desired number of samples, additional blanks (Bl/Bl 
or Bl/IS) may be analyzed with this batch , and no acceptance criteria will be attached to these 
additional samples. The maximum batch size will be counted from the first calibration standard to 
the last calibration standard. 

Selectivity 

To confirm the selectivity of the assay for the analyte and the internal standard, plasma samples 
containing no analyte or internal standard (Bl/Bl) from at least 6 unique lots of K2 EDTA rat plasma 
will be extracted in at least one analytical batch in replicates of n=l. Additionally, a Bl/Bl sample at 
0.5% and 2% hemolysis will be extracted and analyzed in replicates of n=l to determine ifthere is a 
significant impact on either the analyte or internal standard response due to the presence of whole 
blood. Selectivity for the analyte will be indicated by the absence of an apparent chromatographic 
peak at the retention time for the analyte that shows a peak area greater than 20% of the mean peak 
area observed for the extracted calibration standards at the LLOQ. Selectivity for the internal 
standard in these samples will be indicated by the absence of an apparent chromatographic peak at 
the retention time for the internal standard that shows a peak area greater than 5% of the mean peak 
area observed for the extracted samples containing the internal · standard. 
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SRI International Study Number: B 181-18 

In all analytical batches, at least n=2 samples containing no analyte or internal standard (Bl/Bl) will 
be extracted. Any peak detected at the retention time of the analyte should be less than 20% of the 
analyte mean peak area observed for the extracted calibration standards at the LLOQ. Any peak 
detected at the retention time of the internal standard should be less than 5% of the mean peak area 
observed for the extracted samples containing the internal standard. The same plasma lot used to 
prepare the fresh calibration curve should be used for this evaluation. 

In all analytical batches, at least n=2 samples conta ining no analyte but with internal standard 
included (Bl/IS) will be extracted to confirm the suitability of the internal standard for use in the 
assay at that concentration. Any peak detected at the retention time of the analyte as a result of the 
internal standard addition should be less than 20% of the analyte mean peak area observed for the 
extracted calibration standards at the LLOQ. The same plasma lot used to prepare the fresh 
calibration curve should be used for this evaluation. 

In at least one analytical batch, at least n=l sample containing only l: r,aprietary I at the upper limit of 
quantitation but containing no internal standard (ULOQ/Bl), will be extracted. Any peak detected at 
the retention time of the internal standard as a result of the analyte addition at the ULOQ should be 
less than 5% of the internal standard mean peak area observed for the extracted samples containing 
internal standard. This will also be performed with at least n= 1 sample containing only !Proprietary I and 
at least n= 1 sample containing only !Proprietary I at the ULOQ concentration. 

Carryover 

Carryover of the analytes will be determined during all validation batches by injecting at least one 
Bl/Bl sample immediately following injection of each highest calibration standard. Any peak 
detected at the retention time of the analyte in the first injected Bl/Bl sample should be less than 20% 
of the analyte mean peak area observed for the extracted samples at the LLOQ. Any peak detected at. 
the retention time of the internal standard should be less than 5% of the internal standard mean peak 
area observed for the extracted samples containing internal standard. 

Method Accuracy and Precision 

Quality Control (QC) samples at four concentrations will be freshly prepared in K2 EDT A rat plasma 
on each day of anal sis for use in accuracy and precision batches. These samples will contain both 
l: r,aprietary I and Proprietary at 5.00 ng/ml (LLOQ), 15.0 ng/ml (low), 400 ng/ml (mid), and 800 ng/ml 
(high) concentrations, and also !Proprietary I at 25.0 ng/ml , 75.0 ng/ml, 2000 ng/ml, and 4000 ng/ml, 
respectively. 

To assess the accuracy and precision of the assay for the analytes, these QCs will be processed in · 
n=6 replicates on at least one day of analysis. For intra-batch (single run) accuracy (% accuracy) , the 
results will be acceptable if the mean of the replicates at each concentration is within ± 15% of the 
nominal concent ration(± 20% at the LLOQ) , and precision (as determined by %CV) at each 
concentration is ± 15% (± 20% at the LLOQ). Additionally, for a single batch to be considered 
acceptable, at least 50% of the individual replicates at each concentration must be within± 15% of 
the nominal concentration(± 20% at the LLOQ), and at least 67% of the QCs in a batch must meet 
this acceptance criterion. A QC sample may be excluded from the overall statistics only for _ 
analytical reasons (poor chromatography, etc), or if determined that it is a statistical outlier by means 
of a Grubbs test. Results will be shown both with and without the inclusion of a statistical outlier. 
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. The LLOQ QC samples will be independently prepared from the LLOQ calibration standards used _to 
construct the calibration curve on the day of analysis. 

The validation is considered to start on acceptance of the first intra-batch accuracy and precision run. 
If the calibration curve for a batch satisfied acceptance criteria, the accuracy and precision run will 
be reported and included in the inter-batch statistics, including those where the QC samples failed to . 
meet acceptance criteria for which an assignable cause for failure ( eg. documented preparation error, 
instrument breakdown , poor chromatography , etc) could not be determined. 

Recovery 

The recovery of the method for the analytes and internal standards will be assessed by comparing the 
mean peak areas of the analytes and the internal standards in the QC samples (n=6) at low, mid and 
high concentrations after extraction to the mean peak areas obtained from extracted Bl/Bl (n=6) 
samples which were spik~d post extraction with solutions containing both analyte and internal 
standard, to give a final concentration equivalent to the expected concentration in the final extracts, 
assuming the sample extraction efficiency is 100%. Determination of recovery is to characterize the 
assay, and there is no acceptance criterion for recovery. · 

Recovery will be determined by the following: 

Mean peak area of extracted samples x 100 
Mean peak area of post-extracted spiked standards 

· Matrix Effects on Ionization 

The extent of the matrix effects on ionization of the analytes and internal standards will be assessed. 
A comparison of the mean peak areas of analyte and internal standard in extracted Bl/Bl samples 
spiked post-extraction with solutions containing both analytes and internal standards (at 
concentrations equivalent to low, mid and high QCs in the final extracts, assuming 100% recovery) 
to injections of these neat solutions (n=6) will be performed. Determination of matrix effects is to 
characterize the assay, and there is no acceptance criterion for this. 

Matrix effects on ionization will be determined by the following: 

Mean peak area o(post extracted spiked samples x 100 
Mean peak area of solution standards 

Values over 100% indicate signal enhancement caused by the matrix while values less than 100% 
. indicate matrix induced signal suppression. 

Effect of Dilution 

The ability to effectively dilute a high concentration study sam le will be assessed by pre arin a 
dilution QC at a concentration of 5000 ng/ml l: r,oprietary I and Proprietary and 25000 ng/ml Proprietary Into 

This QC will be diluted l: IO and 1 :50 on the day of extraction using blank Ki EDT A rat plasma, and 
will be extracted using n,; 6 replicates. Effect of dilution will be considered successful if at least 
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50% of the individual replicates are within± 15% of the nominal concentration and that overall 
accuracy and precision is ± 15%. 

Matrix Effects Using 6 Unique Lots of Matrix 

Matrix effects on ionization will be assessed at the low QC concentration by spiking 6 unique lots of 
K2 EDTA rat plasma (minimum of n=4 re licates per lot with a solution of anal es to give a final 
plasma concentration of 15.0 ng/ml Proprietary and Proprietary and 75.0 ng/ml Proprietary Info These 
samples will then be extracted as per the Test Method. Matrix effects on ionization are not 
considered significant if at least 50% of the individual replicates are within ± 15% of the nominal 
concentration and that overall accuracy and precision of each lot is± 15%. In the event that two or 
more lots fail acceptance criteria, another (different) 6 lots should be evaluated in a similar manner , 
and at least 9/12 lots must meet acceptance criteria. 

Matrix Stability 

Plasma QC samples will be prepared at the low and high concentrations, subdivided into suitable 
volume aliquots, and stored in polypropylene vials in an ultra-low temperature freezer (:e:;-60°C) for 
at least 24 hours prior to analysis. Matrix stability assessments will be conducted against a fresh 
calibration curve and fresh QC samples. Stability (freeze thaw -stability, room temperature matrix 
stability, post-preparative extract stability, and long term storage stability in matrix) will be 
considered successful if at least 50% of the individual replicates at each concentration are within 
± 15% of the nominal concentration and that overall accuracy and precision at each concentration is 
± 15%. The acceptance criteria for re-injection stability and whole blood processing stability are 
detailed below. 

Freeze Thaw Stability 

Plasma QC samples at low and high QC concentrations in at least n=4 replicates will be 
removed from the :S-60°C freezer after storage for a minimum of 24 hours after initial 
preparation and allowed to thaw unassisted at room temperature for a minimum period of 1 
hour. The samples will then be placed back in the :=:;-60°C freezer for a minimum of 12 hours. 
This process will then be repeated at least twice more prior to analysis. In the event that 
stability cannot be established or is unlikely to be successful, a smaller number of freeze 
thaw cycles may be examined, or the samples may be thawed on ice instead of at room 
temperature. This will be noted in the raw data. 

Room Temperature Matrix Stability 

Plasma QC samples at low and high QC concentrations in at least n=4 replicates will be 
removed from the :S-60°C freezer after storage and allowed to thaw unassisted at room 
temperature for a defined period. In the event that stability cannot be established over the 
original room temperature storage period, room temperature stability may be conducted over 
a shorter time period, or the samples may be stored on ice or in a refrigerator for a defined 
period of time instead of at room temperature. The actual storage times will be noted in the 
raw data. 
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Re-injection Stability 

To determine if it is appropriate to re-inject an entire batch, all calibration standards, QCs 
(n=6 at LLOQ, low, mid and high concentrations) and all assay Bl/Bl and Bl/IS samples 
(excluding indiv idual specificity blanks) will be re-injected on the instrument following a 
defined period of storage . It is not necessary to re-inject other samp les from additional 
experiments (matrix effects, effect of dilution, etc) which may have been originally extracted 
and analyzed with the original batch. The sample extracts after initial injection (prior to re­
injection) will be stored in the autosampler (temperature set point 5°C ± 3°C) or in a 
refrigerat or, assuming equivalency between these two locations. Re-inj ect ion stability will be 
considered successful if the mean (intra-batch) accuracy and precision of the QCs is± 15% 
(± 20% at the LLOQ). At least 50% of the individual replicates at each concentration must be 
within ± 15% of the nominal concentration (± 20% at the LLOQ), and at least 67% of the · 
QCs in a batch must meet this acceptance criterion. The period of re-injection stabil ity will 
be defmed as the time from the end of extraction to the time of injection of the first 
calibration standard from the re-injected batch. 

Post Preparative Extract Stability 

To determine the stability of the analytes after extraction from the pla sma and while in the 
autosamp ler (temperature set point 5°C ± 3°C) or refrigerator prior to injection , plasma QC 
samples at low and high concentrations in replicates of n=4 at each concentration , will be 
extracted and stored in the autosampler for a defined period of time. These QCs will then be 
injected alongside a freshly extracted calibration curve and QCs. The period of stabi lity will 
be determined by the time between placement in storage to the time of injection of the first 
stored QC. 

Long Term Matrix Storage Stability 

Plasma QC samp les at low and high QC concentrations in at least n=4 replicates will be 
removed from the S-60°C freezer after storage for a defined period of time and extracted and 
analyzed against a fresh calibration curve alongside fresh batch acceptance QC samples. 
Stability evaluations will be conducted at a minimum of one time-point and will at least 
cover the expected duration of samp le storage from future sample ana lysis studies. 

Whole Blood Processing Stability 

To determine the stability of the analyte in whole blood, prior to processing the blood sample 
to plasma, QC samples at two concentrations (representing low and high analyte levels, 
assuming 100% of analyte partitions into plasma) will be prepared in a pool of whole blood, 
which will then be subdivided after mixing. Plasma will be collected immed iately after 
spiki ng (time zero) and at defmed intervals (eg. 1 hour and 4 hours, stored refrigerated) after 
spiking. The plasma samples will be extracted in replicates of n=4 at each concentration. The 
mean of the values from each stability timepoint wi ll be compared to the mean of the value 
obtained from the time zero assessment. Stability will be achieved if the% difference is 
± 15%. Full details on the conduct of this experiment are provided in SRI SOP 006.060 
Bioanalytica/ Method Validation. 
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Effect of Hemolysis 

Plasma QC samples at low and high QC concentrations will be prepared in plasma matrix containing 
red blood cells to represent 0%, 0.5%, and 2% hemolysis, and extracted in at least n=4 replicates. 
Matrix effects of hemolysis will not be considered significant if at least 50% of the individual 
replicates at each concentration are within± 15% of the nominal concentration and that overall 
accuracy and precision at each concentration is ± 15%. 

Concomitant Medications 

A QC sam le will be prepared containin 15.0 n ml Proprietary 2000 ng/ml l:r?prietary land 20000 
ng/ml Proprietary and the im act of Proprietary and Proprietary on Proprietary uantitation will be assessed. 
Similarly, the effect of Proprietary and !Proprietary I on the quantitation of Proprietary will be assessed by . 
preparing a QC samp le at 2000 ng/ml Proprietary 15.0 n ml l:r?prietary land 20000 ng/mJ !Proprietary I To 
determine the effect of Proprietary and Proprietary on Proprietary quantit ation, a QC sample containing 
2000 ng/ml ff>r,oprietary I and Proprietary and 75.0 ng/ml !Proprietary I will be prepared. The values selected 
for the concomitant medication concentrations were higher than the CMax values from SRJ Study 
Number M332-17, where the animals were dosed at similar concentrations. These samples will be 
extracted in at least n=4 replicates. The effect of concomitant medications will not be considered 
significant if at least 50% of the individual replicates at each concentration are within± 15% of the 
nominal concentration and that overall accuracy and precision at each concentration is ± 15%. 

DATA GENERATION AND RESULTS 

The results from this study will be generated using AB Sciex Analyst software, version 1.6.2. This 
software will generate the peak area ratios for all samples, which will then be used to generate the 
calibration curve data and resulting QC concentrations, using unrounded values. The Analyst 
software will then use these values to calculate the overal l precision and accuracy statistics. 
Microsoft Excel may be used in the calculation of some statistics. 

CHANGES TO THE VALIDATION PLAN 

In the event that it becomes necessary to make significant changes to the procedures outlined in this . 
validation plan, these changes will be fully documented in the study binder and communica ted to the 
Sponsor, with a new validation plan generated if necessary. 

Any deviations to any SRI SOP will be maintained with the raw data. If a deviation is judged to have 
an impact on the integrity of the study, a copy of the deviation .will be sent to the Sponsor and will be 
discussed in the final report. Deviations with no impact on the integrity of the study will be included 
in the final report at the discretion of the bioanalytical scientist responsible for the conduct of the 
validation. 
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APPENDIX A 

SUMMARY OF METHOD DEVELOPMENT RESULTS 

A l 
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Method Development Completion Checklist (Partial Validation) 

Study Number: B181-18 

Batches: MD1, MDI-RI , MD2, MD3, MD4 and MD5. 

Method development has been satisfactorily completed for l: r~prietary I !Proprietary I and !Proprietary !!Proprietary lnfo l 

IP~oprl in K2 EDTA rat plasma. The extraction procedure utilizes a protein precipitation extraction procedure 
followed by LC-MS/MS detection. 

Summary Table 

Analvtes Pr_oprietary I Proprietary I jProprietary I 

Internal standards Proprietary Info Proprietary Info I !Proprietary Info I 
Quantitation range 5.00-1000 ng/ml Proprietary I and !Proprietary I 

25.0-5000 ng/ml Proprietary Info 

Sample volume 0.0200 ml 
Regression type, weighting Linear, 1/x2 l:roprietary I and !Proprietary I 

Linear, 1/x Proprietary Info ! 

Maximum batch size 115 samples 
QC levels: 

LLOQ 5.00 ng/ml Proprietary I and l: r~prietary I 

25.0 ng/ml Proprietary Info I 
Low 15.0 ng/ml Proprietary I and l;r~p rietary I 

75.0 ng/ml Proprietary Info I 
Mid 400 ng/ml I Proprietary I and l; r~prietary 

I 
2000 ng/ml Proprietary Info I 

High 800 ng/ml l:roprietary I and l;r~prietary I 
4000 ng/ml Proprietary Info I 

Dilution QC level 5000 ng/ml Pr5>prietary I and l:r_oprietary I 
25000 ng./ml !Proprietary Info diluted 10-fold 50-fold 

Intra-batch precision 1.3% to 6.1 % Proprietary Info 

l.2%to 5.2% Proprietary 

l.0%to4.4% Proprietary Info 

Intra-batch accuracy 93.9% to 102.2% Proprietary Info 

93.9% to !Proprietar l Proprietary 

95.9%to 100.1% Proprietary Info 

Inter-batch precision 3.6% to 4.1% Proprietary Info 

2.8% to 5.6% Proprietary 

1.6% to 3.7% Proprietary Info 

Inter-batch accuracy 95.4% to 100.8% Proprietary Info 

95.9% to 97.8% Pr_oprietary I 
98.2% to 99.0% Proprietary Info I 

Analyte and internal standard recovery 90.7% Proprietary Info 

89.3% Proprietary Info 

94.3% Proprietary Info 

99.3% Proprietary Info I 
95.6% Proprietary Info 

92.4% Proprietary Info I 
A2 
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Matrix effect on ionization of analyte and 117.3% Proprietary Info 

internal standard 144.4% Proprietary 

100.6% Proprietary Info I 
116.8% Proprietary Info 

146.9% Proprietary Info 

100.5% Proprietary Info 

Selectivity 6 out of 6 lots satisfied acceptance criteria 
Matrix effects 6 out of 6 lots satisfied acceptance criteria 
Analyte carryover <20% of mean LLOQ peak area jPr?prietary I and 

!Proprietary lnfoj Some carryover (21-29%) was observed 
for jProprietary 7 

Internal Standard carryover <5% of mean internal standard peak area 
Room temoerature stability 26 hours established (all three analvtes) 
Freeze thaw stability 5 cycles established (all three analytes) 
Rciniection (autosamoler ) stability 148 hours (refrigerated established (all three analvtes) 

Post-oreoarative extract stability 117 hours (refrigerated) established (all three analytes) 
Whole blood processing stability 4 hours (all three analytes) 
Effect ofhemolvsis 0.5% and 2% hemolysis; no impact (all three analvtes) 

._1R•d- act-ed b-y a-gree-me-nt __ _,, / :.: // .Z / / 'J 

A3 
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~§~ 
Convention 

Certificate 
Proprietary Info 

Copyright 2016 The United States Pharmacope ial Convention. All rights reserved. 

USP Certificate 
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~§~ 
Convention 

LABEL TEXT 

Calculation Value 

us~ REFERENCE STANDARD 
!Proprietary Info 350 mg 

For quantitative applications, determine the water content 
titrimetrically at the time of use. Use as is material and correct 

weight for water content. Use a value of 0.997 mg of jProprietaryj per 
mg of material on the anhydrous basis. Keep container tightly 

closed. Protect from light. Store in a refrigerator. 

USP , 12601 Twinbrook Pkwy , Rockville , MD , +1-301-881-0666 
Cat. No. 1370101 Material mfd. in India 

r edacted by ag,eemeal 

Quality Assurance 

-o-
0::: -r--r--
0 
0::: 
.:.:-
0 
...J -iiiiiiii 

If a value is not provided on the label or accompanying documentation and the Reference Standard has a quantitative USP compendia! 

application, a value of 100.0% is used. The purity value is not applicable for qua litative uses. Please refer to the specific Reference 

Standa rd label for further info rmat ion. 

Expiration 

Current lots are ident ified in the current USP Cata log . In some cases, the prev ious lot may still be considered va lid for use. If so, i t is 

ident ified in the co lumn marked "P revious Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is current o r valid when used. For the most up -to -date information, please 

refer to the USP Store at www.usp.org. 

Instructions for Use 

Follow the instructions on the labe l of the USP Reference Standard and in the appropr iate USP documentary standard(s). 

Non-Mono graph Use 
The suitability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTICE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMP LIED, INCLUDING W ITHOUT LIMITATION ANY WARRANTY OF MERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 
QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. WITHOUT LIM ITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as med ical devices. 

This certificate may not be reproduced without the express wr itten permission of USP. 

Copyright 2016 The United States Pharmacope ial Convent ion. All rights reserved. 

USP Certificate 
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~§~ 
Convention 

Certificate 
Redacted by agreement 

Copyright 2015 The United States Pharmacope ial Convent ion. All rights reserved. 

USP Certificate 
Page 1 of 2 
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Certificate Date: 13Mar2015 
USP Template No. CERTl_ 4-03 
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~§~ 
Convention 

LABEL TEXT 

... (JSP. REFERENCE STANDARD 
!Proprietary I 200 mg 

! Warning! Harmful if swallowed. Causes skin irritation. 
Causes serioos eye irritation. 

Do ~ For quantitative applications, use a value of 0.993 mg 
of Lemo.d per mg of material on the as is basis. Keep container 

tightly closed. Protect from light. 
USP. 12601 TvMbrool< Pirll)' , Rock'Jile, MO, +1..301-881-0066 

CAT No. 1604803 Mateiial mid in Italy 

!Redacted by agreement 

Quality Assurance 

Calculation Value 

Wash ttioroughly afler handRng. Wear prolecbve gloves. Wear 
eye/face prolaction. If swallovie<l: Cal a poison center/doctor if yoo 
feel unwell. Rinse mouth. If 011 skin: Wash Mfh 
plenty of water. If skin ,rntation occurs: Get medical 
80/ice/attentoon. Take off c0<1laminate<l 
clothing and via sh before reuse. II ,n eyes: Rmse caut,ously wrth 
waler fo.-S8V0ral minutes. Remove co,~act klnses, ii present and 
easy to do. Continue rinsing. If eye imtat,oo persists: Get medical 
a<Jvice/atlenhon. Dispose of co11te,~s/conlai11er in accordance mth 
locaVreg,onal/nat,onal/internat,onal regulations. 

If a value is not provided on the label or accompanying documenta t ion and the Refe rence Standard has a quantitative USP compend ial 

app licat ion, a value of 100.0% is used. The purity va lue is not applicable for qua litative uses. Please refer to the spec ific Reference 

Standard labe l for further info rmat ion. 

Expiration 

Cur rent lots are ident ified in the current USP Cata log . In some cases, the prev ious lot may sti ll be considered va lid fo r use. If so, it is 

identified in the co lumn marked "Previous Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is cur rent or valid when used. For the most up -to -date information, please 

refer to the USP Store at www .usp.org. 

Instructions for Use 

Fo llow the instructions on the labe l of the USP Refere nce Standard and in t he appropr iate USP documentary standard(s). 

Non-Monograph Use 

The suita bility of this Reference Standard for use in non -compendia I applicat ions is sole ly the respo nsibility of the user. 

LEGAL NOTI CE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMP LIED, INCLUDING W ITHOUT LIMITATION ANY WARRANTY OF M ERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 

QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAG ES OF ANY KIND, EVEN IF USP IS AWAR E OF TH E POSSIBILITY OF SUCH DAMAGE S. WITHOU T LIM ITING TH E 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Refere nce Standards are not intended for use as d rugs, dietary suppleme nts , or as med ical devices. 

This certi fi cate may not be rep roduced w ithou t the exp ress written permission of USP. 

Copyr ight 2015 The United St ates Pharmacope ial Convention. All r ights reserved. 

USP Certificate 
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Proprietary Info 

C-6 Obtained via FOIA by White Coat Waste Project



~§~ 
Convention 

LABEL TEXT 

ti 
ii, 
,v 

rJ) rJ) 

.el :, 

(I) .s 
'o ,g C 
,v c.. 
0. 
E Cl) 

0 0 

" Cl) 
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This is the monohydrate form of !Proprietary Info ! Do not dry. 
Keep container tightly closed. Store in the refrigerator . 

USP, 12601 Twinbrook Pkwy, Rockville, MD, +1-301-881-0666 
Cat. No. 1643601 Material mfd. in China 

Redacted by agreement 

Quality Assurance 

Calculation Value 
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If a value is not provided on the label or accompanying documentation and the Reference Standard has a quant itat ive USP compendia ! 

applicat ion, a value of 100 .0% is used. The purity value is not app licable for qualitative uses. Please refer to the spec ific Reference 

Standa rd label for further informat ion . 

Expiration 

Current lots are ident ified in the current USP Catalog. In some cases, the previous lot may still be considered valid for use. If so, it is 

identified in the co lumn ma rked "Previous Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is cur rent or valid when used. For the most up-to-date information, please 

refer to the USP Store at www.usp.org. 

Instru ction s for Use 
Follow the instructions on the labe l of the USP Reference Standa rd and in the appropriate USP documenta ry standard(s). 

Non-Monogr aph Use 
The su itability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTI CE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMPLIED, INCLUDING WITHOUT LIMITATION ANY WARRANTY OF MERCHANTAB ILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 

QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATI NG TO THE SUPPLY OF USP REFERENCE STANDARDS AND TH IS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. W ITHOUT LIMITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 
THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WI LL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as medical dev ices. 

This certificate may not be reproduced without the express wr itten permission of USP. 
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Product Name: 

Catalog No: 

Lot No: 

Date: 
Re Test Date: 

MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicalisotopes.com 
URL: www .medicalisotopes.com 

CERTIFICATE OF ANALYSIS 

!Proprietary Info 

Proprietary Info 

June 2017 
June 2024 

Method of Analysis : 
1 H-NMR and Mass Spec 

Purity: 
Chemical purity: 98% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
Pale Beige Solid 

Melting Point: 
N/A 

Solubility: 

Isotopic purity: 98% 

Molecular Weight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 

Proprietary Info 

NIA -20°C in freezer. Under inert atmosphere 

Additional Information: 
NMR and MS conforms to structure 

Personal Info 

Redacted by agreement 
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MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicalisotopes.com 
URL: www .medicalisotopes.com 

Proprietary Info 

CERTIFICATE OF ANALYSIS 

Product Name: !Proprietary Info I 

Catalog No: Proprietary Info 

Lot No: 

Date: 
Retest Date: 

April 2016 
April 2020 

Method of Analysis: 
1 H NMR and Mass Spec 

Purity: 
Chemical purity: 97% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
Pale Yellow Solid 

Melting Point: 
N/A 

Solubility: 
N/A 

Additional Information: 

Isotopic purity: 99% 

Molecular Weight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 
-20°C in freezer , Under Inert Atmosphere 

1 H NMR and mass spectra conform to structure. 
TLC: Single Spot 

Personal Info 

V 

r edacted by ag,eemeol 
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MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicallsotopes .com URL: www.medicalisotopes.com 

Proprietary Info 

CERTIFICATE OF ANALYSIS 

Product Name: 

Catalog No: 

Lot No: 

Date: 
Re Test Date: 

Proprietary Info 

October 2016 
October 2020 

Method of Analysis: 
1H-NMR, HPLC, and Mass Spec 

Purity: 
Chemical purity: 97% 

Molecular Formula: 
Proprietary Info 

Appearance of Product: 
White Solid 

Melting Point: 
N/A 

Solubility: 
N/A 

Additional Information : 

Isotopic Purity : 99% 

Mol 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 
-20°c in freeze r 

NMR and Mass Spec conforms to structure 

Persona l Info 

Redacted by agreement 
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SRI Biosciences· 
A DIVISION OF SRI INTERNATIONAL 

I. SAFETY EVALUATION OF IProprietary Info !AFTER 28 DAYS OF 
REPEAT DOSE ADMINISTRATION IN BEAGLE DOGS 

II. SRI STUDY NUMBER: M393-18 

III. SPONSOR 

IV. 

V. 

VI. 

Nationa l Institute of Allergy and Infectious Disease 
Division of AIDS 
5601 Fishers Lane, Room 9F39 
Bethesda, MD 20892 

Contract Number: 
Sponsor's Representative : 

TESTING FACILITY 

SRI International 
Biosciences Division 
333 Ravenswoo d Avenue 
Menlo Park , CA 94025 

HHSN2722014000061 
r edacied by ag,eemeol 

Study Director: r edacted by ag,eemeol 

PROPOSED IN-LIFE SCHEDULE 

Start ofln-life (first dose): September 19, 2018 
Termination (final necropsy): November 11, 2018 

APPROVALS 

r edacted by agreement Is ponsor, s Representative 

r edacted by agreement 

REVIEWED BY: 

SRI Quality Assurance 

SRI Proprietary Information 

Date 

Date 

Date 
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Safety Evaluation of !Proprietary Info !after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

VII. PURPOSE OF STUDY 

The purpose of this study is to provide data of suitable quality and integrity to support 
application to the U.S. Food and Drug Administration (FDA) and other regulatory agencies. 
Therefor e, this study will be performed in accordance with the U.S. FDA "Good Laboratory 
Practice for Nonclinical Laboratory Studies" (GLP) as described in 21 CFR Part 58. 

VIII. STUDY OBJECTIVE 

The objectives of this study are: (1) to determine potentia l toxic effects and target organs 
of toxici and to identify a no observable adverse effect level (NOAEL) of !Proprietary Info I 

Proprietary Info in dogs after twice daily oral dose administration for 28 days; (2) to assess the 
reversibility of effects (if any) after 14 days ofrecovery; and (3) to determine the toxicokin etic 
parameters after single and multiple dose administrations. 

IX. SPONSOR RESPONSIBILITIES 

The Sponsor is responsible for the following : 

1. Documentation on the sh·ength, purity composition, physical prope1ties, stability 
and other pertinent infonnation on the bulk test article in the form of a Certificate 
or Record of Analysis and a Certificate of Stability or other documentat ion for the 
bulk test article for inclusion in the final report. 

2. Providing sufficient quant ity of test article. 
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G roup 

I 

2 

3 

4 

5 

6 

Safety Evaluation of Amikacin-Cochleate after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Stud y No. M393-18 

X. EXPERIMENTAL DESIGN 

Phospholipid 1 
AMK Phospholipid 

AMK Dose Le vel Dose Total No. 
Dose Level (mg/kg/day) Cone . Cone . of 

T reatm ent (m g/k2) (m2/ml) (mg/ml) Animals 
Proprietary Info 

0 TBD 0 TBD 5M/5F 

0 0 0 0 3M/3F 
2 

TBD 0.2 TBD 3M/3F 

10 
TBD I TBD 3M/3F 

50 
TBD 5 TBD 5M/5F 

200 TBD 187 3M/3F 
Total No. 

22M/22F 
of Animals 

Proprietary Info 

1Proprietary Info 1w 111 oe aamm1sterea at 4 UU mgtKg tl W , IS nr interval. 
lirr;;;'netary lw11l be adm in iste red a t BID , 8 hr interval. 

Proprietary Info ~ill be administered at 1 mg/kg BID , 8 hr interval. 
will be administere d as 5 mg /kg BID , 8 hr interval. 
w ill be admi ni stere d as 25 mg/kg BID, 8 hr interva l. 

No. of Anim als 
Sac rific ed 

Main Recovery 
(Day 29)8 (Day 42)9 

3M/3F 2M/2F 

3M/ 3F -

3M/3F -

3M/3F -

3M/ 3F 2M/2F 

3M/3F -

18M/18F 4M/4F 

V IUUjJ u VY ,II """Iv" r roprietary Info ia intramuscular (IM) dose; all other groups will receive test article or 
vehicle by oral gavage (PO) 

8 Ma in Study animals will be eu thanized on Day 29. 
9Recovery Group anima ls w ill be euthanized on Day 42. 
BID = twice per day QD = once daily 
Any change will be approved by the Study Director and documented in the study record s. Var iances in 

volume s administered should not be more than ±30% and must be within the IACUC -approved dose volume 
administration guideli ne limit. 

Species and Strain 

Beagle dog 

Route of Administration 

!Proprietary Info 

Frequency 

Two daily administrations for 28 days . The interva l for dosing will be 8 :e-±J hr. Single 
daily admin istration for 28 days for Group 6 Proprietary IM). 

Info 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

Dosing Volume 

5 ml/kg for oral gavage (po with !Proprietary Info I and veh icle (Group 1-5). 1.07 
ml/kg for intramuscu lar (IM) with Proprietary (Group 6). Dose volumes will be calculated based 
on each animal's most recent body weight. The dose volume may be adjusted to achieve the 
target dose levels based on actual measured concentration of the dose solution. Any change will 
be approved by the Study Director and documente d in the study records. 

Duration of In-Life Phase 

42 days 

XI. MATERIALS AND METHODS 

A. Test and Control Articles 

1. Test Article 

I._Pr_op_ri_et_ary_l_nf_o __ _.11: r?prietary I !Proprietary I !Proprietary I Drug Product) 

Supplier 

To be documented in the final report 

Manufacturer 

To be documented in the final report 

Lot Number 

To be documented in the final report 

Physical Description 

To be documented in the final report 

Storage Conditions 

Refrigerator, 2- 8°C (36-46 °F) 

Characterization of Test Article 

The Sponsor is responsible for characterization and stability of the test article and 
will provide a Certificate of Analysis (CofA), or equivalent documentation , to SRI for 
inclusion in the final report. The raw data genera ted by the Sponsor in support of this 
CofA or its equivalent will not be verified or mainta ined by SRI. 

2. Reference Control 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

Supplier 

!Proprietary Info 

Manufacturer 

To be documented in the final report 

Lot Number 

To be documented in the final report 

Physical Description 

To be documented in the final report 

Storage Conditions 

Room temperature, 15-30 °C (59-86°F) 

Characterization of Reference Control 

Infom1ation on the identity , purity , and stabi lity of the reference article may be 
obtained by recording all of the pert inent information provided on the container labels or 
in a CofA provided by the supplier. 

3. Vehicle Control 

!Proprietary 11:r?prietary I !Proprietary I placebo) 

Supplier 

To be documented in the final repo1t 

Manufacturer 

To be documented in the final report 

Lot Number 

To be documented in the final report 

Physical Description 

To be documented in the final repo1t 

Storage Conditions 

Refrigerator, 2- 8°C (36--46°F) 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

Characterization of Vehicle Control 

Information on the identity, purity and stability of the control article may be 
obtained by recording all of the pertinent information provided on the conta iner labels or 
in a CofA provided by the supplier. 

4. Proprietary C t l 
In f " On rO 

!Proprietary Info 

Supplier 

To be documented in the final report 

Manufacturer 

To be documented in the final report 

Lot N umber 

To be documented in the final report 

Physical Description 

To be documented in the final report 

Storage Conditions 

Room temperature , 15- 30°C (59- 86°F) 

Characterization of Vehicle Control 

Information on the identity, pw-ity and stabi lity of the control article may be 
obtained by recording all of the pertinent information provided on the container labels or 
in a CofA provided by the suppli er. 

5. Preparation of Dose Formulations 

Dose formulations will be provided by the Sponsor. Conta iner should be mixed 
vigorously to obtain a homogeneous suspension. No other addition s are necessary. The 
appropriate dose should be removed from the container and administered. One container 
per group per day will be supplied with sufficient material for that day 's dosing plus 25% 
extra material. For !Proprietary I (generic), dose calculations will be based upon the free base 
amount. !Proprietary I will be used as commercially available !Proprietary Info I 

!Proprietary Info Bose level will be calculated as free base at 
75%, and therefore !Proprietary I dose formulation concentration is 187 mg/ml. 

Storage of Dose Formulations 

PO dos e formulations for Groups 1 -5 will be stored in the refrigerator , 2-8°C 
until the day of use. Formulations will be brought to room temperature prior to 
administration to the animals. 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

IM dose formulation for Group 6 Amiglyde-V ® Solution will be stored at 15-
30°c. 

6. Characterization of Dose Formulations 

The Sponsor will provide formulated , ready-to-dose test article; therefore , SRI 
will not conduct assays to verify dose formulations , concentra tion and homogeneity, and 
stability under the conditions of the study. Reference control !Proprietary I is a pre­
formulated commercial veterinary product and will not be verified for stability, 
concentration or homogeneity 

7. Test Article Handling 

At a minimum, personnel handling the test, reference and control article 
formulations will wear eye protection, gloves and a protective smock or laboratory coat. 

8. Disposition 

At the end of the study any remaining partially used and unused containers of 
vehicle control , test article and reference article will be shipped to the Sponsor unless the 
Sponsor issues other directions. 

Residual dose formulation s will be discarded after analys is, when the final report 
is submitted, or when samples no longer afford evaluation. 

Empty control , test and reference article containers may be destroyed by SRI on 
submission of the final report to the spon sor. 

See Section XII.D , "Reg ulatory Comp liance," for information about retent ion of 
records and study samples. 

9. Method for Assuring Correct Dosing 

The administration of each dose formulation will be properly documented and the 
amount administer ed to each animal will be recorde d. 

B. Test System 

Species 

Dog 

Strain 

Beagle 

Supplier 

!Proprietary Info 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No . M393-18 

Number of Animal s 

44 assigned to test 

Sex 

22 Males and 22 females 

Age at First Dose 

6-8 months 

Weight Range at First Dose 

8- 11.5 kg (males); 6.5- 11 kg (females) 

10. Animal Care 

General procedures for anima l care and housing will be in accordance with the 
current Assoc iation for assessme nt and Accreditation of Laboratory Animal Care 
(AAALAC) in recommendations, current requirements stated in the Guide for the Care 
and Use of Laboratory Animals (National Research Council), and current requiremen ts as 
stated by the U.S. Department of Agricu lture through the Anima l Welfare Act and 
Animal Welfare regulations (November 2013). 

Quarantine / Acclimation 

At least 14 days. A complete physical examination will be performed on each 
dog before quarantine release. 

Housin g 

1 per enclosed run (::=:: 4 ft x 6 ft) 

Light Cycle 

12 hr light/12 hr dark 

Temperatur e 

64- 84°F 

Humidity 

30- 70%. Brief excursions outs ide this range may occur; excurs ions of less than 
4 hr/day will not be considered deviations from the protocol. 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air. 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

Food 

Envigo Teklad Certified Global 25% Protein Dog Diet, 2025C or equivalent. 
Dogs will be exposed to their daily ration of food, except for periods of fasting required 
by the study protocol. The quantity of the daily ration is sufficient to meet nutritional 
requirements. Feed is analyzed periodically to ensure that contaminants known to be 
capable of interfering with the study and reasonably expected to be present in such feed 
are not present at levels that would affect the study. Documentation of feed analyses is 
maintained at SRI for reference. A copy of the lot specific reports provided by the 
supplier will be maintained in the study records. 

Water 

Water (purified, reverse osmosis or untreated tap water) will be provided ad 
Libitum. Based on previous reports , no contaminants that could interfere with and affect 
the results of the study are expected to be present in the water. Copies of annual analysis 
reports are maintained at SRI for reference. 

11. Assignment of Animals to Study 

Day 

No more than 5 days before initiation of treatment. 

Randomization 

Animals will be randomly assigned to treatment groups via a computer ized body 
weight stratification procedure. Anima ls may be excluded based on health, behavior or 
inappropriate weight. 

Identification 

Animals will be individually identified by a uniquely numbered ear tattoo. 

12. Welfare of the Animals 

Every effort will be made to minimize , if not eliminate, pain and suffering in all 
animals in this study. Moribund animals and animals experiencing undue pain and 
suffering will be euthanized at the discretion of the Study Director, attend ing 
veterinarian, or other qualified person. The Study Director will make every effort to 
protect the scientific validity of the study. 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals will be-not fasted before dose administration. 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

2. Dose Administration 

Oral (po) via gavage with !Proprietary Info lmd !Proprietary Info I The oral 
route of administration is proposed for clinical use of the test article in humans; gavage 
administration is considered a reasonable sun-ogate for the proposed human route. 
!Proprietary I will be given via intramuscular (IM) injection once a day for 28 days (Group 
6). Injection may be administered to a sing le site or multiple sites, as necessary. 

3. Mortality/Morbidity 

Animals will be checked at least once daily. 

4. Clinical Observations 

Recorded once daily and approximately 2-4 hr postdose on treatment days, or 
more often as clinical signs warrant, and on the day of necropsy . Animals will be 
examined for any altered clinical signs, including gross motor and behavioral activity, 
and observable changes in appearance. 

5. Body Weights 

Body weigh ts will be recorded prior to dosing on Day 1 for the purpose of dose 
calculation and weekly thereafter as well as at each necropsy. 

Body weights will be recorded for animals found dead and for any euthanized 
early, but these weights will not be included in the statistickl evaluations . 

6. Food Consumption 

Quantitatively measured for approximately a 24-hr period once week ly for each 
run throughout the study. The total run consumpt ion per interval will be divided by the 
number of animals in the run to determine the average daily food consump tion per 
animal. 

7. Ophthalmologic Exami nation 

All animals will have a pre-test ophthalmic examination performed by a board­
ce1tified veterinary ophthalmologist, and all surviving animals will be re-examined by the 
ophthalmologist during the final week before their scheduled necropsy. (i.e., during 
week before Day 29 for main study animals and week before Day 42 for recovery 
animals) 

8. Plasma Drug Levels 

Method of Collection 

Blood will be collected from cephalic, saphenous, or jugu lar veins into tubes 
containing K3EDT A, processed to plasma, and then stored frozen at :S- 60°C. 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

Volume 

Maximum ~2 ml whole blood( ~ 800 µl of plasma) per sample 

Frequency 

Plasma drug levels will be determined at the following time points after the first 
dose admini stration on Day 1 and Day 28 : 

Group 1: Blood samples will be collected on Day 1 at 1 hr (3 dogs per time­
point) 

Group 2: Blood samples will not be collected for TK analysis. 

Groups 3-5: Blood samples will be collected on Day 1 and Day 28 after the first 
dose only, at the follow ing time points: Pre-do se and at 0.5, 1, 2, 4, 8 and 24 hr post­
dose (3 dogs/per time-point ). The 8 hr samples will be collected prior to the second 
dose; the 24 hr samples will be collected prior to the next day's first dose . Pre-dose 
samples on Day 28 will be collected prior to dose administration on Day 28. 

Group 6 IProprietary Inf~ IM): Blood samples will be collected for TK analysis on 
Day 1 Pre-dose only and on Day 28 at the following time points: 0.5, 1, 2, 4, 8 and 24 hr 
post-dose (3 dogs per tim e-point). 

Method of Analysis 

Drug levels of !Proprietary I will be determined in collected plasma samples using a 
bioanalytical method developed and validate d at SRI. Details of the bioanalytical method 
and validation results are included in a separate valida tion report .... lP_ro_pr-iet-ary-l n-fo _____ _, 

9. Toxicokinetics Analysis 

The plasma drug level data will be analyzed using Phoenix® WinNonlin® (version 
6.4 or higher) software to perform noncompartmental modeling. The dose administered 
will be input to the program as mg/kg, and as a resu lt no additional corrections for 
individual body weights of the animals will be necessary. 

The following parameters and constants will be determined if the data allow: 
maximal plasma concentration (Cmax), time to maxim um plasma concentration (T max), 
area under the plasma concentration time curve (AUC), and terminal elimination half-life 
( ty,) . 

Other methods of analysis may be used or other parameters calculated, as 
appropriate , based on the plasma drug level data. 

Disposition 

Residual bioanalytical samples will be discarded on submission of the final report. 
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Safety Evaluation of !Proprietary Info I after 28 Days of 
Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

10. Clinical Pathology Evaluations 

Preparation of Animals 

Animals will be fasted before blood collection. 

Method of Collection 

Hematology samples will be collected using K3 EDTA as the anticoagulant. 
Coagulation samples will be collected using citrate as the anticoagulant. 

Blood will be collected, when possible, from moribund animals before euthanas ia 
for clinical pathology analysis. The data from moribund animals will not be included in 
the statistical analysis. 

Frequency 

Day 8 ( only clinical chemistry). At scheduled sacrifice on Day 29 and Day 42 for 
all clinical chemistry, hematology and coagulation parameters. 

Clinical pathology parameters that will be evaluated are listed below. In some 
cases automated analyzers report additional parameters not specified in the protocol. 
Results for the additional parameter(s) will be included in the data package, but will not 
be summarized, analyzed or reported, and their collection will not be considered 
deviations from the protocol. 

If manual WBC differential counts have to be conducted, some parameters that 
are not specified in the protocol may be evaluated and reported. This will not be 
considered a deviation from the protocol. 

Hematology Parameters 

• Hematocrit (HCT) 
• Hemoglobin (HGB) 
• Red blood cell count (RBC) 
• Red blood cell distribution width (RDW) 
• White blood cell count (WBC) 
• Mean corpuscular hemoglobin (MCH) 
• Mean corpuscular volume (MCV) 
• Mean corpuscular hemoglobin concentration (MCHC) 
• Platelet count (PLT) 
• Mean platelet volume (MPV) 
• Absolute Reticulocyte (ARET) 
• Percent Reticulocyte (PRET) 
• WBC differential and absolute counts 

o Absolute neutrophil [ANE] 
o Percent neutrophil [PNE] 
o Absolute lymphocyte [ALY] 
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Repeat Dose Administration in Beagle Dogs 

SRI Study No. M393-18 

o Percent lymphocyte [PLY] 
o Absolute monocyte [AMO] 
o Percent monocyte [PMO] 
o Absolute eosinophil [AEO] 
o Percent eosinophil [PEO] 
o Absolute basophil [ABA] 
o Percent basophil (PBA] 

Clinical Chemistry Parameters 

• Total Bilirubin (TBI) 
• Creatinine ( CRE) 
• Sodium (SOD) 
• Potassium (POT) 
• Chloride (CHL) 
• Cholesterol (CHO) 
• Triglyceride (TRI) 
• Glucose (GLU) 
• Blood urea nitrogen (BUN) 
• Aspartate aminotransferase (AST) 
• Alanine aminotransferase (ALT) 
• Alkaline phosphatase (ALP) 
• Calcium (CAL) 
• Phosphoru s (PHO) 
• Tota l protein (TPR) 
• Albumin (ALB) 
• Albumin/globulin ratio (AGR) 
• Globulin (GLO) 

Coagulation 

• Prothrombin time (PT) 
• Activated partial thromboplastin time (PTT) 
• Fibrinogen (FIB) 

11. Urinalysis 

Method of Collection 

Urine, if available, will be collected by cystocentesis. :SIS ml will be submitted to 
the clinical laboratory. 

Frequency 

Day 29 (Main necropsy) and Day 42 (Recovery necropsy) 
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SRI Study No. M393-18 

Urinalysis Parameters 

• Color (noted at time of collect ion) 
• Clarity (noted at time of collection) 
• Specific gravity 
• Microscopic exam ination of urine sediment 
• Bilirubin 
• Glucose 
• Ketones 
• Leukocyte s 
• Nitrite 
• Occult blood 
• pH 
• Protein 
• Urob ilinogen 

D. Necropsy 

Interval 

Day 29 for Main Group and Day 42 for Recovery group. Necropsies will also be 
performed for any animals found dead or euthanized in moribund condition. 

Euthanasia 

Following sedation via subcutaneous administration of a sedative cocktail (as 
recommended by a LAMD veterinarian). Dog s will be euthanized via an overdo se of a 
commercially availab le sodium pentobarbital-ba sed euthanas ia solution (e.g. , Euthaso l) 
administered by iv injection . 

Observations 

External examination of all body orifices and an examination of all cranial, 
thoracic and abdominal organs will be performed, and all gross findings will be recorded. 

Tissues Retained 

The following tissues will be collected from all anima ls in the Main Group and 
the Recovery Group , including those found dead and moribund anima ls. Tissues will be 
retained in 10% neutral buffered fo1malin, except where noted. 

• All gross les ions (including tissue masses and abnonnal regional lymph 
nodes) 

• Adrenal glands 
• Aorta 
• Bone (femur, distal with joint surface) 
• Bone , sternum (marrow histology ) 
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• Bone marrow smear , sternum (for cytology excep t for found dead animals) 
• Brain (fore-, mid- , and hindbrain) 
• Cecum 
• Cervix 
• Colon 
• Duodenum 
• Epididymide s 
• Esophagus 
• Eyes , with optic nerve (fixed with modified Davidson's solution) 
• Gall bladder 
• Heart 
• Identification ; (retained in formalin ; not processed for histology) 
• Ileum 
• Injection site(s) tissue. Only representative sections of the injection site(s) 

will be collec ted (Group s 2 aeEI 6) 
• Jejunum 
• Kidneys 
• Liver 
• Lungs with bronchi 
• Lymph node s, mandibular and mesenteric 
• Mammary gland (females, males when present) 
• Ovaries 
• Pancreas 
• Pituitary gland 
• Prostate 
• Rectum 
• Salivary gland, mandibular 
• Sciatic nerve 
• Skeletal muscle 
• Skin, ventral abdomen, taken with mammary gland 
• Spinal cord retained within spinal columnsection (thoracic only) 
• Spleen 
• Stomach 
• Tongue (Groups 1, JJ-5) 
• Testes (fixed with modified Davidson's solution) 
• Thymus 
• Thyroid/parathyroid glands 
• Trachea 
• Urinary bladder 
• Uterus 
• Vag ina 
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Final Body/Organ Weights 

Body weight will be recorde d on the day of necropsy for body to organ weight 
ratios. The following organs will be weighted . Paired organs will be weighted together. 

• Adrenal glands 
• Brain 
• Heart 
• Kidneys 
• Liver 
• Ovaries 
• Testes, without epididymides 
• Thymus 

Organ weights will be recorded for animals found dead or sacrificed in moribund 
condition, but these data will not be included in statistical eva luations. 

E. Histopathologic Examination 

Tissues 

Tissues listed above will be processe d and evaluated for the following: 

• All Main animals in the control and high-dose groups (Groups 1, 2, 5 and 6; 
oral and IM groups) 

• Animals with an unscheduled death or euthanized in moribund condit ion 

• Any t issue identified as a target organ of toxic ity by the pathologist (exam ined 
in all other dose groups) 

• Any other tissue deemed necessary by the patholog ist 

• All gross lesions will be processed for all animals 

• Bone marrow smear for cyto logy will be processe d but only analyzed at the 
discre tion of the Study Director and/or pathologist based on hema tology 
and/or bone marrow histopathology findings. 

• If neurological clinica l signs are not present, only a representative sample of 
the thoraco lumbar (or thoracic) section of the spinal cord will be collected , 
processed and evaluated. If neurological clinical signs are observed, 
representative sections of all available spinal cord tissues ( cervical , thoracic 
and lumbar sections) will be collected, processed and evaluated. 

Tissue Sections 

Sections of the tissues will be embedded in para ffin, cut approximately 5 µm 
thick, and stained with hematoxy lin and eosin by a histology laboratory qual ified by SRI. 
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Evaluated By 

A board-certified veterinary pathologist. 

Method 

Each lesion will be listed and coded by the most specific topographic and 
morphologic diagnoses, severity, and distribution, using International Harm onization of 
Nomenclature and Diagnostic Criteria for Lesions (INHAND) as a guide. A four-step 
grading system (minimal, mild, moderate and marke d) will be used to define gradable 
lesions for comparison between treated and control groups. Data will be recorded and 
summariz ed using Provantis ® vers ion 9.3.1.1 or other appropria te program. Records of 
gross findings for a specime n from postmo1tem observations will be avai lable to the 
pathologist when examining that specimen microscopically. 

F. Evaluation of Data Parameters 

Mean and standard deviation will be calc ulated for body weight, food 
consumption, clinical patholo gy, urinaly sis pH , urobilinogen, and specific gravi ty, and 
organ weight data at each evalua tion interval. Calcu lations will be performed using 
Provantis® version 9 .3 .1.1, MS Excel 20 IO or later or other appropriat e program. 

Proposed Statistical Tests 

Body weigh t, food consumption, clinical pathology, urinalysis pH, specific 
grav ity, and urobilino gen and organ weight data will be eva luated by one -way analysis of 
variance (ANOVA) followed by Dunn ett 's test (if the AN OVA is significant). All other 
numeric parameters will be evaluated by Student's t-test, unless specifie d otherwise. If 
appropriate, other post hoc analyses may also be performed. For clinical pathology data, 
values for parameters that are not within the detect ion thresho ld will not be includ ed in 
the statistical evaluation. 

Criteria for Null Hypothesis Rejection 

p:S0.05 

G. Control of Bias 

While evaluating the responses of the anima ls and conducting the analyses , the 
technic al staff will be aware of the treatmen t history of each animal and samp le. Based 
on the relatively objective endpoint s to be examined, bias is not expected to influence the 
results of the study. 
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XII. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

This study is intended to be submitted to and reviewed by the U.S. FDA or an 
equivalent regulatory agency, and this study therefore will be performed in accordance 
with the U.S. FDA "Good Laboratory Practice for Nonclinical Laboratory Studies," as 
described in 21 CFR Part 58, with the following exceptions: 

• Various pre-initiation study activities ( e.g., receipt and quarantine of animals, 
pre-initiation body weights and random ization) may be performed prior to the 
approva l of the protocol. These activities will be conducted according to 
testing facility SOPs, but because they may be conducted before the protocol 
is signed, they may not be considered by the FDA to have been conducted in 
compliance with GLP requirement s. 

• Animal water and food analysis will not be performed under GLP compliance 
by the vendors. 

B. Standard Operating Procedures (SOPs) 

All operations pertaining to this study, unless specifically defined in this protocol, 
will be performed according to the SOPs of the laboratory. All deviations from any SOP 
and the reasons for the deviations will be documented and acknowledged by the Study 
Director. 

C. Protocol Amendments and Deviations 

All changes or revisions made to the approved protocol by any involved party and 
the reasons for the changes and revisions will be document ed, signed and dated by the 
Study Director and the Sponsor's Representative. Amendments will be maintained with 
the protocol. Verbal or email approval for changes in the protocol may be granted by the 
Sponsor's Representative, but a written amendment as described above will follow . 

All deviations from the protoco l and the reasons for the deviations will be 
documented and acknowledged by the Study Director. The Sponsor's Representativ e 
will be informed of the occurrence of any deviations that might affect the results of the 
study, and any corrective actions taken. 

D. Retention of Records and Study Samples 

The original protocol , amendments, final report, raw data, supporting documents 
and records as well as all pathology materials (slides, blocks and wet tissue specimens) 
specific to this study will be retained and stored by SRI International. All records and 
material s will be maintain ed for a period of at least 1 year . At the end of the retention 
period , the Sponsor will be contacted for instructions regarding disposition of these 
materials. 
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XIII. REPORTING 

The final report will accurately and completely describe the study design, procedures and 
findings. An analysis and summary of the data followed by the conclusions derived from the 
analyses will also be included. A draft report will be issued prior to submission of the final 
report. 

SRI Proprietary Information Page 19 of 19 Obtained via FOIA by White Coat Waste Project



SRI Biosciences· 
A DIVISION OF SRI INTERNATIONAL 

Final Report• October 29, 2019 

GLP-MUL TIPLE (5 WEEKLY) REPEAT SUBCUTANEOUS 
DOSE TOXICITY AND TOXICOKINETICS STUDY WITH 
IProprietary lnfo I~ IN MALE AND FEMALE BEAGLE DOGS 

Author: 
!Redacted by agreement 

Testing Facility: 
SRI International 
Biosciences Division 
333 Ravenswood Avenue 
Menlo Park, CA 94025 

SRI Study Number: 
SRI Project Number : 

Study Initiation : 

Experim ental Work Performed: 
Start: 
Finish: 

Study Completion : 

Sponsor : 

M397-18 
P25035.411 

November 14, 2018 

November 20, 2018 
June 7, 2019 

October 29, 2019 

Nationa l Institute of Allergy and Infectious Diseases 
Division of AIDS 

F
. L Redacted by 

5601 1shers ane, ~nrPPmPnt 
Bethesda, MD 208 -

Sponsor's Representative: 
!Redacted by agreement 

NIAID Contract Numbe r: HHSN272201400006I/TO- HHSN27200008 

SRI International · 333 Ravenswood Avenue · Menlo Park, CA 94025-3493 · 650.859.2000 · www.sri.com 
Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxic ity and Toxicokinetics Study 
with !Proprietary I !Pro I in Male and Female Beagle Dogs 

Written By: 

Approved By: 

SRI Study No. M397-18 

APPROVAL SIGNATURES 

Redacted by agreement 

SRI International 
Biosciences Division 

333 Ravenswood Avenue 
Menlo Park , CA 94025 

2 

Date 

Date 

Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

TABLE OF CONTENTS 

APPROVAL SIGNATlJRES ........................................................................................................... 2 

SUMMARY ..................................................................................................................................... 6 

SRI QUALITY ASSURANCE STATEMENT ................................................. .............................. 9 

EPL QUALITY ASSURANCE STATEMENT ............... .................................................. ........... 10 

I. PURPOSE OF STUDY ........................................................................................................ 12 

IL OBJECTIVE OF STUDY .................................................................................................... 12 

III . EXPERIMENTAL DESIGN ................... ................................................ ............................. 12 

IV. MATERIALS AND METHODS ......................................................................................... 13 

A. Test and Control Articles .............................................................................................. 13 
B. Test System ................................................................................................................... 15 
C. Experimental Procedure (In-Life Eva luations) ............ ........................................ ........ . 20 
D. Necropsy ....................................................................................................................... 25 
E. Histopathologic Examination ........................................................................................ 27 
F. Evaluation of Data Parameters ......................................................... ............................. 28 
G. Control of Bias .............................................................................................................. 29 

V. REGULATORY COMPLIANCE .......................................................... .............................. 29 

A. Good Laboratory Practice Compliance ......................................................................... 29 
B. Retention of Records and Study Samples ..................................................................... 29 

VI. RESULTS ............................................................................................................................. 30 

A. Mortality /Morbidity and Clinical Observations ............................................................ 30 
B. Body Weights ........................................................................................................... ..... 32 
C. Food Consumption ................................................................................................... ..... 33 
D. Ophthalmology .............................................................................................................. 33 
E. Plasma Drug Levels ...................................................................................................... 33 
F. Toxicokinetics Analysis ................................................ ............ ............ ............ ............ 33 
G. Clinical Pathology Evaluations ..................................................................................... 34 
H. Urinalysis ...................................................................................................................... 36 
I. Organ Weights .............................................................................................................. 36 
J. Necropsy Observations and Histopathology ................................................. ................ 37 

VII. DISCUSSION AND CONCLUSIONS ................................................................................ 39 

VIII. REFERENCES ..................................................................................................................... 40 

3 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

TABLE OF CONTENTS (continued) 

FIGURES 
1. Time-Course of Plasma Concentrations of Proprietary in Male and Female Dogs in Main 

and Recove Grou s After sc Administration of Proprietary !Prop I a Formulation of 
l:r?prietary I Proprietary and !Proprietary I ....................................................................................... 41 

2. Time-Course of Plasma Concentrations of Proprietary Info n Male and Female Dogs in Main 
and Recovery Groups After sc Administration of Proprietary !Pr?P I a Formulation of 
l:r?prietary 11:r?prietary I and !Proprietary I ...................................................................................... 4 2 

3. Time-Course of Plasma Concentrations of lProprietary I in Male and Female Dogs in Main 
and Recovery Groups After sc Administration of I Proprietary I !Prop I a Formulation of 
l:r?prietary 11:r_?prietary I and !Proprietary I ....................................................................................... 4 3 

TABLES 
1. Clinical Observations Summary ............................................................................................. .44 
2. Body Weights Su1nmary .......................................................................................................... 49 
3. Body Weight Changes Sum1nary ............................................................................................. 57 
4. Food Consumption Summary .................................................................................................. 65 
5. Toxicokinetics .......................................................................................................................... 72 
6. Hematology Suminary ............................................................................................................. 73 
7. Clinical Chemistry Sununary ................................................................................................. l 07 
8. Coagulation Summary ........................................................................................................... 139 
9. Urinalysis Summary ............................................................................................................. 148 
10. Organ Weights Summary ....................................................................................................... 15 5 

APPENDICES 
A. PROTOCOL AND AMENDMENTS ................................................................................... A-1 
B. CERTIFICATES OF ANALYSIS ......................................................................................... B-2 
C. INDIVIDUAL CLINICAL OBSERVATIONS ..................................................................... C-1 
D. INDIVIDUAL BODY WEIGHTS ....................................................................................... D-1 

D-1. INDIVIDUAL BODY WEIGHTS .............................................................................. D-2 
D-2. INDIVIDUAL BODY WEIGHT CHANGES ........................................................... D-21 

E. INDIVIDUAL FOOD CONSUMPTION .............................................................................. E-1 
F. OPHTHALMOLOGY REPORTS ......................................................................................... F-1 
G. BIOANALYTICAL CHEMISTRY ..................................................................................... G-1 

G-1. BIOANALYTICAL METHOD ................................................................................... G-2 
G-2. BIOANALYTICAL FIGURES AND TABLES ......................................................... G-9 
G-3. BIOANL YTICAL SAMPLE ANALYSIS PLAN ..................................................... G-48 
G-4. SRI TEST METHOD 106.201: "ANALYSIS OF !Proprietary Info I !Proprietary Info I 

AND TONOFOVIR IN Ki EDTA DOG PLASMA .................................................. G-53 
G-5 BIO ANALYTICAL CERTIFICATES OF ANALYSIS ........................................... G-80 
G-6. REPRESENTATIVE CHROMATOGRAPHS ......................................................... G-90 
G-7. REPRESENTATIVE CHROMATOGRAPHS !Proprietary Info IRUN MF2 ............ G-188 

H. TOXICOKINETICS ............................................................................................................. H-1 

4 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

TABLE OF CONTENTS (concluded) 

I. INDIVIDU AL ANIMAL CLINICAL PATHOLOGY ........................................................... 1-1 
1-1. INDIVIDUAL HEMATOLOGY. ................................................................................. .1-2 
1-2. INDIVIDUAL CLINICAL CHEMISTRY ................................................................ 1-201 
1-3. INDIVIDUAL COAGULATION .............................................................................. 1-377 

J. INDIVID UAL ANIMAL URIN ALYSIS ............................................................................... 1-1 
J- 1. INDIVIDUAL URINALYSIS ....................................................................................... J-2 
J-2. INDIVIDUAL URINE COLOR AND CLARITY .................................................... .J-80 

K. INDIVIDU AL ORG AN WEIGHTS ..................................................................................... K-1 
L. NECROP SY OBS ERV A TIO NS AND HIS TO PA THO LOGY ...................... ........ .............. L-1 

L-1. PATHOLOGY NARRATIVE ...................................................................................... L-2 
L-2. HISTOPATHOLOGY SUMMARY ............................................................................. L-8 
L-3. INDI VIDUAL HISTOP ATHOLOGY ........................................................................ L-40 
L-4. NECR OPSY OBSERV ATIONS SUMMARY ....................................... .................... L-82 
L-5. INDIVIDUAL NECROPSY OBSERV ATIONS ....................................................... L-99 

5 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

SUMMARY 

The objective of this study was to determine otential toxicity of lProprietary I jPropj a new 
formulation of Proprietary Proprieta 12 mg/ml), Proprietary ~:oprieta 6.9 mg/ml) and !Proprietary I 

~~r ietary 3.3 mg/ml), in adult male and female Beagle dogs following a multiple, 5-weekly repeat 
su cutaneous (s.c.) administration. 

Male and female Beagle dogs (5/sex) were given weekly s.c. administration of lProprietary 
IProl at 0.4 mg/kg for 5 weeks (5 days of lProprietary I IProl administration) and 3.64 and 14.55 
mg/kg/day for 3 weeks (3 days of lProprietary I IProl administration). A control group, (5/sex) was 
given weekly s.c. administration for 5 weeks of Excipient Control (5 days of Excipient Control 
administration) at an equivalent volume. !Proprietary Info I 

Proprietary Info 
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QUALITY ASSURANCE UNIT 

Final Report and 
Conflict of Interest Statement 

SRI's Quality Assurance Unit assures that the study OLP-Multiple (5-weekly) Repeat Subcutaneous Dose 
Toxicity and Toxicokinetics Study with !Proprietary IIPro I in Male and Female Beagle Dogs, SRI Study Number 
M397-l 8 -- has been reviewed for adherence to U.S. Food and Drug Administration Good Laboratory 
Practice Regulations (21 CFR Part 58). 

The following inspections were conducted during this study: 

Phase Inspected 

Protocol 
Protocol Amendment No. I 
Protocol Amendment No. 2 
Proto col Amendment No. 3 
Protocol Amendment No. 4 
Protocol Amendment No. 5 
Protocol Amendment No. 6 
Protocol Amendment No. 7 

Dispensing , Body Weights, Dosing , 
Bleeds , Clinical Observations 

Necropsy 

COAs 

Plasma Analysis 

Raw Data 

Draft Final Report 

Final Report Verification 

Date of Inspection 

10-02-2018 
11-14-2018 
11-19-2018 
12-03-2018 
12-06-2018 
12-14-2018 
01-10-2019 
01-21-2019 

11-20-2018 

12-20-2018 
01-30-2019 

03-28-2019 

06-06-2019 

04-22-2019 
07-26-2019 
09-26-2019 

04-22-2019 
07-26-2019 
09-26-2019 
10-03-2019 

10-29-20 19 

Date Findings Reported to 
Mana gement/Stud y Director 

10-02-2018 
11-14-2018 
11-19-2018 
12-03-2018 
12-06-2018 
12-14-2018 
01-10 -2019 
01-21-2019 

11-20-2018 

12-20-2018 
01-31-2019 

03-28-2019 

06-06-2019 

04-22-2019 
07-26-2019 
09-26-2019 

04-22-2019 
07-26-2019 
09-26-2019 
10-03-2019 

10-29-2019 

This statement certifies that the personnel listed below participated in the inspections and audit of this 
study. These personnel have not been involved in the generation or evaluation of the data. Participation 
by the individuals listed below poses no conflict of interest. 

r edacted by agreement 

Redacted by agreement 
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Proprietary 
Info UALITY ASSURANCE STATEMENT 

QUALITY ASSURANCE FINAL CERTI FICATION 

Study T itle: GLP-Mult iP,le z5 W1J~.h1. Repeat Subcutaneous Dose Toxicity and Tox icokinetics 
Study with !pr orj1; ler.l in Male and Female Beagle Dogs 

Client Study: M397 -18 

EPL Project Number: 748-118 

The following aspects of this study were inspected by the Qual ity Assurance Unit of 
Experimental Patho logy Laboratories , Inc. Dates inspect ions were performed and findings 
reported to the EPL Principal Investigator and Management are indicated below. 

Area Inspected 

EPL Project Sheets 

Project Setup 

Data Review 

Inspection 

12/27/18; 1/28/ 19; 
2/11,12/19 

12/27/18; 1/7/19; 
2/11,12 ,13/19 

1/28/19; 1/29/19; 
2/25,26/19; 3/6,7/19 

Dates 
Report ing 

12/27/18; 1/28/ 19; 2/12/19 

12/27/18; 1/7/19; 
2/12, 13/19 

1/28/19; 1/29/19; 
2/25,26/19 ; 3/6,7/19 

Date reported to Study Director/Managemen t. ___ __ ~9 /=9-'-'/1=9 ____ _ _ _ 

Date of last annual fac ility inspect ion --- ------"'8,._,/1c,:9 ___ __ _ _ 

!
Redacted by agreement L 

'---· --~' 

Form No. 6-2 (10110/16) 
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I. PURPOSE OF STUDY 

The purpo se of this study was to prov ide data of suitable quality and integrity to support 
app lication to the U.S . Food and Dru g Admi nistration (FDA) and other regulatory agenc ies. 
Therefor e, thi s study was perform ed in accordance with the U.S. FDA "Good Laborator y 
Practice for Nonclinica l Laboratory Studie s" (GLP) as described in 21 CPR Part 58. 

II. OBJECT IVE OF STU DY 

The objective of thi s study was to det em1ine otenti al toxicity of !Proprietary I !Prop I a new 
formu lation of Proprietary Proprietar 12 mg/ml) , Proprietary Proprietar 6.9 mg/ml) and !Proprietary I 

~~ rietary 3.3 mg/ml), in a u t ma e and fema le Beagle ogs o lowing a multip le, 5-week ly repeat 
subcutaneou s (s .c.) adm inistration. 

The protocol and protocol amendments are presented in Appendix A. 

III . EXPERIMENTAL DESIGN 

Dose No. of Animals at Necropsy 

Dose Cone. Volume Total No. 
Leve l (mg/ml/ (ml/kg/ of Day 17 

Group Treatment (mg/kg)a site) site)a Animals (Main) 

l Excipient 
Eqto 

0 0.5 SM/SF --
16 mg/kg 

0 .4 
2 l~coocielac I IErJ (0.13 X 3 0.27 0.5 SM/SF --

sites) 

3.64 
3 IProQrietar I IErJ ( 1.2 1 X 3 2.43 0.5 SM/SF 3M/3F 

sites) 

14.55 
4 IProQrietar I IErJ (4.85 X 3 9.72 0.5 SM/SF 3M/3F 

sites) 

Total No. of Animals 20M/20F 6M/6F 

• Excipient and IProorietarv I IProJ formulations were administered in 3 sites at 0.5 ml/kg/site. 
Proprietary Info 

Species and Strain 

Beag le dog 

Route of Administration 

Subcutaneous (s .c .) 

12 

Day 30 Day72 
(Main) (Recove ry) 

3M/3F 
2M/2F 

3M/3F 2M/2F 

-- 2M/2F 

-- 2M/2F 

6M/6F 8M/8F 
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Frequency 

Groups 1-2: once week ly for 5 weeks ( divided over 3 sites per every week ly dosing) 
Groups 3-4: once week ly for 3 weeks (divided over 3 sites per every week ly dosing) 

Dosing Volume 

0.5 ml/kg/si te; 3 sites. Dose volumes were calculated based on the animal's most recent 
body weight to achieve the target dose levels based on 12 mg/ml ~r~,prie nchored TLC-ART 101) 
concentration of dose solution . Maximum injection volume was in acco rdance with IA CUC 
guidelines. 

Duration of In-Life Phase 

72 days 

IV. MATERIALS AND METHODS 

A. Test and Control Articles 

1. Test Article 

=--....,....,...---, !Proprietary I !Prop I a new formulation of l:r,oprietary I (LPV: 12 mg/ml) , !Proprietary I 
~f~rietary 6.9 mg/ml) and !Proprietary Info I: 3.3 mg/ml) 

Supplier 

~IPr-op- ri-et-ary-l n-fo----------~~ 

Manufacturer 

IPmpOeta~ lofc 

Lot Number 
Proprietary Info 

Physical Description 

Milky white suspension (white, turbid suspension) 

Storage Conditions 

2-8°C 
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Characterization of Test Article 

The Sponsor was responsible for characterization and stability of the test article 
and provided Certificates of Analysis (CofA) to SRI for inclusion in the final report 
(Appendix B). The raw data generated by the Sponsor in support of these CofA were not 
verified or maintained by SRI. 

2. Vehicle Control: 

Excipient Control 

Supplier 
!Proprietary Info 

Manufacturer 

Lot Numbers 

!Proprietary Info 

Physical Description 

White, turbid suspension 

Storage Conditions 

2-8°C 

Characterization of Reference Control 

The Sponsor was responsible for characterization and stability of the excipient 
control under the specified storage conditions and provided CofA to SRI for inclusion in 
the final report (Appendix B). Information on the identity, purity, and stability of the 
excipient control article was obtained by recording all of the pertinent infom1ation 
provided on the CofA provided by the supplier. 

3. Preparation of Dose Formulations 

Dose formulations were provided by the Sponsor as ready-to-dose formulations at 
the concentrations specified in the table in Section III. 

Storage of Dose Formulations 

Dose formulations were stored refrigerated , at 2-8°C, until the day of use. 
Formulation s were brought to room temperature prior to administration to the animals on 
Weeks 1 and 2. Formulations were brought to 37°C prior to administration to the animals 
on Weeks 3, 4 and 5 (per Protocol Amendment #3). 
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4. Characterization of Dose Formulations 

The Sponsor was responsible for stability , homogeneity, and concentration 
analyses of the test articles in the vehicle. Thus, the raw analytical data generated in 
support of this study were not verified or maintained by SRI. SRI relied on the formal 
CofA provided with the formulation for confirmation of concentration, quality and 
stability. 

5. Test Article Handling 

At a minimum , personnel handling the test, and control article formulations wore 
eye protection, gloves, and a protective smock or laboratory coat. 

6. Disposition 

At the end of the study, any remaining partially used and unused containers of 
vehicle control, test article (kept refrigerated) will be shipped to the Sponsor unless the 
Sponsor issues other directions. 

Residual dose formulations will be discarded after analysis , when the final report 
is submitted. 

Empty control and test article containers may be destroyed by SRI on submission 
of the final report to the Sponsor. 

See Section V .B, "Regulatory Compliance ," for information about reten tion of 
records and study samples. 

7. Method for Assuring Correct Dosing 

The administration of each dose formulation was properly documented, and the 
amount administered to each animal was recorded. 

B. Test System 

1. Species 

Dog 

Strain 

Beagle 

Supplier 
!Proprietary Info 

Number of Animals 

40 assigned to test 
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Sex 

20 males and 20 females 

Age at First Dose 

8-9 months, which deviated from the age of 6-8 months in the protocol. This 
deviation did not impact the study as all animals were healthy at study initiation and were 
dosed based on their actual body weight. 

Weight Range at First Dose 

7.8-9.8 kg (males), 6.0-8 .1 kg (females) 

2. Animal Care 

General procedures for anima l care and housing were in accordance with the 
current Association for Assessment and Accreditation of Laboratory Animal Care 
(AAALAC) recommendations , current requirements stated in the Guide for the Care and 
Use of Laboratory Anima ls (National Research Council), and current requirements as 
stated by the U.S . Department of Agriculture through the Animal Welfare Act and 
Animal Welfare Regulations (November 2013). 

Quarantine/ Acclimation 

14 days ; A complete physical examina tion was performed on each dog before 
quarantine release. 

Housing 

1 per enclosed run (2: 4 ft x 6 ft) 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

64°-74 °F 

Humidity 

27-99%; brief excursions from the protocol-specified range of 30-70% occurred 
for less than 2 hr and, therefore, are not considered deviations from the protocol. 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air. 

Food 

Envigo Teklad Certified Global 25% Protein Dog Diet , 2025C. Dogs were 
exposed to their daily ration of food, except for periods of fasting required by the study 
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proto col. The quantity of the daily ration was sufficient to mee t nutritional requirements. 
Eukanub a Puppy Food or Hills i/d Digestive Care canned food (wet food), was added to 
daily ration for individual dogs based on Attending Veterinarian recommendation. Feed 
was analyzed periodically to ensure that contaminants know n to be capable of interfering 
with the study and reaso nably expected to be present in such feed were not present at 
levels that would affect the study. Documentation of feed analyses is maintained at SRI 
for reference. A copy of the lot specific report s provided by the supplier will be 
maintained in the study records. Specific administra tion of supplemental food is 
summarized in the table below. 

¼ can Hills i/d 
¼ can Eukanuba ¼ can Eukanuba ¼ can Eukanuba Digestive Care 
puppy food puppy food (Royal puppy food canned food (Hills 
(Royal Canin, Lot Canin, Lot (Royal Canin, Lot Pet Nutrition, Inc., 

Animal #832D2NSC02, #751F1NSC02, #819D2NSC02 , Lot #T1121401 , 
ID Exp. 8/2020) Exp. 12/2019) Exp. 5/7/2020) Exp. 8/2020) 
009 - Days 68-7 1 - Days 62-64, 66 , 67 

013 
Days 1-3, 5-8, 

Days 24-29 - -
l0 -15, 17-22 

014 
Day s 1, 2, 5-8, 

Days 24-29 - -
10-15, 17-22 

015 
023 
026 
028 
034 
036 
037 

038 

039 
040 

-
Day 13 
Day 15a 

Days 1, 4-8, 10-15 
Days 20, 2 1 

Day 15 
Days 14, 15 

Day 15 

Day 15 
Day 15 

"-Prov ided l tbsp on Day 15 
b-Prov ided 1/2 can on Day 24 
c-Prov ided l /8 can on Day 31 

Water 

Days 24-29, 3 1 - -
- - -

- - -

- - -

Days 26, 27, 29, 3 1 - -
- - -
- - -

Days 22-29, 3 1 
Days 32-36, 39-50, 

Day 2 1 
52-55 

- - -
Days 24-29\ 31c - -

Water (untreated tap water) was pro vided, ad libitum. Based on prev ious report s, 
no contamin ants that could interfere with and affect the results of the study were expected 
to be present in the water. Copies of annual analysis report s are maintain ed at SRI for 
refere nce. 

3. Assignment of Animals to Study Day 

5-6 days before initiation of treatment 
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Randomizat ion 

Animals were randomly assigned to treatment groups via a computerized body 
weight stratification procedure (Prov antis IO .1. 0 .1). 

Identification 

Animals were individually identified by a uniquely numbered ear tattoo. 

4. Welfare of the Animals 

Every effort was made to minimize, if not eliminate, pa in and suffering in all 
animals in this study. No animals were required to be euthanized prior to their scheduled 
sacrifice during this study due to their health status. !Proprietary Info I 

Proprietary Info 

1Proprietary Info !Per the Attending Veterinarian 's recommendation, some 
animals received supplementa l treatments as described in the following table: 

Animal 
ID Day Observation Treatment 

63 Proprietary Info 
004 

69 

8 
023 

15 

11-14 
024 

15 

027 15 

028 
1 
3 

029 15 

8 
030 

15 

8 
031 

15 
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Animal 
1 T ID Day 01 ~ ;:.tinn L•• ,t 

2 
Proprietary Info 

032 15 

17 

8 
033 

15 

8 

034 15 

20 

8 
035 

15 

036 15 

1 
037 

15 

15 
038 

43 
45 

039 15 

040 15 
Proprietary Info 

19 

I 
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L-Epinephrine (VetOne , Lot # 171039, Exp. 5/20 19) 
M-Sterile water (Nova-tech , Lot #B 1710092, Exp. 10/2019) 
N-Chlo rhexidine solution (Biomedia , Lot #B22J, Exp. 1/2019) 
0-3 % hydrogen peroxide (VetUS, Lot #J4J , Exp. 9/2019) 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals were not fasted before dose administrat ion. 

2. Dose Administration 

Week ly s.c. injection to 3 sites on the back and/or sides of the animal (for 3 weeks 
for Groups 3 and 4, and for 5 weeks for Groups 1 and 2). This route of administration is 
proposed for clinical use of the test article in humans. 

The area was shaved prior to injection. The injection sites on the back were on 
either side of the spine and progressed from the base of the neck towards the shoulder 
blades moving ventral approximate ly one inch every week to avoid injecting into the 
same area. The third injection site on the side was similarly shaved and the injection site 
progressed similarly, approximately 1 inch each week. Each injection site was marked 
(adjacent to the injection location) and this marking was refreshed as needed to maintain 
a visual identification of the injection site. 

On Day 1, Animals #002-004, 014 (Group 1, Excipient Control), 011-013 
(Group 2, !Proprietary I IPro I 0.4 mg/kg), and 021 (Group 3, !Proprietary I IPro 1 3.64 mg/kg) 
were initially dosed with a set volume of 1.5 ml rather than a dose volume of 
0.5 ml/kg/site. This deviation had minimal impact to the study as the error was 
discovered shortly after injection , the correct administration amount was recalculated , 
and the missing dose volume immediately administered to complete the appropriate dose 
amount. 

On Day 15, Animal #030 was not admin istered its third dose of the three site 
injections !Proprietary Info 

!Proprietary Info lf'er Attending Veterinarian and Study Director recommendation, this animal 
received a total of 6.8 ml dose rather than the full 10.2 ml administration. This deviation 
had minimal impact to the study as there were 4 other female dogs in this group that 
received the proper dose volume and from which a valid data interpretation was made. 

3. Mortality/Morbidity 

Animals were checked at least once daily. 

4. Clinical Observations 

Recorded once daily and approximately 2-4 hr postdose on dosing days 
(Groups 1-2: Days 1, 8, 15, 22 and 29; Groups 3-4: Days 1, 8 and 15), once weekly 
during the recovery phase, or more often as clinical signs warranted, and at necropsy. 
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Animals were examined for any altered clinical signs , including gross motor and 
behavioral activity, and observable changes in appearance. 

5. Body Weights 

Body weights were recorded predose on dosing days (Gro ups 1-2: Days 1, 8, 15, 
22 and 29; Groups 3-4: Days 1, 8 and 15) for the purpose of dose calc ulation, week ly 
thereafter , and at each necropsy. 

6. Food Consumption 

Food consump tion was quantitatively measured for approximately a 24 hr period 
once weekly for each run (1 dog/run) throughout the study. 

Due to the Proprietary Info 

Proprietary Info food consumpt ion activity was completed 2 hr 
earlier than schedu led for these animals. This had minima l impact to the study as this 
deviation was taken into considerat ion when analyzing food consumption results. 

7. Ophthalmologic Examination 

All animals (including exh·as) had a pretes t ophthalmic examination performed by 
Ann Gratzek, DVM , DACVO, a board-certified veterinary ophthalmologist, and all 
surviving animals were re-examined by the ophthalmologist wi thin the week before their 
schedu led necropsy (Main necropsy Day 30 and Recovery necropsy Day 72). Main 
animals in Groups 3 and 4 did not have an ophthalmic examination performed within the 
week before their schedul ed necropsy on Day 17 due to the decision to terminate this 
group early. No adverse ophthalmologic effects were observed in the Main subset 
animals of Groups 1 and 2 at termination time point , therefore, ophthalmologic 
examination s were not performed on the Recovery subset animals. 

8. Plasma Drug Levels 

Method of Collection 

Whole blood from animals in Groups 2-4 were collected from cephalic or jug ular 
veins into tubes containing K2EDT A, proc essed to plasma, and then stored frozen at 
:S-60°C. 

Volume 

Maximum - 1.5 ml whole blood (- 700 µI of plasma) per sample. 

Frequency 

Plasma drug levels were sampled at the following time points in Group 2 animals: 

Main animals (3M/3F) : 1 hr predose and 1 hr pos tdose on dosing days (Days 1, 8, 
15, 22 and 29) 
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Recovery animals (2M/2F): 1 hr predo se and 1 hr postdose on dosing Day 29 and 
on a single timepo int on Days 36, 43, 50, 57, 64 and 71 

Plasma drug levels were sampled at the following time points in Groups 3 and 4 
animals: 

Main animals (3M/3F): 1 hr predose and 1 hr postdo se on dosing days (Days 1, 8 
and 15) 

Recovery animals (2M/2F): on a single timepoin t on Days 22, 29, 36, 43, 50, 57 
64 and 71 

Method of Analysis 

Drug levels of !Proprietary Info I were measured in plasma samp les using a 
bioanalyt ical method prov ided by the Sponsor and validated by SRI. Details of the 
bioanalytical method and validation resu lts will be included in a separate validation 
report (SRI Study No. B185-18). 

9. Toxicokinetics Analysis 

TK data ana lys is was performed on the measura ble plasma concentration s of each 
test compound from Append ix G (Bioanalyt ical Che mistry). The plasma concentration 
data of each test compound were ana lyzed using Phoenix ® WinNonlin ® (version 6.3) 
software to perform non-compartmental analysis. Indivi dual anima l plasma 
concentrat ions at each actual time of blood collection were used in TK data ana lys is. The 
dose administered in each dose group was ente red into the program as mg/kg, and as a 
result, no additional corrections for individual body weights of the animals were 
necessary. 

Plasma concentrations that were less than the lower limit of quant itation (LLOQ 
of 5.00 ng/ml for lProprietary Info land 25.00 ng/ml for [Proprie I of the bioana lytical assay 
were not included in TK data analysis. TK parameters were determined only for the 
Main animals and up to Day 15 (i.e. up to three doses), as all three dose groups had blood 
collections in the main an imals up to Day 15. The following TK paramete rs were 
determ ined for each test compound in !Proprietary I IPro I using the administrat ion of the first 
dose on Day 1 as time zero: overall apparent maximal plasma concentration (Cmax) and 
area under the plasma concentration time curve up to the last blood collection time 
(AUCiast). The time-course of mean plasma concentrat ions of each test compo und was 
plotted for Main and Recovery anima ls at all timepoint s. Mean plasma concentrat ions 
that were less than the LLOQ of each compound were assigned a value of 2.00 ng/ml 
only to illustrate apparent troughs in the concentration vs. time profile s. 

Disposition 

Residual bioanalytical samp les will be discarded on submi ssion of the final report. 
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10. Clinical Pathology Evaluations 

Preparation of Animals 

Animals were fasted before blood collection. 

Due to jProprietary Info I, Animals #021-023 
and 031-3 3 were not fasted prior to emergency clinical pathology blood collections on 
Day 17. The lack of fasting these animals prior to blood collections was not considere d 
to have compromised the ability to interpret the clinical pathology data. Therefore, this 
deviation had minimal impact on the integrity of the study. 

Method of Collection 

Whole blood from animals in all treatment groups were collected from cephalic or 
jugular veins. Hematology sample s were collected using K3EDTA as the anticoagulant. 
Coagulation samples were collected using sodium citrate as the anticoagulant. No 
anticoagulant was used for clinic al chemistry samples. 

Frequency 

Prestudy and prior to necrop sy as follows: 

• On Day 17, two days after the last treatment, blood was collec ted 
for clinical pathology from Main an imals in Groups 3 and 4 (3 
animals /sex/group) that were then sacrificed for necropsy 
evaluations (per Amendment #4) . 

• On Day 30, one day after the last treatmen t, blood was collected 
for clinical pathology from Main animals in Groups 1 and 2 (3 
animals /sex/g roup) that were then sacrificed for necropsy 
evaluations; however , Day 30 hematology analysis for Animals 
#002-003 and 014 (Group 1) and #011-013 (Group 2) was not 
performed due to apparent hemolysis of the samples . This 
deviation had minimal impact to the study as the other clinical 
patholog y parameters ( clin ical chemistry and coagu lation) were 
analyzed per protocol without incident. 

• On Day 72, blood was collected for clinical pathology from the 
Recovery animals (remaining 2 animals /sex/group) that were then 
sacrificed for necropsy evaluations. 

Clinical pathology paramet ers that were evaluated are listed below. In some 
cases, automated analyzers repo1t additional parameters not spec ified in the proto col. 
Results for the additional parameter( s) are included in the data package, but are not 
summarized, analy zed, or reported , and their collection is not considere d a deviation from 
the protoco l. 

23 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Manual WBC differential counts were conducted. Some parameters that were not 
specified in the protocol were evaluated and reported. This is not considered a deviation 
from the protocol. 

Hematology Parameters 

o Hematocrit (HCT) 
o Hemoglobin (HGB) 
o Red blood cell count (RBC) 
o Red blood cell distribution width (RDW) 
o White blood cell count (WBC) 
o WBC differential and absolute counts 

o Absolute neutrophil [ANE] 
o Percent neutrophil [PNE] 
o Absolute lymphocyte [ALY] 
o Percent lymphocyte [PLY] 
o Absolute monocyte [AMO] 
o Percent monocyte [PMO] 
o Absolute eosinophi l [AEO] 
o Percent eosinophil [PEO] 
o Absolute basophil [ ABA] 
o Percent basophil [PBA] 

o Mean corpuscular hemoglobin (MCH) 
o Mean corpuscular volume (MCV) 
o Mean corpuscular hemoglobin concentration (MCHC) 
o Platelet count (PLT) 
o Mean platelet volume (MPV) 
o Absolute Reticulocyte (ARET) 
o Percent Reticulocyte (PRET) 

Clinical Chemistry Parameters 

• Total Bilirubin (TBI) 
• Creatinine (CRE) 
• Sodium (SOD) 
• Potassium (POT) 
• Chloride (CHL) 
• Cholesterol (CHO) 
• Triglyceride (TRI) 
• Glucose (GLU) 
• Blood urea nitrogen (BUN) 
• Aspartate aminotransfera se (AST) 
• Alanine aminotransferase (ALT) 
• Alkaline phosphatase (ALP) 
• Calcium (CAL) 
• Phosphorus (PHO) 
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• Tota l protein (TPR) 
• Albumin (ALB) 
• Albumin/g lobulin ratio (AGR) 
• Globulin (GLO) 

Coagulation Parameters 

• Prothrombin time (PT) 
• Act ivated partial thromboplastin time (PTT) 
• Fibrinogen (FIB) 

11. Urinalysis 

Method of' Collection 

Urine was collected by cystocentesi s; :Sl 5 ml was submitted to the clinical 
laboratory. 

Frequency 

Urine was collected on Day 17 (Groups 3 and 4 Main necropsy per 
Amendment #4), Day 30 (Groups 1 and 2 Main necropsy) and Day 72 (Recovery 
necropsy). 

Urinalysis Parameters 

• Color (noted at time of collection) 
• Clarity (noted at time of collection) 
• Specific grav ity 
• Microscopic examination of urine sediment 
• Bilirubin 
• Glucose 
• Ketone s 
• Leukocytes 
• N itrite 
• Occult blood 
• pH 
• Protein 
• Urobilinogen 

D. Necropsy 

Interval 

Necrop sies were performed on Day 17 for Main Group s 3 and 4 (per 
Amendment #4), Day 30 for Main Groups 1 and 2; and Day 72 for the Recovery Group s 
1-4. 
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Euthanasia 

Following s.c. administration of a sedative cocktail , an overdose of sodium 
pentobarbital was administered by intravenous injection. 

Observations 

Externa l examination of all body orifices and an examinat ion of all cranial, 
thoracic and abdom inal organs was performed, and all gross findings were recorded. 

Tissues Retained 

The following tissues were collected from all animals in the Main and Recovery 
Groups. Tissues were retained in 10% neutral buffered fom1alin, except where noted. 

• All gross lesions (including tissue masses and abnorma l regional lymph 
nodes) 

• Adrenal glands 
• Aorta 
• Bone ( femur, distal with joint surface) 
• Bone , sternum (marrow histology) 
• Bone marrow smear, sternum 
• Brain (fore-, mid-, and hindbrain) 
• Cecum 
• Cervix 
• Colon 
• Duodenum 
• Epididymides 
• Esophagus 
• Eyes, with optic nerve (fixed with modified David son' s solution) 
• Gall bladder 
• Heart 
• Identification ; (retained in formalin; not processed for histology) 
• Ileum 
• Injection site( s) tissue. Only representative sections of the injection site( s) 

were collected 
• Jejunum 
• Kidneys 
• Liver 
• Lungs with bronchi 
• Lymph nodes, mandibular and mesenteric 
• Mammary gland (females, males when present) 
• Ovaries 
• Pancreas 
• Pituitary gland 
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• Prostate 
• Rectum 
• Salivary gland, mandibular 
• Sciatic nerve 
• Skeletal muscle 
• Skin, ventral abdomen, taken with mammary gland 
• Skin at each of the three injection sites 
• Spinal cord sections (thoracic only) 
• Spleen 
• Stomach 
• Testes (fixed with modified Davidson's solution) 
• Thym us 
• Thyroid/parathyroid glands 
• Trachea 
• Urinary bladder 
• Uterus 
• Vagina 

Final Body/Organ Weights 

Body weight was recorded on the day of necropsy for body to organ weight ratios . 
The following organs were weighed. Paired organs were weighted together. 

• Adrenal glands 
• Brain 
• Heart 
• Kidneys 
• Liver 
• Ovaries 
• Testes , without epididymides 
• Thymus 

E. Histopathologic Examination 

Tissues 

Tissues listed under "Retained Tissues" were processed and evaluated for the 
following: 

• All Main animals in the control and high-dose groups (Groups 1 and 4) 

• Thymus, kidney, bone marrow and injection site, ident ified as target tissues of 
toxicity by the pathologist, were examined in all dose groups 

• All gross lesions were processed for all animals 
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• Bone marrow smear for cytology was processed and analyzed at the discretion 
of the Study Director and pathologist based on bone marrow histopathology 
findings. 

Of tissues sched uled for microscopic evaluation, the following were not ava ilable 
in tissue section: mammary gland from Animals #006, 008, 036, 037, and 039, sciatic 
nerve and skeletal muscle from Animal #007. In animals with immature /non-cycling 
ovaries (#006, 008 , 036 , and 037), mamm ary gland would not be developed and would, 
therefore , not be present in tissue section s. This deviation had no impact on the integr ity 
of the study as the absence of these tissues was not considered to have compromised the 
ability to interpr et the micro scop ic data. 

Tissue Sections 

Sections of the tissues were embedded in paraffin , cut approximately 5 µm thick, 
and stained with h~matoxylin and eosin by rroprietary Info I 

!Proprietary Info r histology laboratory quahl1ed by SRI. 

Evaluated By 

Histopathology specimens were evaluated by !Redacted by agreement 
=1R-ed..,...a-cte_d,_,.b-y-ag-re_e_m-en-t--.l a board-certified vete rinary pathologist. 

Method 

Each lesion was listed and coded by the most specific topographic and 
morphologic diagnoses, severity, and distribution, using International Harmonization of 
Nomenclature and Dia gnostic Criteria for Lesions (INHAND) as a guide. A four-step 
grading system (minimal, mild, moderate and marked) was used to define gradable 
lesions for comparison between treated and control groups. Data were recorded and 
summarized using Provantis ® version 10.1.0.1. Records of gross findings for a specime n 
from postmortem observations were available to the pathologist when examining that 
specimen microscopically. 

F. Evaluation of Data Parameters 

Mean and standard deviation were calculated for body weight, food consumption , 
clinical patho logy; urinaly sis pH, urobilinogen , and spec ific gravity; and organ weight 
data at each evaluation interval. Calculations were performed using Provanti s® version 
10.1.0.1. 

Statistical Tests 

Body weight, food consumption, clinica l patholo gy, urinalysis pH and specific 
gravity, and organ weight data were evaluated by one-way analysis of variance 
(ANOVA) , followed by Dunn ett's test (if the ANOVA is significant). For clinical 
patho logy data, values for param eters that were not within the detection threshold were 
not included in the statistical eva luation. 
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Criteria for Null Hypothesis Rejection 

p::;0.05 

G. Control of Bias 

While evaluating the responses of the animals and conducting the analyses, the 
technical staff were aware of the treatment history of each animal and sample. Based on 
the relatively objective endpoints to be examined, bias did not influence the results of the 
study. 

V. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

This study was intended to be submitted to and reviewed by the U.S. FDA or an 
equivalent regulatory agency, and this study therefore was performed in accordance with 
the U.S . FDA "Good Laboratory Practice for Nonc linical Laboratory Studies," as 
described in 21 CFR Part 58, with the following exceptions: 

• Receipt and quarantine of animals were performed prior to the approval of the 
protocol. These activities were conducted according to testing facility SOPs, 
but because they were conducted before the protocol was signed, they may not 
be considered by the FDA to have been conducted in compliance with GLP 
requirements. None of these activities had an impact on the study. 

• Animal water and food analysis was not performed under GLP compliance by 
the vendors. Based on previous reports, no contaminants that could interfere 
with and affect the results of the study were expected to be present in the 
water. Feed was analyzed periodically to ensure that contaminants known to 
be capable of interfering with the study and reasonab ly expected to be present 
in such feed were not present at levels that would affect the study; therefore , 
water and food analyses not performed under GLP compliance by the vendors 
has no impact on the study. 

B. Retention of Records and Study Samples 

The original protocol , amendments, final report , raw data, supporting documents 
and records as we ll as all pathology materials (slides, blocks and wet tissue specimens) 
specific to this study will be retained and stored by SRI Internat ional. All records and 
materials will be maintained for a period of at least 1 year. An archival sample of the test 
and control articles will be maintain ed by SRI for at least 5 years or as long as samples 
afford evaluation (21 CFR 58.105[d]). At the end of the retention period, the Sponsor 
will be contacted for instructions regarding disposition of these materials. 
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VI. RESULTS 

A. Mortality/Morbidity and Clinical Observations 

Proprietary Info 
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with !Proprietary lnf q IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

(fema les) fo Propriet 3,071, 26,949 and 75,047 day*ng/ml (males) and 3,914, 31,0 17 and 
Proprietary Info 

Proprietary Info 
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SRI Study No. M397-18 

Proprietary Info 
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Figure 1. Time-cou rse of plasma concentrat ions of !Proprietary I in male (top) and female 
(bottom) dogs in main and recovery groups after sc administration of !Proprietary 

1Prop1 a formulat ion of l: r?prietary I !Proprietary I and !Proprietary I !Proprietary I !Pro I was 
administered weekly for 5 weeks in Group 2 and for 3 weeks in Groups 3 and 4. 
!Proprietary I doses were 0.400 mg/kg (Group 2) , 3.64 mg/kg (Group 3), and 14.55 
mg/kg (Group 4). Nominal times are plotted using dose administration on Day 1 
as time zero. Plasma !Proprietary I concentrations that were less than LLOQ (5.00 

ng/ml) were assigned a value of 2 ng/ml for graphical illustration purposes only. 
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Figure 2 . Time-course of plasma concentrat ions of !Proprietary I in male (top) and female 
(bottom) dogs in main and recovery groups after sc administration of !Proprietary 
jProp1 a formulation of l:r?prietary I !Proprietary I and !Proprietary I !Proprietary I IPro I was 
administered weekly for 5 weeks in Group 2 and for 3 weeks in Groups 3 and 4. 
!Proprietary I doses were 0 .230 mg/kg (Group 2), 2.09 mg/kg (Group 3) , and 8.37 

mg/kg (Group 4 ). Nominal times are plotted using dose administrat ion on Day 1 
as time zero. Plasma !Proprietary I concentrations that were less than LLOQ (25.00 

ng/ml) were assigned a value of 2 ng/ml for graphica l illustration purposes only. 
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Figure 3. Time-course of plasma concentrations of !Proprietary! in male (top) and female 
(bottom) dogs in main and recovery groups after sc administration of !Proprietary 

!Prop I a formulation of !Proprietary I !Proprietary I and !Proprietary ! !Proprietary I !Pro ! was 
administered weekly for 5 weeks in Group 2 and for 3 weeks in Groups 3 and 4. 
!Proprietary I doses were 0.110 mg/kg (Group 2), 1.0 mg/kg (Group 3), and 4 .0 
mg/kg (Group 4 ). Nominal times are plotted using dose administration on Day 1 
as time zero . Plasma !Proprietaryj concentrat ions that were less than LLOQ (5.00 
ng/ml) were assigned a value of 2 ng/ml for graphica l illustration purposes only. 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Group Information 

Short Name 

1 

2 
3 

4 

Long Name 

Excipient 
!Propriet l[EL] (0.4) 
!Propriet I [EL] (3.64) 

!Propriet I IEI] (14.55) 

Table 1 
Clinical Observations Summary 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lEIJ in Male and Female Beagle Dogs 

Key Page 

~ Re11ort Headings 

Control Group 1 0 
Dose Group 2 0.4 
Dose Group 3 3.64 
Dose Group 4 14.55 

48 

3/11/2019 10:40:41 AM Page: 5 of 5 

mg/kg SC 
mg/kg SC 
mg/kg SC 

mg/kg SC 
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Table 2 2/6/2019 10:01:35AM Page: 8 of 8 
Body Weights Summary 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Body Weight 

Measurement/Statistics 

Measurement 

Body Weight 

Automatic Transformations 

Measurement 

Body Weight 

Group Information 

Short Name 
1 

Long Name 
Excipient 

Key Page 

Description 

Body Weight 

Descriptive 

Mean 
Standard Deviation 
Count (N) 

Transformation Order 

Comparative 

Anova & Dunnett's 
2 Sided 

Identity (No Transformation), Log, Rank 

~ Report Headings 1-4 

Group 1 0 
2 
3 
4 

!Propriet 11:El:I (0.4) 
!Propriet 11:e!J (3.64) 
!Propriet 11:e!J (14.55) 

Control 
Dose 
Dose 
Dose 

Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

56 

Arithmetic 

/Adjusted 

Arithmetic 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 

Transformation 

Automatic 
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Table 3 2/6/2019 10:01:53AM Page: 8 of 8 
Body Weight Changes Summary 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Absolute Weight Gains 

Measurement/Statistics 

Measurement 

Absolute Weight Gains 

Automatic Transformations 

Measurement 

Absolute Weight Gains 

Group Information 

Short Name 
1 

Long Name 
Excipient 

Key Page 

Description 

Absolute Weight Gain (kg) 

Descriptive 

Mean 
Standard Deviation 
Count (N) 

Transformation Order 

Comparative 

Anova & Dunnett's 
2 Sided 

Identity (No Transformation), Log, Rank 

~ Report Headings 1-4 

Group 1 0 
2 
3 
4 

!Propriet 11:El:I (0.4) 
!Propriet 11:e!J (3.64) 
!Propriet 11:e!J (14.55) 

Control 
Dose 
Dose 
Dose 

Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

64 

Arithmetic 

/Adjusted 

Arithmetic 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 

Transformation 

Automatic 
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Table4 217/2019 8:30:37 AM Page: 6 of 7 
Food Consumption Summary 

M397-18 - GLP-Multiple (5-weekl R~ at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Key Page 

Headings Used Description 

Food Mean Daily Consumption Food Mean Consumption 

Measurement/Statistics 

Measurement Descriptive 

Food Mean Daily Consumption Mean 

Automatic Transformations 

Standard Deviation 
Count (N) 

Measurement Transformation Order 

Comparative 

Anova & Dunnett's 
2 Sided 

Food Mean Daily Consumption Identity (No Transformation), Log, Rank 

Time-Points/Ranges 

Measurement 
Food Mean Daily Consumption 

Group Information 

Short Name 

1 
2 

Long Name 

Excipient 
!Propriet llru (0.4) 

~ 
Control 
Dose 

From 

2 
9 
16 
23 
30 
37 
44 
51 
58 
65 

Report Headings 1-4 

Group 1 0 
Group 2 0.4 

70 

To 

3 
10 
17 

24 
31 
38 
45 
52 
59 
66 

Arithmetic 

/Adjusted 

Arithmetic 

Report As 
2 - 3 
9 - 10 
16 - 17 
23 - 24 
30 - 31 
37 - 38 
44 - 45 
51 - 52 
58 - 59 
65 - 66 

mg/kg SC 
mg/kg SC 

Transformation 

Automatic 
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Table4 217/2019 8:30:37 AM 
Food Consumption Summary 

M397-18 - GLP-Multiple (5-weekl R~ at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

Group Information (Continued) 

Short Name 

3 
4 

Long Name 
!Propriet 11:er:J (3.64) 
!Propriet 11:er:J (14.55) 

Pairwise Comparisons 

Group Vs Group 
1 2 

3 
4 

JyQg 
Dose 
Dose 

Key Page 

Report Headings 1-4 
Group 3 3.64 
Group 4 14.55 

7 1 

mg/kg SC 
mg/kg SC 

Page: 7 of 7 
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Table 6 
Hematology Summary 

2/11/2019 1 :56:15PM Page:30 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
" " indicates Not Applicable 

Key Page 

Statistical significance indicated on a group with an N < 3 is not valid 

Measurement Descriptions 

Headings Used 

White Blood Cells 
Red Blood Cells 
Hemoglobin 
Hematocrit 
MCV 
MCH 
MCHC 
ROW 
Platelet Count 
MeanPlatelet Volume 
Percent Neutrophils 
Percent Lymphocytes 
Percent Monocytes 
Percent Eosinophils 
Percent Basophils 
Neutrophils (Absolute) 
Lymphocytes (Absolute) 
Monocytes (Absolute) 
Eosinophils (Absolute) 
Basophils (Absolute) 
Percent Reticulocyte 
Reticulocyte (Absolute) 

Unit Descriptions 

Headings Used 

% 
1Qh9/L 

fl 
g/dl 
pg 
x10h3/ul 
x10h6/ul 

Description 

White Blood Cells 
Red Blood Cells 
Hemoglobin 
Hematocrit 
Mean Corpuscular Volume 
Mean Corpuscular Hemoglobin 
Mean Corpuscular Hemoglobin Concentration 
Red Blood Cell Distribution Width 
Platelet Count 
Mean Platelet Volume 
Percent Neutrophils 
Percent Lymphocytes 
Percent Monocytes 
Percent Eosinophils 
Percent Basophils 
Absolute Neutrophils 
Absolute Lymphocytes 
Absolute Monocytes 
Absolute Eosinophils 
Absolute Basophils 
Percent Reticulocytes 
Absolute Reticulocytes 

Description 

% 
10h9/L 

fl 
g/dl 
pg 
x1Qh3/ul 
x1Qh6/ul 
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Table 6 2/11/2019 1 :56:15PM Page:31 
Hematology Summary 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

Measurement/Statistics 
Arithmetic 

Measurement Descriptive Comparative /Adjusted Transformation 

White Blood Cells Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Red Blood Cells Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Hemoglobin Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Hematocrit Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Mean Corpuscular Volume Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Mean Corpuscular Hemoglobin Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Mean Corpuscular HGB Cone. Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

RBC Distribution Width Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Platelet Count Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Mean Platelet Volume Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Percent Neutrophils Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Percent Lymphocytes Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Percent Monocytes Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Percent Eosinophils Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 
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Table 6 
Hematology Summary 

2/11/2019 1 :56:15PM Page:32 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

Measurement/Statistics (Continued) 

Measurement 

Percent Basophils 

Neutrophils (Absolute) 

Lymphocytes (Absolute) 

Monocytes (Absolute) 

Eosinophils (Absolute) 

Basophils (Absolute) 

Percent Reticulocytes 

Reticulocyte (Absolute) 

Automatic Transformations 

Measurement 

White Blood Cells 
Red Blood Cells 
Hemoglobin 
Hematocrit 
Mean Corpuscular Volume 
Mean Corpuscular Hemoglobin 
Mean Corpuscular HGB Cone. 
RBC Distribution Width 
Platelet Count 
Mean Platelet Volume 
Percent Neutrophils 
Percent Lymphocytes 
Percent Monocytes 
Percent Eosinophils 

Descriptive Comparative 

Mean Anova & Dunnett's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnett's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnelt's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnelt's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnett's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnelt's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnett's 
Standard Deviation 2 Sided 
Count (N) 
Mean Anova & Dunnett's 
Standard Deviation 2 Sided 
Count (N) 

Transformation Order 

Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 

104 

Arithmetic 

/Adjusted Transformation 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 
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Table 6 
Hematology Summary 

2/11/2019 1 :56:15PM Page:33 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

Automatic Transformations (Continued) 

Measurement 

Percent Basophils 
Neutrophils (Absolute) 
Lymphocytes (Absolute) 
Monocytes (Absolute) 
Eosinophils (Absolute) 
Basophils (Absolute) 
Percent Reticulocytes 
Reticulocyte (Absolute) 

Group Information 

Short Name 

1 

Long Name 

Excipient 

Transformation Order 

Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 

Report Headings 1-4 

Group 1 0 
2 
3 
4 

!Propriet ! IE!] (0.4) 
!Propriet ! IE!] (3.64) 
!Propriet ! IE!] (14.55) 

Type 

Control 
Dose 
Dose 
Dose 

Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

105 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

End of Print 
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Table 7 2/11/2019 1 :52:48PM Page:28 
Clinical Chemistry Summary 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

General Footnotes 

Provantis version 10.1.0.1 
" " indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Measurement Descriptions 

Headings Used 

Blood Urea Nitrogen 
Crealinine 
Glucose 
AST 
ALT 
Alkaline Phosphatase 
Total Bilirubin 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus 
Total Protein 
Albumin 
Globulin 
Alb/Glo Ratio 
Cholesterol 
Triglyceride 

Unit Descriptions 

Headings Used 

g/dl 
mgldl 
mmol/L 
U/L 

Measurement/Statistics 

Measurement 

Blood Urea Nitrogen 

Descriptive 

Mean 
Standard Deviation 
Count (N) 

Description 

Blood Urea Nitrogen 
Crealinine 
Glucose 
Aspartate Aminotransferase 
Alanine Aminotransferase 
Alkaline Phosphatase 
Total Bilirubin 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus 
Total Protein 
Albumin 
Globulin 
Albumin/Globulin Ratio 
Cholesterol 
Triglyceride 

Description 

g/dl 
mgldl 
mmol/L 
U/L 

Comparative 

Anova & Dunnett's 
2 Sided 

134 

Arithmetic 
/Adjusted Transformation 

Arithmetic Automatic 
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Table 7 2/11/2019 1 :52:48PM Page:29 
Clinical Chemistry Summary 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

Measurement/Statistics (Continued) 
Arithmetic 

Measurement Descriptive Comparative /Adjusted Transformation 

Creatinine Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Glucose Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Aspartate Aminotransferase Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Alanine Aminotransferase Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Alkaline Phosphatase Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Total Bilirubin Count (N) Anova & Dunnett's Arithmetic Automatic 
2 Sided 

Sodium Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Potassium Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Chloride Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Calcium Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Phosphorus Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Total Protein Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Albumin Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Globulin Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 
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Table 7 2/11/2019 1 :52:48PM Page:30 
Clinical Chemistry Summary 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

Measurement/Statistics (Continued) 

Measurement 

Albumin/Globulin Ratio 

Cholesterol 

Triglyceride 

Automatic Transformations 

Measurement 
Blood Urea Nitrogen 
Creatinine 
Glucose 
Aspartate Aminotransferase 
Alanine Aminotransferase 
Alkaline Phosphatase 
Total Bilirubin 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus 
Total Protein 
Albumin 
Globulin 
Albumin/Globulin Ratio 
Cholesterol 
Triglyceride 

Group Information 

Short Name Long Name 
1 Excipient 

Descriptive 

Mean 
Standard Deviation 
Count (N) 

Comparative 

Anova & Dunnett's 
2 Sided 

Mean 
Standard Deviation 
Count (N) 

Anova & Dunnett's 
2 Sided 

Mean 
Standard Deviation 
Count (N) 

Anova & Dunnett's 
2 Sided 

Transformation Order 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 
Identity (No Transfonmation), Log, Rank 

Type Report Headings 1-4 

Control Group 1 0 
2 !Propriet ! IEL] (0.4) Dose Group 2 0.4 
3 !Propriet ! IEL] (3.64) Dose Group 3 3.64 
4 !Propriet ! IEL] (14.55) Dose Group 4 14.55 
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Arithmetic 

/Adjusted 
Arithmetic 

Arithmetic 

Arithmetic 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 

T ransfonmation 

Automatic 

Automatic 

Automatic 
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Table 7 2/11/2019 1 :52:48PM Page:31 
Clinical Chemistry Summary 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Pairwise Comparisons 

Group Vs Group 
1 2 

3 
4 

Key Page 
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Table 8 
Coagulation Summary 

2/11/2019 1 :48:58PM Page:? 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

General Footnotes 

Provantis version 10.1.0.1 
" " indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Measurement Descriptions 

Headings Used 

Prothrombin Time 
Activated PTT 
Fibrinogen 

Unit Descriptions 

Headings Used 

mgldL 
Seconds 

Measurement/Statistics 

Measurement 

Prothrombin Time 

Activated PTT 

Fibrinogen 

Automatic Transformations 

Measurement 

Prothrombin Time 
Activated PTT 
Fibrinogen 

Group Information 

Short Name 
1 

Long Name 
Excipient 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Description 

PT (Prothrombin Time) 
Activated partial thromboplastin time 
Fibrinogen 

Description 

mg/dL 
Seconds 

Comparative 

Anova & Dunnett's 
2 Sided 

Anova & Dunnett's 
2 Sided 

Anova & Dunnett's 
2 Sided 

Transformation Order 

Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 

Type 
Control 

Report Headings 1-4 
Group 1 0 

145 

Arithmetic 

/Adjusted Transformation 

Arithmetic Automatic 

Arithmetic Automatic 

Arithmetic Automatic 

mg/kg SC 
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Coagulation Summary 

2/11/2019 1 :48:58PM Page:8 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Group Information (Continued) 

Short Name 

2 
3 
4 

Long Name 
!Propriet 11:eLI (0.4) 
!Propriet ! 1£r] (3.64) 
!Propriet I 1£r] (14.55) 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

Type 

Dose 
Dose 
Dose 

Key Page 

Report Headings 1-4 

Group 2 0.4 
Group 3 3.64 
Group 4 14.55 
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mg/kg SC 
mg/kg SC 
mg/kg SC 
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Table 9 
Urinalysis Summary 

2/11/2019 1 :51 :55PM Page:5 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP:r:] in Male and 
Female Beagle Dogs 

Key Page 

General Footnotes 

Provantis version 10.1.0.1 
" " indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Measurement Descriptions 

Headings Used 

Specific Gravity 
UApH 
UA Urobilinogen 

Unit Descriptions 

Headings Used 

EU/dL 

Measurement/Statistics 

Measurement 

Specific Gravity 

UApH 

UA Urobilinogen 

Automatic Transformations 

Measurement 
UA pH 
UA Urobilinogen 

Group Information 

Short Name Long Name 
1 Excipient 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Transformation Order 

Description 

Specific Gravity 
UApH 
UA Urobilinogen 

Description 

EU/dL 

Comparative 

Anova & Dunnett's 
2 Sided 

Anova & Dunnett's 
2 Sided 

Anova & Dunnett's 
2 Sided 

Identity (No Transformation), Log, Rank 
Identity (No Transformation), Log, Rank 

Type Report Headings 1-4 
Control Group 1 0 

2 !Propriet I 1£Il (0.4) Dose Group 2 0.4 
3 !Propriet I 1£Il (3.64) Dose Group 3 3.64 

152 

Arithmetic 
/Adjusted 
Arithmetic 

Arithmetic 

Arithmetic 

mg/kg SC 
mg/kg SC 
mg/kg SC 

Transformation 

Identity (No 
Transformation) 

Automatic 

Automatic 
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Female Beagle Dogs 

Group Information (Continued) 

Short Name 

4 
Long Name 
!Propriet 11:eLI (14.55) 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 
1 4 

Type 

Dose 

Key Page 

Report Headings 1-4 

Group 4 14.55 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Adrenal Glands Wt 
Brain Weight 
Heart Weight 
Kidneys Weight 
Liver Weight 
Ovaries Weight 
Testes Weight 
Thymus Weight 
Adrenal/BW Ratio 
Brain/BW Ratio 
Heart/BW Ratio 
Kidney/BW Ratio 
Liver/BW Ratio 
Ovaries/BW Ratio 
Testes/BW Ratio 
Thymus/BW Ratio 
Adrenal/ Brain 
Heart/ Brain 
Kidneys/ Brain 
Liver/ Brain 
Ovaries/ Brain 
Testes/ Brain 
Thymus/ Brain 

Unit Descriptions 

Headings Used 

% 
g 

Measurement/Statistics 

Measurement 

Table 10 2/6/2019 9:07:48AM Page: 26 of 29 
Organ Weights Summary 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

Descriptive 

Key Page 

Description 

Adrenal Glands Weight 
Brain Weight 
Heart Weight 
Kidneys Weight 
Liver Weight 
Ovaries Weight 
Testes Weight 
Thymus Weight 
Adrenals/Terminal BW Ratio (kg) 
Brain/Terminal BW Ratio (kg) 
Heart/Terminal BW Ratio (kg) 
Kidney/Terminal BW Ratio (kg) 
Liver/Terminal BW Ratio (kg) 
Ovaries/Terminal BW Ratio (kg) 
Testes/Terminal BW Ratio (kg) 
Thymus/Terminal BW Ratio (kg) 
Adrenals/Brain Ratio 
Heart/Brain Ratio 
Kidneys/Brain Ratio 
Liver/Brain Ratio 
Ovaries/Brain Ratio 
Testes/Brain Ratio 
Thymus/Brain Ratio 

Description 

% 
g 

Comparative 

180 

Arithmetic 

/Adjusted Transformation 
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Organ Weights Summary 
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Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

Key Page 

Page: 27 of 29 

Measurement/Statistics (Continued) 
Arithmetic 

Measurement Descriptive Comparative /Adjusted Transformation 

Adrenal Glands Weight Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Brain Weight Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Heart Weight Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Kidneys Weight Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Liver Weight Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Ovaries Weight Mean Anova & Dunnelt's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Testes Weight Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Thymus Weight Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Adrenals/Terminal BW Ratio Mean Anova & Dunnett's Arithmetic Automatic 
(kg Standard Deviation 2 Sided 

Count (N) 
Brain/Terminal BW Ratio (kg) Mean Anova & Dunnett's Arithmetic Automatic 

Standard Deviation 2 Sided 
Count (N) 

Heart/Terminal BW Ratio (kg) Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Kidney/Terminal BW Ratio (kg) Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Liver/Terminal BW Ratio (kg) Mean Anova & Dunnett's Arithmetic Automatic 
Standard Deviation 2 Sided 
Count (N) 

Ovaries/Terminal BW Ratio Mean Anova & Dunnett's Arithmetic Automatic 
(kg) Standard Deviation 2 Sided 

Count (N) 
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Key Page 

Measurement/Statistics (Continued) 
Arithmetic 

Measurement Descriptive Comparative /Adjusted 
Testes/Terminal BW Ratio (kg} Mean Anova & Dunnett's Arithmetic 

Standard Deviation 2 Sided 
Count (N) 

Thymus/Terminal BW Ratio Mean Anova & Dunnett's Arithmetic 
(kg) Standard Deviation 2 Sided 

Count (N) 
Adrenals/Brain Ratio Mean Anova & Dunnelt's Arithmetic 

Standard Deviation 2 Sided 
Count (N) 

Heart/Brain Ratio Mean Anova & Dunnelt's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Kidneys/Brain Ratio Mean Anova & Dunnett's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Liver/Brain Ratio Mean Anova & Dunnelt's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Ovaries/Brain Ratio Mean Anova & Dunnett's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Testes/Brain Ratio Mean Anova & Dunnett's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Thymus/Brain Ratio Mean Anova & Dunnett's Arithmetic 
Standard Deviation 2 Sided 
Count (N) 

Automatic Transformations 

Measurement Transformation Order 

Adrenal Glands Weight Identity (No Transformation), Log, Rank 
Brain Weight Identity (No Transformation), Log, Rank 
Heart Weight Identity (No Transformation), Log, Rank 
Kidneys Weight Identity (No Transformation), Log, Rank 
Liver Weight Identity (No Transformation), Log, Rank 
Ovaries Weight Identity (No Transformation), Log, Rank 
Testes Weight Identity (No Transformation), Log, Rank 
Thymus Weight Identity (No Transformation), Log, Rank 
Adrenals/Terminal BW Ratio (kg Identity (No Transformation), Log, Rank 
Brain/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Heart/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 

182 

Transformation 

Automatic 

Automatic 

Automatic 

Automatic 

Automatic 

Automatic 

Automatic 

Automatic 

Automatic 
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Organ Weights Summary 

M397-18 - GLP-Multiple (5-weekl R~ at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet lErJ in Male and Female Beagle Dogs 

Key Page 

Automatic Transformations (Continued) 

Measurement Transformation Order 

Kidney/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Liver/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Ovaries/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Testes/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Thymus/Terminal BW Ratio (kg) Identity (No Transformation), Log, Rank 
Adrenals/Brain Ratio Identity (No Transformation), Log, Rank 
Heart/Brain Ratio Identity (No Transformation), Log, Rank 
Kidneys/Brain Ratio Identity (No Transformation), Log, Rank 
Liver/Brain Ratio Identity (No Transformation), Log, Rank 
Ovaries/Brain Ratio Identity (No Transformation), Log, Rank 
Testes/Brain Ratio Identity (No Transformation), Log, Rank 
Thymus/Brain Ratio Identity (No Transformation), Log, Rank 

Group Information 

Short Name 

1 
2 
3 
4 

Long Name 

Excipient 
!Propriet 11:eI] (0.4) 
!Propriet ! l:eI] (3.64) 
!Propriet ! l:eI] (14.55) 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

Type 

Control 
Dose 
Dose 
Dose 

Report Headings 1-4 

Group 1 0 
Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

183 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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SRI Biosciences· 
A DIVISION OF SRI INTERNATIONAL 

I. GLP -MULTIPLE (5 WEEKLY) REPEAT SUBCUTANEOUS TOXICITY AND 
TOXICOKINETICS STUDY WITH !Proprietary I !Pro I IN MALE AND FEMALE 
BEAGLE DOGS 

II. SRI STUDY NUMBER: M397-18 

III. SPONSOR 

National Institute of Allergy and Infectious Diseases 
Division of AIDS R d 

I 
db 

. e ace y 
5601 Fishers Lane , greement 

Bethesda, MD 208 -

Contract and TO Number: HHSN2722014000061/TO- HHSN27200007 
Sponsor's Representative: 

IV. TESTING FACILITY 

SRI International 
Bio sc iences Division 
333 Ravenswood Avenue 
Menlo Park , CA 94025 

Study Director: 

r edaded by agceemeol 

Redacted by agreement 

V. PROPOSED IN-LIFE SCHEDULE 

Start of In-lif e (first dose): 
Termination (final necropsy): 

VI. APPROVALS 
Redacted by agreement 

SRJ Prop rieta ry Information 

November 20, 2018 
January 3 1, 20 19 

A-2 

Date 

Oat~ 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

VII. PURPOSE OF STUDY 

The purpose of this study is to provide data of suitable qua lity and integrity to support 
application to the U.S . Food and Drug Adm inistration (FDA) and other regu latory agencies . 
Therefore, this study will be performed in accordance with the U.S. FDA "Good Laboratory 
Practice for Nonclinical Laboratory Studies" (GLP) as described in 2 1 CFR Part 58. 

VIII. STUDY OBJECTIV E 

The object ive of this study is to determine otent ial tox icity of lProprietary I [S a new 
formu lation of!Propnetary Info I 12 mg/ml), Proprietary Info 6.9 mg/ml) and !Proprietary ln[o I 
3.3 mg/ml), in adult male and female Beagle dogs following a multiple, 5-weekly repeat 
subcutaneo us (s.c.) adm inistration. 

IX. SPONSOR RESPONSIBILITIES 

The Sponsor is responsible for the following: 

1. Documentation on the strength , purity , composition, physical properties , stabi lity, 
and other pertinent information on the bulk test article in the form of a Certificate 
or Record of Ana lysis and a Certificate of Stability or other documentat ion for the 
bulk test article for inclusion in the final report. 

2. Stability, homogeneity and concentration of the fonnulated test article under 
cond itions of use. 

3. Prov iding sufficient quantity of test article. 

X. EXPERIMENTAL DESIGN 

The design of the study is summarized in the table on the next page. 

SRI Propriet ary Information Page 2 of 17 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxi cokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Dose Total No. of Animals at 

Dose Cone. No. Necropsy 

Level (mg/ml/ Volume of Day 30 Day72 
Group Treatment (mg/kg)8 site) (ml/kg/site) 8 Animals (Main) (Recovery) 

1 

2 

3 

4 

Excipient 
Eq to 

0 0.5 5M/5F 3M/3F 2M/2F 
16 mg/kg 

0.4 IPror2rieta!}'. I 
IEilll (0.13 X 3 0.26 0.5 5M/5F 3M/3F 2M/2F 

sites) 

IPror2rieta!}'. I 4 

IEilll (1.33 X 3 2.66 0.5 5M/5F 3M/3F 2M/2F 
sites) 

16 IProprieta!}'. I 
IEilll (5.33 X 3 10.66 0.5 5M/5F 3M/3F 2M/2F 

sites) 

Total No. of Animals 20M/20F 12M/12F 8M/8F 
' . .. 

a Exc1p1ent anrl !Propneta!Y I [Em formulations will be admmistered m 3 sites at 0.5 ml/kg/site. The dose 
volume may be adjusted to achieve the target dose levels based on actual measured concentration of dose 
solution. An chan e will be a roved b the Stud Director and documented in the stud records. 

b Proprietary I Pr 

Species and Strain 

Beagle dog 

Route of Administration 

Subcutaneous (s.c.) 

Frequency 

Once weekly for 5 week s (divided over 3 sites per every week ly dosing) 

Dosing Volume 

0.5 ml/kg /site; 3 sites . Dose volume s will be calc ulated based on the animal' s most 
recent body weight to achieve the target dose level s based on 12 mg/ml _!P_ro_pr_iet_ary_l n_fo ___ ~ 

!Proprietary Info ]concentration of dose solution. Maximum injection volume will be in 
accordance with IACUC guideline s. 

Duration of In-Life Phase 

72 days 

SRI Proprietary Information 
A-4 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

XI. MATERIALS AND METHODS 

A. Test and Control Articles 

1. Test Article 

!Proprietary Info 

Supplier 

To be included in the final report 

Manufacturer 

To be included in the final report 

Lot Number 

To be included in the final report 

Physical Description 

Milky white suspensio n 

Storage Conditions 

2-8°C 

Characterization of Test Articl e 

The Sponsor is respon sible for characterization and stability of the test article and 
will provide a Certificate of Analysis (CofA) , or equivalent documentation , to SRI for 
inclusion in the final repor t. The raw data genera ted by the Sponsor in suppo rt of this 
CofA or its equivalent will not be verified or maintained by SRI. 

2. Vehicle Control: 

Excip ient Control 

Supplier 

To be included in the final report 

Manufacturer 

To be included in the final report 

Lot Number 

To be included in the final report 

SRI Proprietary Information Page 4 of 17 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Physical Description 

To be included in the final report 

Storage Conditions 

2-8°C 

Characterization of Reference Control 

The Sponsor is responsible for characterization and stability of the excipient 
control under the specified storage conditions and will provide the CofA to SRI for 
inclusion in the final report . Information on the identity, purity, and stab ility of the 
excipient contro l art icle may be obta ined by record ing all of the pertinent informati on 
provided on the container labels or in a CofA provided by the supplier. 

3. Preparation of Dose Formulations 

Dose formulations will be provided by the Sponsor as ready-to-dose formulations 
at the concentrations specified in the table in Section X. 

Storage of Dose Formulations 

Dose formulations will be stored refrigerated at 2° -8°C, protected from light until 
the day of use. Formulation(s) will be brought to room temperature prior to 
administration to the anima ls. 

4. Characterization of Dose Formulations 

The Sponsor is responsible for stabi lity, homogeneity, and concentration ana lyses 
of the test articles in the vehicle. Thus , the raw analytical data generated in support of 
this study will not be verified or maintained by SRI. SRI will rely on the formal 
Ce1tificate of Ana lysis provided with the formulation for confirmation of concentration , 
quality and stability. 

5. Test Article Handling 

At a minimum , personnel handling the test, and control article formulations will 
wear eye protection , gloves , and a protective smock or laboratory coat. 

6. Disposition 

At the end of the study, any remaining partially used and unused containers of 
vehicle control, test article (kept refrigerated) will be shipped to the Sponsor unless the 
Sponsor issues other directions. 

Residual dose formulations will be discarded after analysis , when the final report 
is subm itted , or when samples no longer afford evaluation. 

Empty contro l, test art icle container s may be destroyed by SRI on submission of 
the final report to the Sponsor. 

SRI Proprietary Information Page 5 of 17 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

See Section XII.D, "Regulatory Compliance," for information about retention of 
records and study samp les. 

7. Method for Assuring Correct Dosing 

The adm inistrat ion of each dose formulation will be properly documented , and the 
amount administered to each an imal will be recorded . 

B. Test System 

Species 

Dog 

Strain 

Beagle 

Supplier 

r roprietary Info 

Number of Animals 

40 assigned to test 

Sex 

20 males and 20 females 

Age at First Dose 

6-8 months 

Weight Range at First Dose 

7-10 kg (males), 5-9 kg (fema les) 

Animal Care 

General procedures for animal care and housing wi ll be in accordance with the 
current Assoc iation for Assessment and Accred itation of Laboratory An imal Care 
(AAALAC) recommendations , cuITent requirements stated in the Guide for the Care and 
Use of Laboratory Anima ls (National Research Council) , and current requirements as 
stated by the U.S. Department of Agricu lture through the Anima l Welfare Act and 
Animal Welfare Regu lations (November 20 13). 

Quarantine / Acclimation 

At least 14 days. A complete phys ica l examinat ion wi ll be performed on each 
dog before quarantine release . 

SRI Proprietary Information Page 6 of 17 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Housing 

1 per enclosed run (2: 4 ft x 6 ft) 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

64-84°F 

Humidity 

30- 70% Brief excursions outside this range may occur; excursions of less than 
4 hr/day will not be considered deviations from the protocol. 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air. 

Food 

Envigo Teklad Certified Global 25% Protein Dog Diet , 2025C or equivalent. 
Dogs will be exposed to their daily ration of food, except for periods of fasting required 
by the study protocol. The quantity of the daily ration is sufficient to meet nutritional 
requirements. Eukanuba Puppy Food (wet food), or equivalent , may be added to daily 
ration by attending veterinarian recommendation. Feed is analyzed periodicall y to ensure 
that contaminants known to be capable of interfering with the study and reasonably 
expected to be present in such feed are not present at levels that would affect the study. 
Documentation of feed analyses is maintained at SRI for reference. A copy of the lot 
specific reports provided by the supplier will be maintained in the study records. 

Water 

Water (purified, reverse osmosis or untreated tap water) will be provided ad 
libitum. Based on previous reports, no contaminants that could interfere with and affect 
the results of the study are expected to be present in the water. Copies of annual analysis 
reports are maintained at SRI for reference. 

8. Assignment of Animals to Study Day 

No more than 3 days before initiation of treatment 

Randomization 

Animals will be randomly assigned to treatment groups via a computerized or 
manual body weight strat ification procedure. Animals may be excluded based on health, 
behavior , or inappropriate weight. 

SRI Proprietary Information Page 7 of 17 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Identification 

Animals will be individually identified by a uniquely numbered ear tattoo. 

9. Welfare of the Animals 

Every effort will be made to minimize , if not eliminate, pain and suffering in all 
anima ls in this study. Moribund anima ls and animals experiencing undue pain and 
suffer ing will be euthanized at the discretion of the Study Director, attending 
veterinarian, or other qua lified person. The Study Director will make every effo1t to 
protect the scientific validity of the study. 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals will not be fasted before dose administration. 

2. Dose Administration 

Weekly s.c. injection to 3 sites on the back and/or sides of the animal (for 5 
weeks) . The area will be shaved prior to injection. The injection sites on the back wi ll be 
on either side of the spine and will progress from the base of the neck towards the 
shoulder blades moving ventral approximately one inch every week to avoid injecting on 
the same area. The third injection site on the side will be similarly shaved and the 
injection site will progress similarly, approx imately 1 inch each week to avo id injecting 
into the same area. Each inject ion site will be marked (adjacent to the injection locat ion) 
and this marking will be refreshed as needed to maintain a visua l identification of the 
injection site. This route of administration is proposed for clinical use of the. test article in 
humans. 

3. Mortality/Morbidity 

Animals will be checked at least once daily. 

4. Clinical Observations 

Recorded once daily and approx imately 2-4 hr postdose on dosing days (Days 1, 
8, 15, 22 and 29) and once weekly during the recovery phase , or more often as clinica l 
signs warrant and at necropsy. Animals will be examined for any altered clinical signs , 
including gross motor and behaviora l activ ity, and obse rvable changes in appearance . 

5. Body Weights 

Body weight s will be recorded predose on dosing days (Days 1, 8, 15, 22 and 29) 
for the pmpose of dose calc ulation, week ly thereafter and at each necropsy. 

Body weights will be recorded for animals found dead and for any dogs 
euthanized early, but these weights will not be included in the statistical eval uations. 
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with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

6. Food Consumption 

Food consumption will be quantitatively measured for approximately a 24 hr 
period once weekly for each run (1 dog/run) throughout the study. 

7. Ophthalmologic Examination 

All animals (including extras) will have a pretest ophthalmic examination 
perfo1med by a board-certified veterinary ophthalmologist, and all surviving animals will 
be re-examined by the ophthalmologist within the week before their schedu led necropsy 
(Main necropsy Day 30 and Recovery necropsy Day 72). If there are no adverse 
ophthalmologic effects seen in the Main subset animals at termination time point, then 
ophthalmologic examinations will not be performed on the Recovery subset animals. 

8. Plasma Drug Levels 

Method of Collection 

Whole blood from animals in Groups 2-4 will be collected from cephalic, 
sap henou s, or jugular veins into tubes containing KiEDTA, processed to plasma, and 
then stored frozen at ~ 60°C. 

Volume 

Maximum~ 1.5 ml whole blood ( ~ 700 µl of plasma) per samp le. 

Frequency 

Plasma drug levels will be sampled at the following time points in Groups 2-4 
animals: 

Main animals (3M/3F) ; I hr predose and I hr postdose on dosing days (Days 1, 8, 
15, 22 and 29) 

Recovery animals (2M/2F): 1 hr predose and I hr postdose on dosing Day 29 and 
on a single timepoint on Days 36, 43 , 50, 57, 64 and 71 

Method of Analysis 

Drug levels offroprietary Info I will be measured in plasma samples using a 
bioanalytical method provided by the Sponsor and validated by SRI. Details of the 
bioanalytical method and validation resu lts will be included in a separate validation 
report (SRI Study No. Bl85-18). 

9. Toxicokinetics Analysis 

Plasma concentrations of the test articles will be plotted versus time for each 
animal. The plasma drug leve l data will be analyzed using Pho enix® WinNonlin ® 
(version 6.3 or higher) software to perform noncompartmental assessments. The dose 
administered will be input to the program as mg/kg, and as a result no additional 
corrections for individual body weights of the animals will be necessary. 
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The following parameters and constants will be determined if the data allow: 
maximal plasma concentration (C,,ax), time to maxim um plasma concentration (T max), 
and area under the plasma concentrat ion-t ime curve to the last time po int (AUCiasr).) . 
Values will be calculated for each individual animal. 

Other methods of analysis may be used or other parameters calculated , as 
appropr iate, based on the plasma drug leve l data. 

Disposition 

Res idual bioanalytical samp les wi ll be discarded on submission of the fina l report. 

10. Clinical Pathology Evaluations 

Preparation of Animals 

Animals will be fasted before blood collection. 

Method of Collection 

Whole blood from animals in all treatmen t groups will be collected from cephalic, 
saphenous, or jug ular veins. Hemato logy samples will be collected using K3EDTA as the 
ant icoagu lant. No anticoagulant will be used for cl inical chem istry samples. 

Frequency 

Prestudy and prior to necropsy as fo llows: 

• On Day 30, one day after the last treatment , blood will be collected 
for clinical pathology from Ma in an imals (3 anima ls/sex/group) 
that will then be sacrificed for necropsy eval uations. 

• On Day 72, blood will be collected from the Recovery anima ls 
(rema ining 2 animals/sex/group) for clin ica l pat hology, and then 
sacrificed for necropsy eva luations . 

Clinical pathology parameters that will be evaluated are listed below. In some 
cases , automated analyzers report additional parameters not specified in the protocol. 
Res ults for the additional parameter(s) will be included in the data package , but will not 
be summar ized, ana lyzed, or reported , and their collection will not be considered 
deviat ions from the protocol. 

If manual WBC differential counts have to be conducted some parameters that are 
not spec ified in the protoco l may be eva luated and reported. This will not be considered 
a deviation from the protoco l. 

Hematology Parameters 

• Hematocrit (HCT) 
• Hemoglobin (HGB) 

SRI Proprietary Information Page 10 of 17 
A-11 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

• Red blood cell count (RBC) 
• Red blood cell distribution width (RDW) 
• White blood cell count (WBC) 
• WBC differential and abso lute counts 

• Absolute neutrophil [ANE ] 
• Percent neutrophil [PNE] 
• Absolute lymphocyte [ALY] 
• Percent lymphocyte [PLY] 
• Absolute monocyte [AMO] 
• Percent monocyte [PMO] 
• Absolute eosinophi l [AEO] 
• Percent eos inophil [PEO] 
• Absolute basophil [ABA] 
• Percent basophil [PBA] 

• Mean corpuscular hemoglobin (MCH) 
• Mean corpuscular volume (MCV) 
• Mean corpuscular hemog lobin conce ntration (MCHC) 
• Platele t count (PLT) 
• Mean platelet volume (MPV) 
• Absolute Reticulocyte (ARE T) 
• Percent Retic ulocyte (PRET) 

Clinical Chemistry Parameters 

• Tota l Bilirubin (TBI) 
• Creat inine (CRE) 
• Sodium (SOD) 
• Potassium (POT) 
• Chloride (CHL) 
• Cho lesterol (CHO) 
• Tr iglycer ide (TRI) 
• Glucose (GLU) 
• Blood urea nitrogen (BUN) 
• Aspartate aminotransferase (AST) 
• Alanine aminotransferase (ALT) 
• Alkaline phosphatase (ALP) 
• Calcium (CAL) 
• Phosphorus (PHO) 
• Total protein (TPR) 
• Albumin (ALB) 
• Albumin/globulin ratio (AGR) 
• Globulin (GLO) 
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Coagulation Parameters 

• Prothrombin time (PT) 
• Activated partia l thromboplastin time (PTT) 
• Fibrinogen (FIB) 

11. Urinalysis 

Method of Collection 

Urine , if available , will be collected by cystocentesis; :::15 ml will be submitted to 
the clinical laboratory. 

Frequency 

Urine will be collected on Day 30 (Main necropsy) and Day 72 (Recovery 
necropsy) 

Urinalysis Parameters 

• Color (noted at time of collection) 
• Clarity (noted at time of collection) 
• Specific gravity 
• Microscopic examination of urine sediment 
• Bilirubin 
• Glucose 
• Ketones 
• Leukocytes 
• Nitrite 
• Occult blood 
• pH 
• Protein 
• Urobilinogen 

D. Necropsy 

Interval 

Necropsies will be performed on Day 30 for Main Group and Day 72 for 
Recovery Group. Necropsies will also be performed for any animal found dead or 
euthanized in moribund condition . 

Euthanasia 

Following s.c. admin istration of a sedative cockta il, an overdose of sodium 
pentobarbital will be administered by intravenous injection. 
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Observations 

Externa l examina tion of all body orifices and an examination of all cranial , 
thoracic and abdom inal organs will be performed , and all gross findings will be recorded. 

Tissues Retained 

The following tissues will be collected from all anima ls in the Main Group and 
the Recovery Gro up, including those found dead and moribund anima ls. Tissues will be 
reta ined in 10% neutral buffered formalin, except where noted . 

• All gross lesions (includ ing tissue masses and abnorma l regional lymph 
nodes) 

• Adrenal glands 
• Aorta 
• Bone (femur, dista l withjoint surface) 
• Bone, sternum (marrow histology) 
• Bone marrow smear, sternum (for cytology except for found dead animals) 
• Bra in (fore-, mid-, and hindbrain) 
• Cecum 
• Cervix 
• Colon 
• Duodenum 
• Ep ididymides 
• Esophag us 
• Eyes, with optic nerve (fixed with mod ified Dav idson's solution) 
• Gall bladder 
• Heart 
• Identification; (retained in forn1alin; not processed for histo logy) 
• Ileum 
• Injection site(s) tissue. On ly representative sections of the injection site(s) will 

be collected 
• Jej unum 
• Kidneys 
• Liver 
• Lungs with bronchi 
• Lymph nodes , mand ibular and mese nteric 
• Mammary gland (fema les, males when present) 
• Ovar ies 
• Pancreas 
• Pituitary gland 
• Prostate 
• Rect um 
• Salivary gland, mandibular 
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• Sciatic nerve 
• Skeletal muscle 
• Skin, ventral abdomen , taken with mammary gland 
• Skin at each of the three inject ion sites 
• Spinal cord sections (thoracic only) 
• Spleen 
• Stomach 
• Testes (fixed with mod ified Dav idson's solution) 
• Thymus 
• Thyro id/parat hyroid glands 
• Trachea 
• Urinary bladde r 
• Uterus 
• Vag ina 

Final Body/Organ Weights 

Body weight will be recorded on the day of necropsy for body to organ weight 
rat ios. The following organs will be weighed. Paired organs will be weighted toget her. 

• Adrenal glands 
• Bra in 
• Heart 
• Kidneys 
• Liver 
• Ovar ies 
• Testes, without epididymides 
• Thymus 

Organ weig hts wi ll be recorded for animals found dead or sacrificed in mor ibund 
cond ition, but these data will not be included in statist ica l eva luations. 

E. Histopathologic Examination 

Tissues 

Tissues listed under "Retained Tissues" wi ll be processed and eva luated for the 
following: 

• All Ma in animals in the control and high-do se groups (Groups 1 and 4) 

• Anima ls with an unscheduled death or euthan ized in moribund cond ition 

• Any t issue identified as a target organ of tox icity by the pat holog ist ( exam ined 
in all other dose groups) 

• Any other tissue deemed necessary by the pathologist 
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• All gross les ions will be processed for all animals 

• Bone marrow smear for cytology will be processed but only analyzed at the 
discretion of the Study Director and/or pathologist based on hemato logy 
and/or bone marrow histopathology findings. 

Tissue Sections 

Sectio ns of the tissues will be embe dded in paraffin , cut approximate ly 5 µm 
thick, and stained with hematoxylin and eos in by a histology laboratory qua lified by SRI. 

Evaluated By 

Histopathology specimens will be evaluated by a board-certified vete rinary 
pathologist. 

Method 

Each lesion will be listed and coded by the most specific topographic and 
morpho logic diagnoses, severity, and distribution , using Internat ional Harmonization of 
Nomenclat ure and Diagnostic Cr iteria for Lesions (INHAND) as a guide. A four-step 
grad ing system (minimal, mild, moderate and marked) will be used to define gradable 
lesions for comparison between treated and control groups. Data will be recorded and 
summarized using Provantis ® version 9.3.1.1 or other appropriate program. Records of 
gross findings for a spec imen from po stmortem observatio ns will be available to the 
pathologist when examining that spec imen microscopically. 

F. Evaluation of Data Param eters 

Mean and standard deviation will be calculated for body weight , food 
consumption, clinical pathology; urinalysis pH , urobilinogen, and spec ific grav ity; and 
organ weight data at each evaluation interval. Ca lculations wi ll be pe rformed using 
Provantis ® version 9.3.1.1 , MS Exce l 2010 or later , or other appropriate program. 

Proposed Statistical Tests 

Body weight, food consumption, clinical pathology , urinalysis pH and specific 
gravity , and organ weight data will be eva luated by one-way ana lysis of variance 
(ANOVA), followed by Dunnett' s test (if the ANO VA is significant). All othe r numeric 
paramete rs will be evaluated by Student's t-test, unless spec ified otherwise . If 
appropriate , other post hoc analyses may also be performed. For clinica l pathology data , 
values for parameters that are not within the detection threshold will not be included in 
the stat istical evaluat ion. 

Criteria for Null Hypothesis Rejection 

p:S0.05 
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G. Control of Bias 

While eva luating the responses of the animals and conduct ing the analyses, the 
technical staff will be aware of the treatment history of each anima l and samp le . Based 
on the relatively objective endpoints to be examined, bias is not expected to influence the 
results of the study. 

XII. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

This study is intended to be submitted to and reviewed by the U.S. FDA or an 
equivalent regulatory agency, and this study therefore will be performed in accordance 
with the U.S. FDA "Good Laboratory Practice for Noncl inical Laboratory Stud ies," as 
described in 21 CFR Part 58, with the following except ions : 

• Various pre-initiation study activities ( e.g., receipt and quarantine of animals , 
pre-initiation body weights and random izat ion) may be performed prior to the 
approva l of the protoco l. These activities will be conducted according to 
testing facility SOPs , but because they may be conducted before the protocol 
is signed , they may not be considered by the FDA to have been conducted in 
comp liance with GLP requirements . 

• Anima l water and food analysis will not be perfo rmed under GLP compl iance 
by the vendors. 

B. Standard Operating Procedures (SOPs) 

All operat ions perta ining to this study, unless specifica lly defined in this protocol, 
will be performed according to the SOPs of the laboratory. All deviations from any SOP 
and the reasons for the deviations will be documented and acknowledged by the Study 
Director. 

C. Protocol Amendments and Deviations 

All changes or revisions made to the approved protocol by any involved party and 
the reasons for the changes and revisions will be documented , signed , and dated by the 
Study Director and the Sponso r 's Representative. Ame ndments will be maintained with 
the protocol. Verbal or email approva l for changes in the protoco l may be granted by the 
Sponsor's Representative, but a written amendment as described above will follow. 

All deviations from the protocol and the reasons for the deviations will be 
doc umented and acknow ledged by the Study Director. The Sponsor's Representative 
will be informed of the occurrence of any deviations that might affect the resu lts of the 
study , and any correct ive actions taken. 
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D. Retention of Records and Study Samples 

The original protocol, amendments, final report , raw data, supporting documents 
and records as well as all pathology materials (slides, blocks and wet tissue specimens) 
specific to this study will be retained and stored by SRI International. All records and 
materia ls will be maintained for a period of at least 1 year. For studies with an in-life 
phase longer than 28 days , an archival sample of the test and control articles will be 
maintained by SRI for at least 5 years or as long as samples afford evaluation 
(21 CFR 58.105[d]). At the end of the retention period, the Sponsor will be contacted for 
instructions regarding disposition of these materials. 

XIII. REPORTING 

The final report will accurately and completely describe the study design, procedures, and 
findings. An analysis and summary of the data followed by the conclusions derived from the 
analyses will also be included. A draft report will be issued prior to submission of the final 
report. 
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SRI Internat ional Biosc iences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 1 

PROTOCOL TITLE GLP-Multiple (5 Weekly) Re eat Subcutaneous Tox icity and 
Toxicokinetics Study with Proprietary ~ in Male and Female 
Beagle Dogs 

SRI Study Number: 

Sponsor: 

Sponsor's Representative: 

SRI Study Director 

M397-18 

National Institute of Allergy and Infectious Disease s 
Division of AIDS ------~ 
5601 Fishers Lane, jRedacted by agreement! 

Bethesda , MD 20892-9830 

Redacted by agreement 

Th is amendment mod ifies the following lines/sec tions of the study protocol. Add itions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section XI. MATERIALS AND METHODS , page 7: 

B. Test System 

8. Assignment of Animals to Study Day 

No more than J 6 day s before initiation of treatment 

Reason for Change : Text clarification in the Test System section. We are clarifying 
that dogs will be ass igned to study not more than 6 days prior to 
initiation of treatment. 

Effect on the Study: No impact to study because study has not started yet. 

Effective Date: 11/14/2 018 

APPROVALS 

Date 
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PROTOCOL AMENDMENT NO. 1 

SRI Study No. M397-1 

PROTOCOL TITLE OLP-M ultiple (5 Weekly) Repeat Subcutaneous Toxicity and 
Toxicokinet ics Study with !Proprietary 11§1 in Male and Female 
Beagle Dogs 

SRI Study Number: 

Sponsor: 

M397-l 8 

Nat ional Inst itute of Allergy and Infectious Diseases 
Div isio_n of AIDS Redacted by 

560 I Fishers Lane greement 

Bethesda , MD 208 -

Redacted by agreement 
Sponsor's Representative: 

SRI Study Director 

Th is amendment modifies the following lines/sections of the study protocol. Add itions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section XI. MATERIALS AND METHODS, page 7: 

B. Test System 

8. Assignment of Animals to Study Day 

No more than J 6 days before initiat ion of treatment 

Reason for Change: Text cla rification in the Test System section. We are clarifying 
that dogs will be assigned to study not more than 6 days prior to 
initiation of treatment. 

Effect on the Study: No impact to study because study has not started yet. 

Effective Date: 11/14/2 018 

APPROVALS 
Redacted by agreement a 

Date 

Date 
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SRI International Biosciences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 2 

PROTOCOL TITLE GLP-Multiple (5 Weekly) Re eat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Proprietary IPro I in Male and Female 
Beagle Dogs 

SRI Study Number: M397-18 

Sponsor : National Institute of Allergy and Infectious Diseases 
Division of AIDS ~~~--~ 
5601 Fishers LaneJ~:-~~:1_~d_?Y , 

Bethesda, MD 20892-9830 

Sponsor's Representativ e: 
Redacted by agreement 

SRI Study Director 

This amendment modifies the following lines/sections of the study protocol. Additions 
are in bold and italics: addition, Deleted text has been struck through: deleted. 

Section X. EXPERIMENTAL DESIGN, page 3: 

Dose Dose Total No. of Animals at 

Level Cone. No. Necropsy 

(mg/kg)& (mg/ml/ Volume of Day 30 Day72 
Group Treatment b site) (ml/kg/site)8 Animals (Main) (Recovery) 

1 Excipient 
Eq to 

0 0.5 5M/5F 3M/3F 2M/2F 
16 mg/kg 

0.4 jPror2rieta[Y I ~ 
2 IErQ] (0.13 X 3 

0.27 
0.5 5M/5F 3M/3F 2M/2F 

sites) 

4-3.64 

3 
IProprieta[Y I (~ 6W 0.5 5M/5F 3M/3F 2M/2F IErQ] 1.21 X 3 2.43 

sites) 

4-9--14.55 

4 
IPror2rieta[Y I (Md 4-(h.W 

0.5 5M/5F 3M/3F 2M/2F IErQ] 4.85x 3 9.72 
sites) 

Total No. of Animals 20M/20F 12M/12F 8M/8F 
. . .. 

a Exc1p1ent and !Propneta[Y I @LJ fonnula t10ns will be admm1stered m 3 sites at 0.5 ml/kg/site. The dose 
volume may be adjusted to achieve the target dose leve ls based on actual measured concentration of dose 
so lution. An chan >e will be a roved b the Stud Director and documented in the stud records. 
Proprietary Info 
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PROTOCOL AMENDMENT NO. 2 

Section XI. MATERIALS AND METHODS , pages 5, 6-8, 10 and 15: 

A. Test and Control Articles 

3. Preparation of Dose Formulations 

Dose formulations will be provided by the Sponsor as ready-to -dose formulations 
at the concentrat ions spec ified in the table in Sect ion X. 

Storage of Dose Formulations 

Dose formulations w ill be stored refrigerated at 2°-8°C, J'lfOteeted from light until the day 
of use. Formulation(s) will be brought to room temperature prior to admin istration to the 
anima ls. 

B. Test System 

1. Species 

Dog 

Strain 

Beagle 

Supplier 

Marshall ( or another approved vendor) 

Number of Animals 

40 assigned to test 

Sex 

20 male s and 20 females 

Age at First Dose 

6-8 months 

Weight Range at First Dose 

7- 10 kg (males), 5-9 kg (fema les) 

2. Animal Care 

General proced ures for animal care and housing wi ll be in accordance with the 
current Assoc iation for Assessmen t and Accred itation of Laborato ry Animal Care 
(AAA LAC) recommendations, cun ent requirement s stated in the Guide for the Care and 
Use of Laboratory Anima ls (National Research Council), and cunent requirements as 
stated by the U.S. Department of Agricu lture through the Anima l Welfare Act and 
An imal Welfare Regulation s (November 2013). 
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Quarantine/ Acclimation 

At least 14 days. A comple te physica l examinat ion will be performed on each 
dog before quarantine release . 

Housing 

1 per enclosed run (2: 4 ft x 6 ft) 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

64- 84°F 

Humidity 

30- 70% Brief excursions outside this range may occur; excursions of less than 
4 hr/day will not be considered deviations from the protocol. 

Ventilation 

At least 10 room volumes per hour, with no recirculation of air. 

Food 

Envigo Teklad Certified Global 25% Protein Dog Diet , 2025C or equivalent. 
Dogs will be exposed to their daily ration of food, except for periods of fasting required 
by the study protocol. The quantity of the daily ration is sufficient to meet nutritional 
requirements. Eukanuba Puppy Food (wet food), or equivalent, may be added to daily 
ration by attending veterinarian recommendation. Feed is analyzed periodically to ensure 
that contaminants known to be capable of interfering with the study and reasonably 
expected to be present in such feed are not presen t at levels that would affect the study. 
Documentation of feed analyses is maintained at SRI for reference. A copy of the lot 
specific reports provided by the supplier will be maintained in the study records. 

Water 

Water (purified, reverse osmosis or untreated tap water) will be provided ad 
libitum. Based on previous reports, no contaminants that could interfere with and affect 
the results of the study are expected to be present in the water. Copies of annual analysis 
reports are maintained at SRI for reference. 

83. Assignment of Animals to Study Day 

No more than 6 days before initiation of treatment 

Randomization 

Animals will be randomly assigned to treatment groups via a computerized or 
manual body weight stratifica tion procedure. Animals may be excluded based on health , 
behavior , or inappropriate weight. 
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Identification 

Animals wi ll be individually identified by a uniquely numbered ear tattoo. 

94. Welfare of the Animals 

Every effo rt will be made to minimize, if not elimina te, pain and suffering in all 
animals in this stud y. Moribund anima ls and an imals experie ncing undue pain and 
suffering wi ll be euthanized at the discretion of the Study Direc tor, attending 
veterinarian, or other qualified person. The Study Director wi ll make every effort to 
protect the scientific val idity of the study. 

C. Experimental Procedure (In-Life Evaluations) 

10. Clinical Pathology Evaluations 

Preparation of Animals 

Animals will be fasted before blood co llect ion. 

Method of Collection 

Who le blood from animals in all treatment groups will be collected from cephalic, 
saphenou s, or jugular veins. Hematolo gy samp les will be collected using K3EDTA as the 
anticoagulant. Coagulation samples will be collected using citrate as the anticoagulant . 
No anticoagu lant will be used for clinical chemistry samples. 

E. Histopathologic Examination 

Method 

Each lesio n will be listed and coded by the most specific topograp hic and 
morpho logic diagnoses , severity, and distribution , using Interna tional Harmonizat ion of 
Nomenclature and Diagnostic Criteria for Lesions (INHAN D) as a guide. A four-step 
grading system (minima l, mild, moderate and marked) will be use d to define gradable 
lesions for compa rison between treated and control groups. Data will be recorded and 
summarized using Provan tis® vers ion 9.3.1.110.1.0.1 or later. ethef Other appropriate 
programs may be used. Records of gross findings for a specimen from postmortem 
observations will be ava ilable to the patho logis t when exam ining that spec imen 
microscopically. 

F. Evaluation of Data Parameters 

Mean and standard deviat ion will be calculated for body we ight, food 
consumption, clinical pathology; urinal ysis pH, urobilinogen, and spec ific grav ity; and 
organ we ight data at each evaluation interva l. Calcu lations will be performed using 
Provan tis® version 9.3.1.110.1.0.1 , and MS Exce l 2010 or later , or other. Other 
appropri ate programs may be used. 

Reason for Change: Clarification of conce ntratio n and dose formu lations levels in 
Expe rimental Des ign Table . Text clarification in the following 

SRI Proprietary Information Page 4 of 5 
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SRI International Biosciences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 2 

sections: Title, Test and Control Atticles, Test System, 
Experimental Procedure (In-Life Evaluations), Histopathologic 
Examination and Evaluation of Data Parameters. 

Effect on the Study: No impact to study because study has not started yet. 

Effective Date: 11/J9/2018 

Date 

Date 

SRI Proprietary Information 
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SRI International Biosciences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 3 

PROTOCOL TITLE GLP-Multiple (5 Weekly) Re eat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Proprietary IPro I in Male and Female 

SRI Study Number: 

Sponsor : 

Sponsor's Representativ e: 

SRI Study Director 

Beagle Dogs 

M397-18 

Nat ional Institute of Allergy and Infectious Diseases 
Division of AIDS Redacted by 

5601 Fishers Lane, greement 

Bethesda, MD 20892-9830 

Redacted by agreement 

This amendment modifies the follow ing lines/sectio ns of the study protocol. Addi tions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section XI. MATERIALS AND METHODS , page 5: 

A. Test and Control Articles 

3. Preparation of Dose Formulations 

Dose formulations will be provided by the Sponsor as ready-to-dose formulations 
at the concentrations specified in the table in Sect ion X. 

Storage of Dose Formulations 

Dose formu lations will be stored refrigerated at 2°-8°C, until the day of use. 
Formulation(s) will be brought to 37°C-roem temperatu re prior to administration to the 
animals. 

Reason for Change: Clarificat ion of temperature at which dose formulation should be 
administered to anima ls. 

Effect on the Study: Upon observation of some animal 's painfu l response during 
dosing formulations at room temperature (25°C), the Sponsor 
suggested that warming to body temperature may aid in the 
movement of the formu lation from the injection site because the 
lipids may flow somew hat more easi ly relative to room 
temperature. Given that the volume per injection is significant , 
avoid ing a 12°C temperatu re differential may be beneficia l and 
animals wi ll show a decreased pain response to dose 
administration. 

Effective Date: 12/4/20 18 
SRI Proprietary Information Page 1 of2 

A-26 Obtained via FOIA by White Coat Waste Project



SRI International Biosciences SRI Study No. M397 -18 
PROTOCOL AMENDMENT NO. 3 

APPROVALS 
Redacted by agreement 

l>ate 

t/4 / 1g 
Date -

SRI Proprieta1y Information Page 2 of2 
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SRI International Biosciences SRI Study No. M397-18 

PROTOCOL TITLE 

SRI Study Number : 

Sponsor : 

PROTOCOL AMENDMENT NO. 4 

GLP-Multiple (5 Weekly) Re eat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Proprietary IPro I in Male and Female 
Beagle Dogs 

M397-18 

National Institute of Allergy and Infectious Diseases 
Division of AIDS 
5601 Fishers LaneJ~~_-e_~-~ct-___ e-_d_-?Y~ 
Bethesda, MD 20892-9830 

Sponsor's Representative: 
Redacted by agreement 

SRI Study Director 

This amendment modifies the following lines/sections of the study protocol. Additions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section X. EXPERIMENTAL DESIGN, page 2-3: 

Dose Tota l No. of Anim a ls at Nec ropsy 

Dose Cone. Volume No. 
Leve l (mg/ml/ (ml/kg/site )a of Day17 Day3 0 Day72 

Group Trea tment (mg/kg) 8 site) Animals (Main) (Main) (Recovery) 

1 

2 

3 

4 

Excipient 
Eq to 

0 0.5 
16 mg/kg 

5M/5F -- 3M/3F 
2M/2F 

0.4 IPro(lrietar I 
[Erg (0.13 x 3 0.26 0.5 5M/5 F -- 3M/3F 2M/2F 

sites) 

4 IPro(lrietar I 
[Erg (1.33 X 3 2.66 0.5 5M/5F 3M/3F ~ 2M/2F 

sites) -
16 IE:[Ql:l[ie!a[ I 

[Erg (5.33 X 3 10.66 0.5 5M/5F 3M/3F ~ 2M/2 F 
sites) -

~2Ml~2 F'. 
Tota l No. of Anim als 20M/20F 6M/6F 6M/6F 8M/8 F 

.. 
a Exc1p1ent anrl !Pro(lnetary I~ fonnulatlons will be adnumstere d m 3 sites at 0.5 ml/kg/site . The dose volume may 
be adjusted to achieve the target dose levels based on actual measured concentration of dose solution. Any change 
urill be 2nncoved h,r the Sb1dv Directac 2nd dacumeoted in the sb 1d,r cecacds 

Frequency 

Groups 1-2: Once weekly for 5 weeks (divided over 3 sites per every weekly dosing) 

Groups 3-4: Once week ly for 3 weeks (divided over 3 sites per every weekly dosing ) 

SRI Proprietary Information Page 1 of 4 
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SRI International Biosciences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 4 

Section XI. MATERIAL AND METHODS , page 8-10, 12: 

C. Experimental Procedure (In-Life Evaluations) 

2. Dose Administration 

Weekly s.c. injection to 3 sites on the back and/or sides of the animal (for 3 weeks 
for Groups 3 and 4, and for 5 weeks for Groups 1 and 2). The area will be shaved prior 
to injection. The injection sites on the back will be on either side of the spine and will 
progre ss from the base of the neck towards the shoulder blade s moving ventral 
approximately one inch every week to avoid injecting on the same area. The third 
injection site on the side will be similarly shaved and the injection site will progress 
similarl y, approx imately 1 inch each week to avo id injecting into the same area. Each 
injection site will be marked (adjacent to the injectio n location) and this marking will be 
refreshed as needed to maintain a visual identification of the injection site. This route of 
administra tion is proposed for clinical use of the test article in humans. 

4. Clinical Observations 

Recorded once daily and approximately 2-4 hr po stdose on dosing days (Groups 
1-2: Days 1, 8, 15, 22 and 29; Groups 3-4: Days 1, 8 and 15) and once weekly during the 
recovery phase, or more often as clinical signs waITant and at necropsy. Anima ls will be 
examined for any altered clinical signs, including gross motor and behavioral activity , 
and observable changes in appearance . 

5. Body Weights 

Body weights will be recorded predose on dosing days (Groups 1-2: Days 1, 8, 
15, 22 and 29; Groups 3-4: Days 1, 8 and 15) for the purpose of dose calcu lation, weekly 
thereafter and at each necropsy. 

Body weights will be recorded for animals found dead and for any dogs 
euthanized early, but these weights will not be included in the statistical eva luations. 

7. Ophthalmologic Examination 

All animals (including extras) will have a pretest ophthalmic examinat ion 
performed by a board-certi fied veterinary ophthalmologist , and all surviving animals will 
be re-examined by the ophthalmologist within the week before their scheduled necropsy 
(Main necropsy Day 30 and Recovery necropsy Day 72). Main animals in Groups 3 and 
4 will not have ophthalmic examination performed within the week before their 
scheduled necropsy on Day 17. If there are no adverse ophthalmologi c effects seen in the 
Main subset animals of Groups 1 and 2 at terminat ion time point, then ophthalmo logic 
examinations will not be performed on the Recovery subse t animals. Recovery animals 
in Groups 3 and 4 will have ophthalmic examination performed within the week before 
their scheduled necropsy on Day 72. 

SRI Propriet ary Information Page 2 of 4 
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SRI International Biosciences SRI Study No. M397-18 
PROTOCOL AMENDMENT NO. 4 

8. Plasma Drug Levels 

Frequency 

Plasma drug levels will be sampled at the following time poin ts in Group 2 
Groups 2 4 animals: 

Main animals (3M/3F); 1 hr predo se and 1 hr postdose on dosing days (Days 1, 8, 
15, 22 and 29) 

Recovery animals (2M/2F): 1 hr predose and 1 hr postdose on dosing Day 29 and 
on a single timepoint on Days 36, 43, 50, 57, 64 and 71 

Plasma drug levels will be sampled at the following time points in Groups 3-4 
animals: 

Main animals (3M/3F); 1 hr predos e and 1 hr postdose on dosing days (Days 1, 
8 and 15) 

Recov ery animals (2M/2F): on a single timepoint on Days 22, 29, 36, 43, 50, 57, 
64 and 71 

10. Clinical Pathology Evaluations 

Method of Collection 

Whole blood from anima ls in all treatment groups wi ll be collected from cephalic, 
saphenous, or j ugular veins. Hematology samples will be collected using KJEDT A as the 
anticoagula nt. Coag ulation samples will be collected using sodium citrate as the 
anticoagulant. No anticoagulant will be used for clin ical chemistry samples. 

Frequency 

Prestudy and prior to necropsy as follows: 

SRI Proprietary Information 

• On Day 17, one day after the last treatment, blood will be 
collect ed for clinical pathology from Main animals in Groups 3 
and 4 (3 animals/sex/gr oup) that will then be sacrificed for 
necropsy evaluations. 

• On Day 30, one day after the last treatmen t, blood will be collected 
for clinical pathology from Main animals in Groups 1 and 2 (3 
anima ls/sex/gro up) that will then be sacrificed for necropsy 
evaluations. 

• On Day 72, blood will be collecte d from the Recovery animals 
(remaining 2 animals/sex/grou p) for clinical pathology , and then 
sacrificed for necropsy eva luations. 

Page 3 of 4 
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SRI International Biosciences 

11. Urinalysis 

Frequency 

PROTOCOL AMENDMENT NO. 4 
SRI Study No. M397-18 

Urine will be collected on Day 17 (Groups 3 and 4 Main necropsy) and Day 30 
(Groups 1 and 2 Main necropsy) and Day 72 (Recovery necropsy). 

D. Necropsy 

Interval 

Necropsies will be performed on Day 17 for Main Groups 3 and 4 and Day 30 for Main 
Groups 1 and 2; and Day 72 for Recovery Group. Necropsies will also be performed for any 
animal found dead or euthanized in mor ibund condit ion . 

Reason for Change: Proprietary Info 

Effect on the Study: 

Effective Date: 12/6/2018 

APPROVALS 

Date 

Date 

SRI Proprietary Information Page 4 of4 
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SRI International Biosciences SRI Study No. M397-18 

11. Urinalysis 

Frequency 

PROTOCOL AMENDMENT NO. 4 

Urine will be collected on Day 17 (Groups 3 and 4 Main necropsy) and Day 30 
(Groups 1 and 2 Main necropsy) and Day 72 (Recovery necropsy). 

D. Necropsy 

Interval 

Necropsies wi ll be performed on Day 17 for Main Groups 3 and 4 and Day 30 for Main 
Groups 1 and 2; and Day 72 for Recovery Group. Necropsies will also be performed for any 
animal found dead or eutha nized in moribund condition. 

Reason for Change: 
Proprietary Info 

Effect on the Study: 

Effective Date: 12/6/2018 

APPROVALS 
Redacted by agreement 

Date 

Date -

SRI Proprietary Information Page 4 of4 
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SRI International Biosciences SRI Study No. M397-18 

PROTOCOL TITLE 

SRI Study Number: 

Sponsor: 

Sponsor's Representative: 

SRI Study Director 

PROTOCOL AMENDMENT NO. 5 

OLP -Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with !Proprietary I~ in Male and Female 
Beagle Dogs 

M397-18 

National Institute of Allergy and Infectious Diseases 

Division of AIDS Redacted by agreement 
560 I Fishers Lane, 
Bethesda , MD 2081'r-r-_TT<7":rn----' 

Redacted by agreement 

This amendment modifies the following lines/sections of the study protocol. Additions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section IV. TESTING FACILITY, page 1: 

Study Director: 

Reason for Change: 

Effect on the Study: 

Effective Date: 

APPROVALS 
Redacted by agreement 

SRI Proprietary Information 

r edacted by ag<eemeol 

!Personal Info 

This change has no impact on the validity of the study because 
the replacement Study Director is qualified to take on the study . 

12/20/2018 
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SRI Internation al Biosciences SRI Study No. M397-18 

PROTOCOL TITLE 

SRI Study Number: 

Sponsor: 

Sponsor's Representative: 

SRI Study Director 

PROTOCOL AMENDMENT NO. 6 

GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with !Proprietary I~ in Male and Female 
Beag le Dogs 

M397- l 8 

National Institute of Allergy and Infectious Diseases 
Division of AIDS 

. Redacted by 
560 I Fishers Lane, agreement 

Bethesda , MD 208~- T'T'I>'" ........ --~ 

Redacted by agreement 

Th is amendment modifies the following lines/sectio ns of the study protocol. Additions 
are in bold and ita lics: addition. Deleted text has been struck through: deleted. 

Section IV. TESTING FACILITY, page 1: 

Study Director: 
1""',....ed...,..a"""'ct,....ed..,..,b-y-a-gr-ee_m_e....,nt _____________ _ 

Reason for Change: 
Personal Info 

Effect on the Study: 

Effective Date: 

APPROVALS 
Redacted by agreement 

Date 

Date 
I 

-
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SRI International Biosciences SRI Study No. M397-18 

PROTOCOL TITLE 

SRI Study Number: 

Sponsor : 

PROTOCOL AMENDMENT NO. 7 

GLP-Multiple (5 Weekly) Re eat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Proprietary IPro I in Male and Female 
Beagle Dogs 

M397-18 

National Institute of Allergy and Infectious Diseases 
Division of AIDS ~~~--~ 

. !Redacted by 
5601 Fishers Lane,t:i.,_ac;-re""=e--=m""'"en....,,.t __ ___, 
Bethesda, MD 20892-9830 

Sponsor's Representativ e: Redacted by agreement 

SRI Study Director 

This amendment modifies the following lines/sections of the study protocol. Additions 
are in bold and italics: addition. Deleted text has been struck through: deleted. 

Section X. EXPERIMENTAL DESIGN, page 2-3: 

Dose Dose Total No. of Animals at Necropsy 

Level Cone. Volume No. 
(mg/kg)a (mg/ml/ (ml/kg/site )8 of Day 17 Day30 Day72 

Group Treatment b site) Animals (Main) (Main) (Recovery) 

1 

2 

3 

4 

Excipient 
Eq to 

0 0.5 
16 mg/kg 

5M/5F --
3M/3F 

2M/2F 

0.4 IPro(lrietar I ~ 
[Erg (0.13x3 

0.27 
0.5 5M/5F -- 3M/3F 2M/2F 

sites) 

4-3.64 
IPro(lrietar I (~ &.ee 0.5 5M/5 F 3M/3F - 2M/2F [EL] 1.21 X 3 2.43 

sites) 

4-&-14.55 
IPro(lrietar I (~ 40£e 

0.5 5M/5F 3M/3F - 2M/2 F lea 4.85x 3 9.72 
sites) 

Total No. of Animals 20M/20F 6M/6F 6M/6F 8M/8F 

a Exc ipient and !Proprietary I !Eill formulations will be administered in 3 sites at 0.5 ml/kg/site. The dose volume may 
be adjusted to achieve the target dose levels based on actua l measured concentrat ion of dose solution. Any change 
wilt be approved by the Study Director and documented in the study records 
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SRI International Biosciences SRI Study No. M397 -18 
PROTOCOL AMENDMENT NO. 7 

Reason for Change: Clarification of concentration and dose formulations levels in 
Experimental Design Table. These had been changed in 
Amendment #2 but they were not reflected in Amendment #4. 
The present amendment corrects this discrepancy. 

Effect on the Study: No impact to study as this is only a text clarification that had 
been mistakenly carried over from a previous amendment. 

Effective Date: Upon signature of Study Director 

APPROVALS 

Redacted by agreement 

\9 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix B 

CERTIFICAT ES OF ANALYSIS 
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Lot Number 
!Proprietary Info 

Proprietary Info 

Product Name: 

Manufacturer: 
lot Number: 

Store at 2-8°C 

Test 
Appearance 

Identity 

Proprietary Info 

Osmolality 
pH 
Endotoxin USP <85> 
Sterility USP <71> 

Author 
Approver 

Proprietary Info 

CERTIFICATE OF ANALYSIS 

!Proprietary ! [E!Q] Drug Combination Suspension 

Date of Manufacturing 
11/06/2018 

Storage and Expiration 

I Expirat ion / Retest Date 4/29/19 

Specification 

Page 1 of 1 

Result 
White turbid SU__SillfilSion White turbid suspension 

Proprietary Info 

conforms 

-"- mwmL :r: v mJ:l'mL o m_g/ml 
0 mg/ml ± 0 mg/ml 0mg/m 
0 mg/ml ± 0 m_g_/ml 0 m_g/ml 

45.8 mQ/mL ± 10 mg/ml 47.21 mg/ml 
116 mg/ml± 23 mg/ml 101.37 m_g_/ml 

250 - 450 mmol/KQ 350 mmol/KQ 
6.5- 8.5 8.5 

< 50 EU/ml < 5 EU/ml 
No growth on FTM or TSB Pass 

Approval Signatures I ._._ .... I ~ l 
Redacted by agreement 

COPY 
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Vhl\/ 3 ),°\ 

CONFIDENTIAL DOCUMENT 
Specification No. !Proprietary I IPro I Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
Page 1 of 2 

01 11/14/2018 

Product Name: 

Drug Content: 
Manufacturer: 
Specification Type: Specification for Product Release 
Lot: 20181 106 blank lipid (0.0 mg/ml for Excipient control; Group 1 

dose) 

1. Specifications 

Drug Suspension 

Test Specification 
Apoearance White, turbid suspension 

Identity 
!Proprietary Info 

I 
!Proprietary l assay 0 mq/ml 
!Proprietary 7 assay 0 mq/ml 
IProorietarv I assay 0 ma/ml 
Osmolalitv, USP <785> 350 mOsmol/ka 
oH, USP <791> 7.8 
Residual solvents, USP <467> Ethanol (Class Ill):< 5000oom 

~3000 particles/dosage unit of size ~ 

Particulate matter, USP <788> 
1 0µm diameter , and ~300 

particles/dosage unit of size ~25µm 
diameter 

Heavy Metals, USP <232> and <233> 
<0.25 µg/g cadmium; <0.5 µg/g mercury 
<0.15 µq/q arsenic; <0.15 11n/a mercury 

Dosage Form 

Test Specification 
Proprietary Info Acceptance Value < 15 for up to 

30 units 
Acceptance Value < 15 for up to 

30 units 
Acceptance Value < for up to 30 

units 

Bacterial Endotoxin, USP <85> Pendina analvsis 

Sterilitv, USP <71> Pendinq analysis 
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Proprietary Info 0 \.-.l \ '3 I q 

CONFIDENTIAL DOCUMENT 
Specification No. !Proprietary I IPro I Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date Page 2 of 2 
01 11/14/2018 

ExciRients 
.. 

Inactive inQredients I Concentration (mQ/mL) 
Proprietary Info 

~ 

t--

2. Authorized Uses 
2.1 . Experimental use 
2.2. GLP exploratory use 

3. References 
3.1. USP <1 > Injections and implanted drug products (parente rals}-product quality 

tests 
3.2. Code of Federal Regulations , Title 21, Part 210. 
3.3. FDA Guidance for Industry "CGMP for Phase 1 lnvestigational Drugs" 

(published July 2008) 

4. Revision History 

Revis ion Revisions 
Revising 

Number Author 

00 Original Redacted by agreement 

01 Updated drug content, nominal targets for drug assays, 
particle size , residual solvents, and bacterial endotoxin 

Approval Signatures 

Name I Signatur e and Date 
Redacted by agreement 

Author 

Approved by 
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Proprietary Inf o 

Product Name: 

Manufacturer: 
Lot Number: 

Proprietary Info 

-
Store at 2-8°C 

Test 
Aooearance 

Identity 

Proprietary Info 

Osmolalitv 
oH 
Endotoxin USP <85> 
Sterility USP <71 > 

Author 
Approver 

CERTIFICATE OF ANALYSIS 

!Proprietary !!Em] Drug Combination Suspension 

Date of Manufacturing 
12/10/2018 Page 1 of 1 

IProprietary I leml Drug Combinati on Suspension for subcutaneous 

IPropnetary Info ;;!;" 1Grn110 1 n 1 mg/kg) 

10 

Storage and Expiration 

I Exoiration / Retest Date 4/29/19 

Specification Result 
White, turbid suspension White turb id suspension 

r roprietary Info 

I conforms 

0 mg/ml ± 0 mq/ml 0 mq/ml 
0 mg/ml ± 0 mq/ml 0mq/m 
0 mg/ml ± 0 mg/ml 0 mg/ml 

45.8 mg/ml± 5 mg/ml 43.9 mg/ml 
116 mq/ml ± 12 mg/ml 114.19 mg/ml 

250 - 450 mmol/Kq 410 mmol/Ko 
6.5 - 8.5 8.00 

< 50 EU/ml < 5 EU/ml 
No growth on FTM or TSB Pass 

Aooroval Signatures I 
Name, Title I ,,- Sianature and Date I 

Redacted by agreement 

COPY 
(--rJ .:,-;2..-; ,q 
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Proprietary Info 

r roprietary ln~o 
6 

" 

Product Name: 

Manufacturer : 
Lot Number: 

Proprietary Info 

Store at 2-8°C 

Test 
Aooearance 

Identity 

Proprietary Info 

Osmolality 
pH 
Endotoxin USP <85> 
Sterility USP <71> 

Author 
Aoorover 

CERTIFICATE OF ANALYSIS 

!Proprietary ! IEmJ Drug Combination Suspension 

Date of Manufacturing 
10/31/2018 Page 1 of 1 

IProprietary I [Em] Drug Combination Suspension for subcutaneous 
in•--••-- tr----·- '> n' ma/ko\ 

!Proprietary Info 

Storage and Expiration 

I Expiration / Retest Date 4/29/19 

Specification Result 
White , turbid susoension White turbid suspension 

Proprietary Info 
conforms 

t---

u.;u m1-11mL :t u.u.u mQ/mL 0.24 mQ/ml 
0.08 mQ/mL ± 0.008 mg/ml,. 0.07 mg/ml 
0.15 mg/ml± 0.015 mQ/mL 0.14 mg/ml 

250 - 350 mmol/Kg 254 mmol/Kg 
6.5-8 .5 7.80 

< 50 EU/ml < 5 EU/ml 
No growth on FTM or TSB Pass 

Approval Signatures 

.., ___ Titl,. I ,,-- c.- . .... -
Redacted by agreement 

COPY 
U'-1 J./l--// 1 
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Proprietary Info ,Jw 'i~ \C\ 

CONFIDENTIAL DOCUMENT 
Specification No. 

!Proprietary I IProfi Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
Page 1 of 2 

01 11/14/2018 

Product Name: 

Drug Content: 
Manufacturer: 
Specification Type: 

!Proprietary I 1~ Drug Combination Suspension for 
subcutaneous injection (Group 2-0 .4 mg/kg) 

Proprietary Info 

ec, Ica I0n or ro uc e ease 
Lot: Proprietary Info 0.27 mg/ml for 0.4 mg/kg-Group 2 dose) 

1. Specifications 

Drug Suspension 
Test Specification 

Aooearance White, turbid suspension 

Identity 
!Proprietary Info 

I 
Proprietary Info 

0.27 mg/ml 
0.08 mg/ml 
0.18 mg/ml 

Osmolarity, USP <rts5> 250 mOsmof/kg 
pH, USP <791> 7.8 
Residual solvents, USP <467> Ethanol (Class Ill): < 5000oom 

~3000 particles/dosage unit of size ~ 

Particulate matter, USP <788> 10µm diameter, and ~300 
particles/dosage unit of size ~25µm 

diameter 

Heavy Metals, USP <232> and <233> <0.25 µgig cadmium; <0.5 µg/g mercury 
<0.15 uo/g arsenic; <0.15 uo/g mercury 

Dosage Form 

Test Specification 
Proprietary Info Acceptance Value < 15 for up to 

30 units 
Acceptance Value < 15 for up to 

30 units 
Acceptance Value < for up to 30 

units 
Bacterial Endotoxin, USP <85> Pending analysis 
Sterility, USP <71> Pending analysis 
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IPmpeeta~ loto 

CONFIDENTIAL DOCUMENT 
Specification No. !Proprietary I IPropl Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
Page 2 of 2 

01 11/14/2018 

Exci~ients 

Inactive inaredients I Concentration (ma/ml) 
Proprietary Info 

2. Authorized Uses 
2.1. Experimental use 
2.2. GLP exploratory use 

3. References 
3.1. USP <1 > Injections and implanted drug products (parenterals)-product quality 

tests 
3.2. Code of Federal Regulations, Title 21, Part 210. 
3.3. FDA Guidance for Industry "CGMP for Phase 1 lnvestigational Drugs" 

(published July 2008) 

4. Revision History 

Revision Revisions Revising 
Number Author 

00 Orioinal Redacted by agreement 

01 Updated drug content, nominal targets for drug assays, 
particle size, residual solvents, and bacterial endotoxln 

Approval Signatures 

Name I Signature and Date 

Author 
Redacted by agreement 

Approved by 

B-8 Obtained via FOIA by White Coat Waste Project



Proprietary Info 

Product Name: 

Manufacturer: 
Lot Number: 

Proprietary Info 

Store at 2-8°C 

Test 
A_ppearance 

Identity 

Proprietary Info 

usmoIaIIty 
pH 
Endotoxin USP <85> 
Steri lity USP <71> 

Author 
Approver 

r--

r--

CERTIFICATE OF ANALYSIS 

!Proprietary !~ Drug Combination Suspension 

Date of Manufacturing 
10/31/2018 

Storage and Expiration 

Page 1 of 1 

ension for subcutaneous 

I Expiration / Retest Date 4/29/19 

Specification Result 
White, turbid suspension White turbid suspension 

Proprietary Info 

conforms 

Proprietary Info 

LOU - 350 mmol/Kg 272 mmol/Ka 
6.5 - 8.5 7.85 

< 50 EU/ml < 5 EU/ml 
No growth on FTM or TSB Pass 

Approval Signatures 

Name, Title I ,,.,.- Sinn;,tun:, <>r-orl n"'t"" 
Redacted by agreement 

COPY 
w .s-/2-/ I °I 

B-9 

I 

Obtained via FOIA by White Coat Waste Project



M--Z,'Yl-1 >J 

r roprietary Info 

CONF IDENTIAL DOCUMENT 
Specification No. !Proprietary I IProfi Drug Combination Suspension 
SPC2016001 -00 

Rev. No Effective Date 
Page 1 of 2 

01 11/14/2018 

Product Name: 

Drug Content: 
Manufacturer : 
Specification Type: 
Lot: 

1. Specifications 

Test 
Aooearance 

Identity 

Proprietary Info 

Osmolality , USP <785> 
oH, USP <791> 

!Proprietary ! IPIQ] Drug Combination Suspension for 
subcutaneous injecti on (Group 3-3.64 mg/kg)' 

'Proprietary Info 

S ecification for Product Release 
Proprietary Info (for 2.43 mg/ml for 3.64 mg/kg; Group 3 dose) 

Drug Suspension 
Specifi cation 

White , turbid suspension 
Proprietary Info 

250 mOsmol/kg 
7.8 

Residual solvents , USP <467> Ethanol (Class Ill): < 5000oom 
~3000 particles/dosage unit of size ~ 

Particulate matter , USP <788> 1 0µm diameter, and ~300 
particles/dosage unit of size ~25µm 

diameter 

Heavy Metals , USP <232> and <233> 
<0.25 µg/g cadmium; <0.5 µg/g mercury 
<0.15 uq/q arsenic; <0.15 µq/g mercury 

Dosage Form 

Test Specification 
Proprietary Info Acceptance Value < 15 for up to 

30 units 
Acceptance Value < 15 for up to 

30 units 
Acceptance Value < for up to 30 

units 
Bacterial Endotoxin , USP <85> Pending analysis 
Sterility , USP <71> Pending analysis 
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CONFIDENTIAL DOCUMENT 
Specification No. 

!Proprietary I !Prod Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
Page 2 of 2 

01 11/14/2018 

ExciQients 

Inactive ingredients I Concentration (mg/ml) 
Proprietary Info 

2. Authorized Uses 
2.1. Experimental use 
2.2. GLP exploratory use 

3. References 
3.1. USP <1 > Injections and implanted drug products (parenterals)-product quality 

tests 
3.2. Code of Federal Regulations , Title 21, Part 210. 
3.3. FDA Guidance for Industry "CGMP for Phase 1 ln\/estigat ional Drugs" 

(published July 2008) 

4. Revision History 

Revision 
Revisions 

Revising 
Number Author 

00 Original Redacted by agreement 

01 Updated drug content, nominal targets for drug assays, 
particle size, residual solvents, and bacterial endotoxin 

Approval Signatures 

Name I Signature and Date 

Author 
Redacted by agreement 

Approved by 
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Proprietary Info 

Product Name: 

Manufacturer: 
Lot Number: 

Proprietary Inf o 

Store at 2-8 °C 

Test 
Appearance 

Identity 

Proprietary Inf o 

usmoIa11ty 
DH 
Endotoxin USP <85> 
Sterility USP <71> 

CERTIFICATE OF ANALYSIS 

!Proprietary ! IEill] Drug Combination Suspension 

Date of Manufacturing 
10/31/2018 Page 1 of 1 

IProorietarv l IProl Drua Combination Suspension for subcutaneous 
lnier,finn /Cr~ In JI 

!Proprietary Info 
~JI"'" ma/kal 

Storage and Expiration 

I Expiration / Retest Date 4/29/19 

Specification Result 
White, turbid suspension White turbid suspension 

Proprietary Info 

conforms 

Proprietary Info 

Lou - ;:itiu mmol/Ka 320 mmol/ka 
6.5 -8.5 7.55 

< 50 EU/ml < 5 EU/ml 
No arowth on FTM or TSB Pass 

Approval Signatures 

Author Redacted by agreement 

A rover 

COP 
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CONFIDENTIAL DOCUMENT 
Specification No. !Proprietary I IProg Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
01 11/14/2018 

Page 1 of 2 

Product Name: 

Drug Content: 
Manufacturer: 

!Proprietary l ~ Drug Combination Suspension for 
subcutaneous injection (Group 4-14 .SSmg/kg) 

Specification Type: 

!Proprietary Info 

specification tor Product Release 
Lot: !Proprietary Info I (9.72 mg/ml for 14.55 mg/kg dose; Group 4) 

1. Specifications 

Drug Suspension 
Test Specification 

Appearance White, turbid suspension 

Identity 

Proprietary Info 

'Proprietary Info L 

Osmolality, USP <785> 250 mOsmol/kg 
pH, USP <791> 7.8 
Residual solvents, USP <467> Ethano l (Class Ill): < 5000ppm 

5-3000 particles/dosage unit of size ~ 

Particulate matter, USP <788> 1 0µm diameter , and 5-300 
particles/dosage unit of size ~25µm 

diameter 

Heavy Metals , USP <232> and <233> <0.25 µg/g ca_dmium; <0.5 µg/g mercury 
<0.15 µg/g arsenic ; <0.15 µg/g mercurv 

Dosage Form 

Test Specification 
Proprietary Info Acceptance Value < 15 for up to 

30 units 
Acceptance Value < 15 for up to 

30 units 
Acceptance Value < for up to 30 

units 
Bacterial Endotoxin , USP <85> Pending analysis 
Sterility, USP <71> Pending analysis 
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CONFIDENTIAL DOCUMENT 
Specification No. 

!Proprietary I IProg Drug Combination Suspension 
SPC2016001-00 

Rev. No Effective Date 
Page 2 of 2 01 11/14/2018 

Exci~ients 
Inactive ingredients l Concentration (m ;:i/ml) 

r roprietary Info 

2. Authorized Uses 
2.1. Experimental use 
2.2. GLP exploratory use 

3. References 
3.1. USP <1 > Injections and implanted drug products (parenterals)-product quality 

tests 
3.2. Code of Federal Regulations, Title 21, Part 210. 
3.3. FDA Guidance for Industry "CGMP for Phase 1 lnvestigational Drugs" 

(published July 2008) 

4. Revision History 

Revision 
Revisi ons Revising 

Number Author 
00 Oriqinal Redacted by agreement 

01 Updated drug content , nominal targets for drug assays , 
oarticle size, residual solvents , and bacterial endotoxin 

Approval Signatures 

Name I Signature and Date 

Author 
Redacted by agreement 

Approved by 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix C 

INDIVIDUAL CLINICAL OBSERVATIONS 
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Individual Clinical Observations 2/6/2019 I0:35:49AM ~age: 2 15 of2 15 

M397-18 - OLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with !Proprietary I IPro I in Male and Female Beagle Dogs 

Genera l Footnotes 

Provantis version l 0.1.0 . l 
"." indicates Not Applicable 

Group Information 

Short Name Long Name 

I Excipient 
2 !Proprietary ! I~ (0.4) 
3 !Proprietary I 1~ (3.64) 
4 !Proprietary ! I~ (14 .55) 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Re1:1ort Headings 

Group I 0 mg/kgSC 
Group 2 0.4 mg/kgSC 
Group 3 3.64 mg/kg SC 
Group 4 14.55 mg/kg SC 

C-2 16 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix D 

INDMDUAL BODY WEIGHTS 
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GLP-Multiple (5-weekly) R epeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix D-1 

INDMDUAL BODY WEIGHTS 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Body Weight 

Measurement/Statistics 

Measurement 
Body Weight 

Group Information 

Short Name 
1 
2 

3 
4 

Long Name 
Excipient 
!Propriet !IP:r] (0.4) 
!Propriet Ir@ (3.64) 
!Propriet !IP:r] {14.55) 

Comment Abbreviations 

RC = Result Comment 

Individual Body Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Description 

Body Weight 

Descriptive 
Mean 
Standard Deviation 
Count (N) 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Report Headings 1-4 

Group 1 0 
Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

D-20 

2/6/2019 10:00:01AM Page: 18of18 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix D-2 

INDMD UAL BODY WEIGHT CHANGES 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Absolute Weight Gains 

Measurement/Statistics 

Measurement 
Absolute Weight Gains 

Group Information 

Short Name Long Name 
1 Excipient 
2 !Propriet !IP:r] (0.4) 
3 !Propriet Ir@ (3.64) 
4 !Propriet !IP:r] {14.55) 

Individual Body Weight Changes 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Description 

Absolute Weight Gain (kg) 

Descriptive 
Mean 
Standard Deviation 
Count (N) 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Report Headings 1-4 

Group 1 0 
Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

D-38 

2/6/2019 9:59:38AM Page:17of17 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix E 

INDIVIDUAL FOOD CONSUMPTION 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 

Food Mean Daily Consumption 

Measurement/Statistics 

Measurement 
Food Mean Daily Consumption 

Group Information 

Short Name Long Name 
1 Excipient 
2 !Propriet !IP:r] (0.4) 
3 !Propriet Ir@ (3.64) 
4 !Propriet !IP:r] {14.55) 

Individual Food Consumption 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Description 

Food Mean Consumption 

Descriptive 
Mean 
Standard Deviation 
Count (N) 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Report Headings 1-4 

Group 1 0 
Group 2 0.4 
Group 3 3.64 
Group 4 14.55 

E- 18 

2/6/2019 10:03:44AM Page:17of 17 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix F 

OPHTHALMOLOGY REPORTS 
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!Redacted by agreeme nt 

SRI International 
333 Ravenswood Avenue 
Menlo Park, CA 94025 

Dear Redacted by 
aareement 

I examined 44 prestudy dogs (22 males , 22 females ) associated with Study 
m397-18 on October 22, 2018 . Eyes were examined with a Kowa SL-16 hand 
held slit lamp biomicroscope and indirect ophthalmoscopy using a Volk 40 
diopter double aspheric lens . The pupils were pharmacologically dilated with 1 % 
tropicamide prior to examination . The eyelids , conjunctiva , cornea and the 
anterior compartment including the aqueous humor iris , lens and anterior vitreous 
humor were examined with a biomicroscope. The retinal vessels , optic nerve 
and posterior vitreous were examined with indirect ophthalmoscopy . 

All animals examined were normal. 

Sincerely , 
Redacted by agreemen t 
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red acted by ag<eemeal 

Redacted by agreemen t 

SRI lnternatIona 
333 Ravenswood Avenue 
Menlo Park, CA 94025 

Redacted by 
Dear aareeme nt 

I examined 12 dogs (6 males , 6 females) associated with Study m397-18 on 
December 17, 2018 . Eyes were examined with a Kowa SL-16 hand held slit 
lamp biomicroscope and indirect ophthalmoscopy using a Volk 40 diopter double 
aspheric lens . The pupils were pharmacologically dilated with 1 % tropicamide 
prior to examination . The eyelids , conjunctiva, cornea and the anterior 
compartment including the aqueous humor iris , lens and anterior vitreous humor 
were examined with a biomicroscope . The retinal vessels, optic nerve and 
posterior vitreous were examined with indirect ophthalmoscopy . 

All animals examined were normal. 

Sincerely , 

Redacted by agreement 

F-3 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary I !Pro I in Male and Female Beagle Dogs 

Bioanalytical Scientist: 

Approved by: 

SRI Study No. M397-18 

Appendix G 

BIOANALYTICAL CHEMISTRY 

Redacted by agreement 

Biosciences Division 
SRI International 

G-1 

it;zi;19 
Date 

\D~ i-s;-t1-0l~ 
Date 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix G-1 

BIO ANALYTICAL METHOD 
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GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

I. INTROD UCTION 

Dog plasma samples from SRI Study No. M397-18 were analyzed for l:r ,oprietary I 
l~: r-?p-rie- ta-ry~I and !Proprietary I according to the Bioanalytical Sample Analysis Plan (Appendix G-3) and 
the analytical method detailed in SRI Test Method 106.201 (Appendix G-4); K2 EDTA was used 
as the anticoagu lant. This method was validated using a methanol protein precipitation 
extraction followed by tandem mass spectrometric (LC-MS/MS) detection. Refer to SRI Report 
No. B 185-18 for details and results from this validation. The analytical ran e was 
5.00-1000 ng/ml for l: r?prietary I and l:r ?prietary I and 25.0-5000 ng/ml for Proprietary with 0.0200 ml 
sam le volumes. The internal standards used for this assay were !Proprietary Info I !Proprietary Info I and 
Proprietary Info 

Incurred sample reanalysis (ISR) was performed during this study to ensure assay 
performance and to verify the results. 

II. REFERENCE STANDARDS 

The certificates of analysis for the analytes and internal standards are provided in 
Appendix G-5. 

Reference Standard Description 

Reference Lot Correction Storage 
Standard Supplier Number Factor Conditions Expiration 

l:ropri etary I U.S. Proprietary Info 0.997 Refrigerated, Current lot 
Pharmacopeia Protected 

from light 
!Proprietary I U.S. 0.993 Refrigera ted, Current lot 

Pharmacopeia Protected 
from light 

!Proprietary Info I U.S. 0.940 Refrigera ted Current lot 
Pharmacopeia 

!Proprietary Info I Medical 0.980b -20°C Retest 06-30-24 
Isotopes, Inc. 

!Proprietary Info I Medical 0.970b -20°C Retest 04-30-20 
Isotopes, Inc. 

!Proprietary Info I Medical 0.970b -20°C Retest 10-31-20 
Isotopes, Inc. 

a !Proprietary I was supplied as !Proprietary I monohydrate. The final correction factor used dunng stock 
solution preparation is based on the amount of !Proprietary I present when weighing. 

b The purity was assumed as 100% during weighing. 

Pooled control Ki EDTA dog plasma (lot number BGLl 10446, expiration 04-30-21) 
which was used in the preparation of calibration curves, QC samples, assay blanks, and sample 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

dilution , was obtained from BioIVT (Westbury , NY) on 04-02-19 and stored in a -20°C freezer 
until use. 

III. SAMPLE RECEIPT AND STORAGE 

The Bioanalytical Chemistry group at SRI received dog plasma samples from the 
Toxicology group on 02-04-19. A total of 228 frozen, intact samples were received and 
transferred to an ultra-low temperature freezer (:S-60°C) prior to analysis . A total of 228 samples 
were analyzed during this study . 

The freezer storage temperatures stated in this report are nominal. The temperature of the 
sample storage freezers did not go above -60 °C from the dates of sample receipt until the final 
analysis of the samples . Any recorded departure from the manufacturer's specifications for a 
partic ular freezer unit would result in a faci lity deviation. No deviations were generated as a 
result of this over the course of this study. 

IV. RESULTS 

A. Summary of Runs Performed 

A descr iption of all analytical runs performed, including the date of extraction , 
date of analysis, and run outcome , is presented in Table G-1. Representative 
chromatographs from Run MF 1, including blank plasma extracts, calibration standards, 
quality control (QC) samples, and study samples , are included in Appendix G-6. 

B. Calibration Standard Acceptance Criteria and Results 

The calibration curve ranged from 5.00 ng/ml (lower limit of quantitation , LLOQ) 
to 1000 ng/ml (upper limit of uantitation , ULOQ) for l: r?prietary I and l: r_?prietary I and from 
25.0 ng/ml to 5000 ng/ml for Proprietary As freeze thaw stability and sufficient long-te1m 
storage stability in matrix were generated during the SRI validation study no. B 185-18, 
calibration standards were prepared in bulk on 05-28-19 and stored in a :S-60°C free zer 
until use. A total of eight calibration standards, extracted in duplicate, were used in the 
construction of each calibration curve . The corre lation coefficient (r) in each run was at 
least 0.9995 for l: r?prietary I and 0.9997 for l: r_?prietary I using a least-squares linear regression 
with a 1/x weighting (Tables G-2 and G-3). The correlation coefficient (r) in each run 
was at least 0.9992 for l: r.?prietary I using a least-squares linear regression with a 1/x2 

weig hting (Table G-4) . A repre sentative calibration curve for each analyte from Run 
MFl are shown in Figures G-1 to G-3. 

For a calibration curve to be considered acceptable for each analytical run , at least 
75% of the calibration standards must be accurate to within 15% of the nominal 
concentration (±20% at the LLOQ). 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 
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Table G-5 shows the inter-batch back-calculated concentrations of l:r?prietary I in the 
calibration standards from all of the accepted analytical runs . The inter-batch precision 
( defined as %CV) ranged from 1.8% to 4.2%, and the inter-batch accuracy ranged from 
98.5% to 103.2%. 

Table G-6 shows the inter-batch back-calculated concentrations of !Proprietary I in the 
calibration standards from all of the accepted ana lytica l runs . The inter-batc h precision 
ranged from 1.4% to 4.4% , and the inter-batch accuracy ranged from 98.2% to IProprietar I 

Table G-7 shows the inter-batch back-calculated concentrations of !Proprietary I in the 
calibration standards from all of the accepted analytical runs. The inter-batch precision 
ranged from 1.3% to 4.0%, and the inter-batch accuracy ranged from 98.3% to 102.2%. 

C. Quality Control Sample Acceptance Criteria and Results 

QC samples in K2 EDTA dog plasma were spiked with l:r?prietary I and !Proprietary I at 
low (15.0 ng/ml) , mid (400 ng/ml , and high (800 ng/ml) concentrations. These QC 
samples were a lso spiked with Proprietary at 75.0 ng/ml (low) , 2000 ng/ml (mid) and 
4000 ng/ml (high) concentrations . These QC samples were prepared in bulk on 05-28 - 19 
before being aliquoted into smaller volumes and stored in an ultra-low temperature 
freezer (:S-60°C) prior to analysis. These QC samples were extracted in replicates of two 
at each conce ntration in each analytica l batch . For an analytica l batch to be acceptab le, at 
least 67% of the low, mid and high QC samp les must be within 15% of the nomina l 
concentration , with at least one QC sample at each concentration satisfying this criterion. 

Table G-8 shows the inter-batch back-calculated concentrations of l:r?prietary I in 
QC samp les from all reported analytical runs . The inter-batch precision ranged from 
3.8% to 4.8%, and the inter-batch accuracy ranged from 98.7% to 103.4%. 

Table G-9 shows the inter-batch back-calculated concentrations of lProprietary I in QC 
samples from all reported analytical runs . The inter-batch prec ision ranged from 2.5% to 
2.7%, and the inter-batch accuracy ranged from 101.2% to 103.2%. 

Table G-10 shows the inter-batch back-calculated concentrations of lProprietary I in 
QC samples from all reported analytical runs. The inter-batch precision ranged from 
1.4% to 1.7%, and the inter-batch accuracy ranged from 100.5% to 102.2%. 

In add it ion to calibration standards and QC samples , poo led plasma samples 
containing no analyte or internal standard (Bl/Bl) and pooled plasma samples containing 
internal standard only (Bl/IS) were analyzed in each run. These samples were positioned 
throughout the run in order to identify either analyte contamination or auto-injector 
carryover. For l:roprietary I there was no evidence of significant chromatographic 
interferences in these samples at the analyte or interna l standard retention time , defined as 
a peak at the analyte retention time with a peak area >20% of the mean analyte peak area 
at the LLOQ, or a peak at the internal standard retention time with a peak area >5% of the 
mean peak area of the extracted interna l standard across samples. One out of two 
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!Proprietary I carryover blanks from runs MF2 and MF4 showed significant analyte carryover , 
but as this was just outside the 20% criteria defined above, and as the other blank was 
acceptable, no further action was taken. For l: r,oprietary I significant caITyover was 
observed in both carryover blanks in runs MF1-MF4. In MFI and MF3, the second Bl/Bl 
sample also showed evidence of significant carryover, as the injection preceding this was 
a high QC sample. The first Bl/Bl sample and both Bl/IS samples did not show a 
significant response at the analyte retention time. As both caITyover blanks were affected 
in runs MF1-MF4, a carryover impact assessment was performed in these batches. 
Results from the caITyover impact assessment , which are stored with the raw data and are 
not reported here, indicated that no study sample was significant ly affected by carryover 
by more than 5%, which would warrant sample reanalysis per SRI SOP 006.061. 
Carryover for l: r?prietary I was observed during the SRI validation study no. B 185-18. The 
carryover originates from the column and not the autosampler, and as chromatographic 
limitations already existed because of the differences in analyte polar ity, it was not 
practica l to fully eliminate the caITyover. Tables G-11 to G-13 compares the analyte 
peak areas from the Bl/Bl, Bl/IS, and carryover samples with the mean LLOQ calibration 
standard analyte peak areas from all reported runs. 

D. Incurred Sample Reanalysis 

Incurred sample reanalysis (ISR) was performed on 24 study samples (10.5%) in 
order to confirm the integrity of the bioanalytical method. Samples that had been 
previously analyzed and had the results accepted were reanalyzed in replicates of n= 1 and 
the resulting concentration compared with the original reported concentration . The 
results generated from ISR are not intended to replace the original result and are 
generated for comparative purposes only. According to SRI SOP 006.062, in order for an 
ISR result to be considered comparable to the original result, the difference between the 
two results must be :S 20%. At least 67% of the ISR samples must meet the acceptance 
criteria in order for the overall ISR evaluation to be considered successful. 

ISR of l: r?prietary I IPr_?prietary I and !Proprietary I in Ki EDTA dog plasma samples 
satisfied the acceptance criterion, with 100% of all reassayed samples meeting the 
acceptance criterion as defined above . The comp lete results and outcome of ISR analysis 
are reported in Tables G-14 to G-16. 

E. Sample Analysis Results 

Tables G-18 to G-35 show the final concentrations of each analyte from 
individual Ki EDT A dog plasma samples. Also included for toxicokinetic (TK) purposes 
are the mean and standard deviation (SD) per time point per sex. Samples with values 
< LLOQ were excluded from the calculation of the mean± SD. Note that the complete 
TK analysis is separate from the bioanalytical report and will appear as an appendix to 
the report for SRI Study No. M397-18. 

Samples with values less than the LLOQ are reported as lower than the level of 
quantitation ( <LLOQ). 
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Samples 017 and 018 (Female, Group 2 Day 1, 1 hr postdose) in run MF2 showed 
a ~,P-rop-ri-et-ary~ipeak which appeared to have a small shoulder when compared to the !Proprietary I 
peaks from other study samples, calibration standards, and QC samples . These samples 
were reassayed again in run MF4 to see if this could be resolved. However , the same 
shoulder was observed in the chromatographs on reassay, particularly with sample O 17. 
As this was observed only in these samp les and not in others with detectable analyte, this 
appears to be an issue with the samples themselves and not with the extraction or 
instrumentation. As it cannot be confirmed wha t this shoulder is, the peak has been 
integrated without inclusion of this shoulder. The original and reassayed values are 
shown in Tab le G-17, and as the values are within 15% of each other, the mean value was 
reported as the final result. Representative chromatographs for !Proprietary I for these 
samples from run MF2 are shown in Appendix G-7. 

V. DEVIATIONS 

There were no deviations to SRI SOPs that had any impact on the integrity of the study. 

VI. DATA MANAGEMENT 

LC-MS /MS data were acquired , peak areas were integrated , the calibration line 
regressions were calculated , and the final concentrat ions were generated using AB Sciex Analyst 
software, version 1.6.2. All concentrat ion values calculated by the Analy st software have been 
rounded to three significant figures. The inter-batch calibration curve and QC statistics 
described in this report were generated , using unrounded values , with this software. The mean 
and standard deviation va lues for each sample analysis timepoint were calculated using 
Microsoft Excel 2016, and are reported to three significant figures. 

VII. CONCLUSION 

Dog plasma samples from SRI Study No. M397-l 8 were analyzed for J:r?prietary I 
l~:r-?p-ri-et-ary~J and !Proprietary I using the validated analytical method deta iled in SRI Test Method 
106.201 (Appendix G-4) . All sample results generated from this study were acceptab le. 

Interim long-term matrix storage stability for 21 days at :::-60°C was established during 
the SRI validation study no. Bl85-18. Additional stability is still ongoing , and an amended 
validation report wi ll be created on comp letion . 

VIII. DEFINITIONS AND ABBREVIATIONS 

Accuracy: 

Bl/Bl: 
Bl/IS: 

Calcula ted concentration * 100 
Nominal concentration 

Double blank , containing no analyte or internal standard 
Blank, containing only internal standard 

G-7 
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CV: 
DMSO : 
K2EDTA : 
IS: 
ISR: 
LC-MS /MS : 

LLOQ: 
QC: 
SD: 
TK : 
ULOQ: 

SRI Study No. M397 -18 

Coefficient of variation; SD/mean * 100 
Dimethyl sulfoxide 
Di-potassium ethylenediaminetetraacetic acid 
Internal standard !Proprietary Info I !Proprietary Info I l~~r-op- ri-et-ary- 1-nf-o ~ 

Incurred sample reanalysis 
Liquid chromatography-mas s spectrometer; tandem or triple-quadrupole 
mass spectrometer 
Lower limit of quantitation 
Quality Control 
Standard Deviation 
Toxicokinetic 
Upper limit of quantitation 

IX. REFERENCES 

1. SRI Test Method l 06 .201 Analysis of l:r? prietary I !Proprietary I and l: r?prietary I in K2 EDTA 
Dog Plasma 

2. SRI Re ort B 185-18 "Method Validation Report for the Quantitative Analysis of 
Proprietary l:roprietary I and !Proprietary I in K2 EDT A Dog Plasma" 

3. SRI SOP 006.061 Bioanal ytical Sample Analysis 

4. SRI SOP 006 .062 Bioanalytical Sample Reanalysis 
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Appendix G-2 

BIOANALYTICAL FIGURES AND TABLES 
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Figure G-1. Representat ive !Proprietary I calibration curve from run MF 1. 
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SRI Study No. M397 -18 

• M397•18·MF1-Final.rd~Prooriij ·unear" Regression ("1 / x" weighting): y • 000424 x • 3.31e-005 (r • 0.9998) 
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Figure G-2. Representat ive !Propr ie ta ry I calibra tion curve from run MF 1. 
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• M397•18·MF1-Final.rdblPropr iel "Linear" Regression {"1 I (x • x)"weighting): y • 0.00093 x • •0.00148 (r • 0.9996) 
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Run Nwnber 

MFl 

MF2 

MF3 

MF4 

MFS 

GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lntol IProg in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-1 

Summary of Analytical Runs 

Date Extracted Date A1ialyz.ed Outcome (Pass/Fail) Run Description 

30-May-19 30-May- 19 Pass Group 2 samples 

3-Jun-19 3-Jun-19 Pass Group 2 and Group 3 samples 

4-Jun-19 4-Jun-19 Pass Group 3 and Group 4 samples 

5-Jun-19 5-Jun-19 Pass Group 4 samples and reassays 

6-Jun-19 6-Jun-19 Pass Incurred Sample Reanalysis (ISR) 
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Table G-2 

Summary of Calibration Curve Parameters for l: r?prietary 

RunNwnber Slope Intercept Correla tion Coefficient (r) 

MFl 0.00 180 0.000388 0.9999 

MF2 0.00182 -0 .0000899 0.9995 

MF3 0.00179 -0.000186 0.9997 

MF4 0.00174 0.000682 0.9999 

MF5 0.00174 -0 .0000564 0.9998 
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Table G-3 

Summary of Calibration Curve Parameters for !Proprietary 

RunNwnber Slope Intercept Correla tion Coefficient (r) 

MFl 0.00424 0.0000331 0.9998 

MF2 0.00415 0.000 173 0.9997 

MF3 0.00412 -0.000522 0.9999 

MF4 0.00403 0.0000755 0.9997 

MF5 0.00407 0.000836 0.9998 
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Table G-4 

Summary of Calibration Curve Parameters for !Proprietary 

RunNwnber Slope Intercept Correla tion Coefficient (r) 

MFl 0.000930 -0.00148 0.9996 

MF2 0.000928 0.000 196 0.9995 

MF3 0.000922 -0.000700 0.9992 

MF4 0.000917 -0 .000893 0.9995 

MF5 0.000897 -0 .0000560 0.9996 
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RunNwrber 5.00 

MF ! 4.75 

5.17 

MF2 5.08 

5.20 

MF3 5.30 

5.47 

MF4 5.23 

4.99 

MF5 5.22 

5. 17 

Mean 5. 16 

SD 0. 191 

%CV 3.7 

%Accuracy 103.2 

11 10 
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with !Proprietary lntol IProg in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-5 

Back-Calculated Concentrations of l:r?pr ietary I Calibration Standards (ng/ml) 

Standard Description 

%Ace 10.0 %Ace 20.0 %Ace 50.0 %Ace 100 %Ace 200 %Ace 500 %Ace 

95.1 10.2 102 .3 20.6 103.2 49.9 99.7 97.4 97 .4 203 101.6 497 99.4 

103.4 9.7 1 97 .1 20.4 102.2 48.6 97.1 99.3 99 .3 203 101.5 506 101.3 

101.5 10.0 100.2 20.3 101.4 51.2 102.5 96.8 96.8 198 99.0 497 99.3 

104.0 9.96 99 .6 19.6 98.1 46.0 9 1.9 106 105.8 193 96.5 523 104.6 

106.0 10.3 103.3 19.7 98.4 50.5 101.0 98.6 98.6 197 98.3 493 98.6 

109.5 10.1 101.4 18.8 93.8 48.5 96 .9 94 .3 94.3 197 98.5 494 98.7 

104.5 9.70 970 19.5 97.3 52 .4 104.9 105 105.5 206 103.2 499 99.8 

99.9 9.35 93 .5 20 .1 100.3 50.0 100.0 98.0 98 .0 195 97.4 492 98.4 

104.4 9.69 96.9 19.1 95.6 51.5 103.1 95.3 95.3 205 102.3 495 98 .9 

103.4 10.3 103.4 20.2 101.0 50.2 100.4 94.3 94.3 200 100.0 500 JOO.I 

9.95 19.8 49.9 98 .5 200 500 

0.327 0.606 1.85 4 .11 4.48 9.20 

3.3 3.1 3.7 4.2 2.2 1.8 

99 .5 99 . 1 99.7 98 .5 99 .8 99.9 

10 10 10 10 10 10 

G-17 

1000 %Ace 

984 98.4 

10 10 101.0 

973 97.3 

1020 101.6 

1040 103.6 

992 99 .2 

1000 100.2 

1000 JOO.I 

1020 102.0 

989 98.9 

1000 

19.0 

1.9 

100 .2 

10 
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RunNwrber 5.00 

MF ! 5.00 

5.26 

MF2 4.9 1 

4.97 

MF3 5. 12 

5.43 

MF4 4.82 

5. 11 

MF5 4.65 

5.08 

Mean 5.04 

SD 0.220 

%CV 4.4 

%Accuracy 100.7 

11 10 

GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lntq !Pro I in Male and Female Beagle Dogs 
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Table G-6 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Description 

%Ace 10.0 %Ace 20.0 %Ace 50.0 %Ace 100 %Ace 200 %Ace 500 %Ace 

JOO.I 10.3 103.l 19.8 99.0 49.2 98.3 99.6 99.6 197 98.6 505 10 1.l 

105.3 9.80 98 .0 20.1 100.4 49.7 99.3 101 101.3 195 97.4 482 96 .5 

98.3 9.6 1 96 .l 19.5 97.5 49.0 98.0 102 102.4 204 101.8 522 104.4 

99.4 10.2 101.5 19.9 99.5 50.8 101.5 102 101.9 200 99.8 507 10 1.4 

102.3 10.1 100.8 19.1 95.6 48.7 97.4 99.4 99.4 196 97.8 505 10 1.0 

108.6 10.2 102 .2 19.6 97.9 48.8 97 .6 99 .6 99.6 197 98.4 508 10 1.5 

96.4 9.38 93.8 19.8 98.8 48.5 96.9 102 102.4 207 103.3 506 101.2 

102.2 10.4 104.4 19.4 97.0 50.1 100.2 101 100.8 206 102.9 516 103.2 

93.0 9.96 99 .6 19.8 98.9 51.2 102.4 JOO 100.4 195 97.7 509 10 1.8 

101.7 10.5 104.6 19.5 97.7 52.3 104. 7 98.0 98.0 196 98.0 518 103.6 

10.0 19.6 49.8 IOI 199 508 

0.356 0.274 1.27 1.46 4.55 10.7 

3.5 1.4 2.6 1.4 2.3 2. 1 

100.4 98 .2 99.6 100.6 99 .6 I 01.6 

10 10 10 10 10 10 

G-18 

1000 %Ace 

1020 102.5 

995 99.5 

975 97.5 

990 99.0 

994 99.4 

10 10 100.5 

988 98.8 

977 97.7 

987 98.7 

993 99.3 

993 

14.3 

1.4 

99 .3 

10 

Obtained via FOIA by White Coat Waste Project



RunNwrber 25.0 

MF ! 25. 1 

24.3 

MF2 25.3 

24.7 

MF3 26.2 

23 .1 

MF4 26 .2 

23.9 

MF5 25.3 

25.2 

Mean 24.9 

SD 0.986 

%CV 4.0 

%Accuracy 99 .7 

11 10 
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Table G-7 

Back-Calculated Concentrations of !Proprietary I Calibration Standards (ng/ml) 

Standard Description 

%Ace 50.0 %Ace 100 %Ace 250 %Ace 500 %Ace IOOO %Ace 2500 %Ace 

100.6 52.5 105.0 95.6 95.6 243 97.2 499 99.8 995 99.5 2480 99 .2 

97.0 51. 1 102 .3 IOI 101.0 247 99.0 496 99 .2 1020 102.2 2540 101.7 

lO I. I 5 1.1 102.3 99.8 99.8 246 98.5 489 97.9 996 99.6 2600 103.8 

98.9 50.9 101.7 94.9 94.9 24 1 96.5 484 96.7 998 99.8 2550 10 1.9 

104.9 52 .3 104.6 99.9 99.9 250 99.8 482 96.4 997 99.7 2590 103.5 

92.2 50.8 101.7 100 100.5 250 99 .8 492 98.4 958 95 .8 2550 102. 1 

104.8 5 1.1 102.2 97.3 97.3 244 97.7 501 100.3 988 98.8 2590 103.7 

95.6 49.4 98 .7 IOI 100.7 248 99.3 487 97 .3 997 99.7 2570 102.9 

101.4 48.7 97.4 99.2 99.2 249 99 .8 516 103.2 !OIO 101.4 2560 102.6 

100.7 50.6 101.3 94.1 94.1 251 100. 5 505 100.9 1000 100.2 2520 100.7 

50 .9 98.3 247 495 997 2560 

1.16 2.60 3.27 10.6 16.9 36.2 

2.3 2.6 1.3 2. 1 1.7 1.4 

101.7 98.3 98.8 99 .0 99 .7 102.2 

10 10 10 10 10 10 

G-19 

5000 %Ace 

5070 101.5 

4960 99.1 

5220 104.4 

5 110 102.3 

4950 98.9 

5090 101.8 

51 10 102.1 

4940 98.8 

4950 99.0 

4880 97.6 

5030 

107 

2. 1 

100 .6 

10 
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Table G-8 

Back-Calculated Concentrations of l: r?prietary I Quality Control Samples (ng/ml) 

QC Description 

Run Number 15.0 %Ace 400 %Ace 800 %Ace 

MFl 15.4 102.8 408 102.1 801 100.2 

16.5 109.9 386 96 .6 769 96.2 

MF2 15.5 103.5 376 93.9 763 95.3 

16.3 108.8 408 102.0 769 96.1 

MF3 15.0 100.3 399 99 .8 793 99.1 

15.4 102.7 370 92 .5 754 94.2 

MF4 14.0 93.0 413 103.3 813 101.6 

16.3 108.7 413 103.3 845 105.6 

MF5 15.4 103.0 409 102.2 770 96.2 

15.3 101.7 403 100.9 822 102.8 

Mean 15.5 399 790 

SD 0.744 15.7 29.9 

%CV 4.8 3.9 3.8 

%Accuracy 103.4 99.7 98.7 

n 10 10 10 
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Table G-9 

Back -Calculated Concentratio ns of !Proprietary I Quality Control Samples (ng/ml) 

QC Description 

Run Number 15.0 %Ace 400 %Ace 800 %Ace 

MFl 15.5 103.0 393 98 .3 785 98.1 

15.3 102.1 402 100.4 785 98.1 

MF2 15.3 101.7 390 97.5 812 101.4 

16.1 107.1 404 101.0 828 103.5 

MF3 14.8 98.7 398 99 .6 794 99.3 

15.6 104.3 406 101.5 799 99.8 

MF4 15.0 100.2 419 104.8 812 101.5 

15.8 105.6 420 105.0 854 106.8 

MF5 15.7 104.4 415 103.7 806 100.7 

15.7 104.9 399 99 .9 825 103.2 

Mean 15.5 405 810 

SD 0.385 10.4 21.5 

%CV 2.5 2 .6 2 .7 

%Accuracy 103.2 101.2 101.2 

n 10 10 10 
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Table G-10 

Back-Calc ulated Concentrat ions of !Proprietary I Quality Control Samples (ng/ml) 

QC Description 

Run Number 75.0 %Ace 2000 %Ace 4000 %Ace 

MFl 74 .4 99.3 2010 100.6 4060 101.5 

74.4 99.1 2020 101.1 3970 99 .2 

MF2 76.0 101.3 2090 104.3 4170 104.3 

74.8 99.7 2070 103.5 4090 102.2 

MF3 77 .0 102.7 2030 101.4 4040 101.0 

75 .8 101.1 2050 102.3 4040 101.0 

MF4 76 .3 101.7 2010 100.3 4160 103.9 

74.5 99.4 2070 103.3 4000 100.1 

MF5 73.4 97.9 2080 103.9 4070 101.8 

77 .3 103.1 2030 101.6 4090 102. 1 

Mean 75.4 2040 4070 

SD 1.28 28.7 62.7 

%CV 1.7 1.4 1.5 

%Accuracy 100.5 102.2 101.7 

n 10 10 10 
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Run Nun1ber 

MF l 

MF2 

MF3 

MF4 

MF5 
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Table G-11 

Selectivity Determination and Carryover in !:r ?prietary I Assay Bl/Bl and Bl/IS samples 

Peak Area 

LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Carryover 

9249 9474 100 1.1 496 5.2 2377 

9698 2111 22.3 712 7.5 2028 

11925 12449 1500 12.0 1586 12.7 4080 

12973 2224 17.9 896 7.2 3518 

12864 13029 786 6.0 468 3.6 3358 

13193 2838 21.8 1155 8.9 3258 

14280 14767 107 0.7 95 0.6 3067 

15253 2514 17.0 578 3.9 3609 

16090 15792 0 0.0 0 0.0 2862 

15493 2387 15. I 926 5.9 2281 

% Difference is calculated using the rrean of the LLOQ peak areas . 

G-23 

% Difference 

25.1 

21.4 

32.8 

28.3 

25.8 

25.0 

20 .8 

24.4 

18.1 

14.4 
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Run Nun1ber 

MFl 

MF2 

MF3 

MF4 

MF5 
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Table G-12 

Selectivity Determination and Carryover in !Proprietary I Assay Bl/Bl and Bl/IS samples 

Peak Area 

LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Carryover 

12654 12719 377 3.0 0 0.0 1919 

12784 2237 17.6 501 3.9 2417 

14327 14869 337 2.3 250 1.7 2854 

15411 2643 17.8 814 5.5 3192 

15795 16327 0 0.0 0 0.0 3019 

16859 2370 14.5 657 4.0 2694 

16493 18123 0 0.0 0 0.0 3602 

19752 3067 16.9 771 4.3 3673 

19132 19341 0 0.0 243 1.3 3320 

19550 2750 14.2 946 4.9 3592 

% Difference is calculated using the mean of the LLOQ peak areas. 

G-24 

% Difference 

15.1 

19.0 

19.2 

21.5 

18.5 

16.5 

19.9 

20.3 

17.2 

18.6 
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Run Nun1ber 

MFl 

MF2 

MF3 

MF4 

MF5 
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Table G-13 

Selectivity Determination and Carryover in !Proprietary I Assay Bl/Bl and Bl/IS samples 

Peak Area 
LLOQ MeanLLOQ BVBI % Difference BVIS % Difference Carryover 

29124 29176 0 0.0 1128 3.9 1566 
29227 1529 5.2 0 0.0 3207 

30364 29967 0 0.0 0 0.0 0 
29569 0 0.0 0 0.0 0 

30778 28219 0 0.0 0 0.0 0 
25659 0 0.0 867 3.1 0 

37147 37419 295 0.8 1218 3.3 3185 
37690 2078 5.6 974 2.6 2356 

42012 39112 0 0.0 0 0.0 1880 
36211 0 0.0 0 0.0 2180 

% Difference is calculated using the rrean of the LLOQ peak areas. 

G-25 

% Difference 

5.4 
11.0 

0.0 
0.0 

0.0 
0.0 

8.5 
6.3 

4.8 
5.6 
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Table G-14 

Incurred Sample Re-analysis (ISR) of !:r?prietary I in K2 EDT A Dog Plasma Samples (ng/ml) 

Original Analytical Rw, 
Animal Number Sex Group Day Timepoint (H) Concentratio n ISR Concentration % Difference (Original JSR) 

12 M 2 l I 12 .6 13 .3 5.4 MFl;MF5 

13 M 2 15 I 20 .0 20.2 1.0 MFl ;MFS 

13 M 2 22 I 17.9 18.0 0.6 MFl ; MFS 

I M 2 29 I 12.2 12. 1 -0.8 MFl ; MF5 

15 M 2 29 I 1 1.8 12.1 2.5 MFI;MF5 

16 F 2 l I 15 .1 15.8 4.5 MFl;MF5 

16 F 2 8 I 20.2 19.9 - 1.5 MFl;MF5 

18 F 2 8 I 20.9 23. 1 10.0 MF2; MFS 

17 F 2 15 I 13.9 13.6 -2 .2 MF 2;MF5 

16 F 2 29 1 22.7 23. 1 1.7 MFI;MF5 

17 F 2 29 1 13.4 13.8 2.9 MF2;MF5 

23 M 3 I I 9 1.9 84.7 -8.2 MF 2; MF 5 

21 M 3 8 I 127 127 0.0 MF2 ; MFS 

22 M 3 15 I 256 252 -1. 6 MF2 ; MFS 

27 F 3 I I 182 186 2.2 MF3 ; MF5 

28 F 3 8 1 133 139 4.4 MF3;MF5 

26 F 3 15 I 126 136 7.6 MF3; MF5 

33 M 4 I I 12 1 130 7.2 MF4;MF5 

31 M 4 8 I 685 686 0.1 MF4; MFS 

32 M 4 8 I 246 238 -3. 3 MF4 ; MFS 

37 F 4 I I 462 419 -9.8 MF4 ; MFS 

38 F 4 1 1 779 778 -0. 1 MF4;MF5 

37 F 4 8 I 1830 1820 -0.5 MF4;MF5 

37 F 4 15 I 1480 1490 0.7 MF4; MFS 

Passed # !S R ffotal # !SR 24/2 4 

% Acceptable Results 100.0 

G-26 
Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lntol IProg in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-15 

Incurred Sample Re-analysis (ISR) of Ritonavir in K2 EDT A Dog Plasma Samples (ng/ml) 

Original Analytical Run 
Animal Nw1-ber Sex Group Day Tirozpoint (H) Conce ntration JSR Co ncentration % Difference (O riginal; ISR) 

12 M 2 I I 20.9 21.2 1.4 Mfl;M F 5 

13 M 2 15 I 18.5 17.7 -4.4 MFI; MF5 

13 M 2 22 I 18.3 19.2 4.8 MFI; MF5 

I M 2 29 I 19.3 19.1 -1. 0 MF1;MF5 

15 M 2 29 I 13.0 12.6 -3.1 MFI ; MF 5 

16 F 2 I I 12.3 12.4 0.8 MFl;MF5 

16 F 2 8 I 16.8 16.4 -2.4 MFI ; MF5 

18 F 2 8 I 32.1 30.7 -4.5 MF2;MF5 

17 F 2 15 1 16.9 15.8 -6 .7 MF2;MF5 

16 F 2 29 I 19.2 19.2 0.0 MFl;MF5 

17 F 2 29 I 17.7 16.9 -4.6 Mf2;MF5 

23 M 3 I I 146 146 0.0 MF2;MF5 

21 M 3 8 I 159 165 3.7 MF2;MF5 

22 M 3 15 1 192 204 6.1 MF2;MF5 

27 F 3 I I 230 241 4 .7 MF3; MF5 

28 F 3 8 I 23 1 240 3.8 MF3;MF5 

26 F 3 15 1 146 150 2.7 MF3;MF5 

33 M 4 I I 203 198 -2.5 MF4; MF5 

3 1 M 4 8 I 479 467 -2.5 MF4;MF5 

32 M 4 8 I 217 207 -4. 7 MF4; MF5 

37 F 4 I I 614 595 -3 .1 MF4;MF5 

38 F 4 I 1 1060 1080 J.9 MF4;MF5 

37 F 4 8 I 1280 1290 0.8 MF4 ; MF5 

37 F 4 15 I 656 663 I.I MF4; MF5 

Passed # ISR /Tota l # ISR 24/24 

% Acceptab le Resuhs 100 .0 

G-27 
Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lntol IProg in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-16 

Incurred Sample Re-analysis (ISR) of !Proprietary I in K2 EDT A Dog Plasma Samples (ng/ml) 

Or iginal Analytical Run 
Animal Number Sex Group Day Timepoint (H) Concentration ISR Concentra tion % Diffurence (Origina~ ISR) 

12 M 2 I I 218 222 1.8 MFl;MF5 

13 M 2 15 I 186 185 -0 .5 MFI; MF5 

13 M 2 22 I 167 167 0.0 MFI; MF 5 

1 M 2 29 I 232 237 2.1 MFl;MF5 

15 M 2 29 I 227 223 - l. 8 MFl;MF5 

16 F 2 I I 233 233 0 .0 MFl;MF5 

16 F 2 8 I 279 270 -3.3 MFI; MF5 

18 F 2 8 I 300 294 -2.0 MF2;MF5 

17 F 2 15 I 261 264 1.1 MF2;MF5 

16 F 2 29 I 269 274 1.8 MFI; MF5 

17 F 2 29 I 236 241 2. 1 MF2; MF5 

23 M 3 I I 2130 2100 - 1.4 MF2;MF5 

21 M 3 8 I 1970 1960 -0.5 MF2;MF5 

22 M 3 15 I 2 130 2 160 1.4 MF2; MF5 

27 F 3 I I 24 10 2420 0.4 MF3; MF5 

28 F 3 8 I 1990 1960 - 1.5 MF3; MF5 

26 F 3 15 I 1930 1930 0 .0 MF3; MF5 

33 M 4 I I 9640 94 10 -2.4 MF4; MF5 

31 M 4 8 I 7280 7600 4 .3 MF4; MF5 

32 M 4 8 I 8250 79 10 -4.2 MF4;MF5 

37 F 4 I I I 1400 11500 0.9 MF4;MF5 

38 F 4 l I 10200 10400 1.9 MF4;MF5 

37 F 4 8 I 10200 10200 0 .0 MF4;MF5 

37 F 4 15 I 10200 10000 -2.0 MF4; MF5 

Passed # !SR / fotal # JSR 24 /24 

% Acceptab le Resttlts 100.0 

G-28 
Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lntol IProg in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-17 

Sample Reassay of !Proprietary I in K2 EDT A Dog Plasma Samples (ng/ml) 

Anilml Number-Sex-Group-Day- Original Reassay % Difference (Between Reassay Reported Reason for 
Timepoint Concentration Concentration and Original) Mean Value Value Reported Value 

Anilml l 7-F-Gp2-Dl -Post 1H 19.2 19.9 3.6 19.6 19.6 a 

Animal 18-F-Gp2-Dl-Post 1H 23. 1 24.0 3.8 23.6 23.6 a 

a This sample was reassayed because ofa chromatographic interference on original analysis. Refer to the report text for additional information. 

G-29 

Analytical Rllll 
(Originat Reassay) 

MF2;MF4 

MF2;MF4 

Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-18 

Back-Calculated Concentrations of l: r?prietary I in Group 2 (0.400 mg/kg !Proprietary lnfol Male 
K2 EDTA Dog Plasma Sample s 

Anima l Number Day Timepoin t (Hours) 

II I P re 
12 I Pre 
13 I Pre 

II I I 
12 I I 
13 I I 

II 8 Pre 
12 8 Pre 
13 8 Pre 

II 8 I 
12 8 I 
13 8 I 

II 15 Pre 
12 15 Pre 
13 15 Pre 

II 15 I 
12 15 I 
13 15 I 

II 22 Pre 
12 22 Pre 
13 22 P re 

II 22 I 
12 22 I 
13 22 I 

II 29 P re 
12 29 P re 
13 29 Pre 
I 29 P re 

15 29 Pre 

II 29 I 
12 29 I 
13 29 I 
I 29 I 

15 29 I 

I 36 Pre 
15 36 Pre 

I 43 Pre 
15 43 Pre 

I 50 Pre 
15 50 Pre 

I 57 Pre 
15 57 Pre 

I 64 Pre 
15 64 Pre 

I 71 P re 
15 71 Pre 

LLOQ : Lowe r Limit o fQ ua ntitation (5 .00 ng/ml). 
NA: No t Ap plicable. 

Dilution facto r 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 
I 
I 

I 
I 
I 
I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Conce ntration (ng/ml) Mean Concen tration (ng/ml) so Analytical RtDl 

<LLOQ < LLOQ NA MFI 
<LL OQ MFI 
<LL OQ MFI 

9.70 14.1 5 .37 MFI 
12.6 Mfl 
20 . 1 MFI 

< LLOQ < LLOQ NA MFI 
< LLOQ MFI 
< LLOQ MFI 

8.9 1 I 8.4 9 .04 MFI 
19.5 MFI 
26.9 MFI 

<LLOQ < LLOQ NA MF I 
< LLOQ MF I 
< LLOQ MFI 

13.4 16.6 3.3 1 MFI 
16.3 MFI 
20.0 MFI 

<LLOQ < LLOQ NA MFI 
< LLOQ MFI 
<LLO Q MFI 

12.5 14.9 2 76 MFI 
14.2 MFI 
17.9 MFI 

<LLOQ < LLOQ NA MFI 
<LLOQ MFI 
< LLOQ MFI 
< LLOQ M.FI 
< LLOQ MFI 

11.6 14.2 5 .26 MFI 
11.8 MFI 
23.6 MFI 
12.2 MFI 
11.8 MFI 

< LLOQ < LLOQ NA MFI 
<LLOQ MFI 

< LLOQ < LLOQ NA MFI 
<LLOQ MFI 

< LLOQ < LLOQ NA MFI 
< LLOQ MFI 

<LLOQ < LLOQ NA MFI 
< LLOQ MFI 

< LLOQ < LLOQ NA MF I 
< LLOQ Mfl 

<LLOQ < LLOQ NA MFI 
< LLOQ M.FI 

G-30 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-19 

Back -Calculated Concentrations of l: r?prietary I in Group 2 (0.400 mg/kg !Proprietary lnfol Female 
K2 EDTA Dog Plasma Samples 

Anirre l N urrt>er Day Timepo int (Hours) 

16 I Pre 
17 I Pre 
18 I Pre 

16 I I 
17 I I 
18 I I 

16 8 Pre 
17 8 Pre 
18 8 Pre 

16 8 I 
17 8 I 
18 8 I 

16 15 Pre 
17 15 Pre 
18 I 5 Pre 

16 15 I 
17 15 I 

18 15 I 

16 22 Pre 
I 7 22 Pre 
18 22 Pre 

16 22 I 

17 22 I 
18 22 I 

16 29 Pre 
17 29 Pre 
18 29 Pre 
19 29 Pre 
20 29 Pre 

16 29 I 
17 29 I 
18 29 I 
19 29 I 
20 29 I 

19 36 Pre 
20 36 Pre 

19 43 Pre 
20 43 Pre 

19 50 Pre 
20 50 Pre 

19 57 Pre 
20 57 Pre 

19 64 Pre 
20 64 Pre 

19 7 1 Pre 

20 7 1 Pre 

LLOQ : Lower Lonit ofQua ntitation (5.00 nglml). 
NA: Not App Licab le. 

Dilution Factor 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 
I 
I 

I 
I 
I 
I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Cooce ntration (n?/n~) Mean Concentration (n?/ml) SD Ana l11ical Run 

< LLOQ < LLOQ NA MF I 
<LL OQ MF 2 
<LLOQ MF2 

15.1 14 ,6 0.98 7 MF! 
15.3 MF2 
13.5 MF2 

<LL OQ <L LOQ NA MFI 
<LLOQ MF2 
<LLOQ MF2 

20.2 20.0 1.0 1 MFI 
18.9 MF2 
20.9 MF 2 

<LLOQ < LLOQ NA MFI 
<LLOQ MF2 
<LLOQ MF2 

16.7 14 .2 2.4 1 MFI 
13.9 MF 2 
11.9 MF2 

<LLOQ < LLOQ NA !v1FI 
<LLOQ MF2 
< LLOQ MF2 

13.2 11.4 1.95 MFI 
11.6 MF2 
9.32 MF2 

< LLOQ < LLOQ NA MFI 
< LLOQ MF2 
<LL OQ MF2 
<LL OQ MF 2 
<LLOQ MF2 

22.7 13.9 5.09 !v1FI 
13.4 MF2 
10.2 MF2 
12.8 MF 2 
10.6 MF 2 

<LLOQ < LLOQ NA Ml'2 
<LLOQ !v1F2 

<LLOQ < LLOQ NA MF2 
<LL OQ MF 2 

<LLOQ < LLOQ NA MF2 
<LLOQ MF2 

< LLOQ < LLOQ NA MF2 
<LLOQ MF2 

<LLOQ < LLOQ NA MF 2 
<LLOQ MF2 

<LLOQ < LLOQ NA MF2 
< LLOQ MF2 

G-31 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-20 

Back -Calculated Concentrations of !:r ?prietary I in Group 3 (3.64 mg/kg !Proprietary Info ! Male 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

2 1 1 Pre 
22 I Pre 
23 I Pre 

2 1 I I 
22 1 1 

23 I I 

2 1 8 Pre 

22 8 Pre 
23 8 Pre 

2 1 8 I 
22 8 I 
23 8 1 

2 1 15 Pre 

22 15 Pre 
23 15 Pre 

2 1 15 I 
22 15 I 
23 15 I 

24 22 Pre 
25 22 Pre 

24 29 Pre 
25 29 Pre 

24 36 Pre 
25 36 Pre 

24 43 Pre 
25 43 Pre 

24 50 Pre 
25 50 Pre 

24 57 Pre 

25 57 P re 

24 64 Pre 
25 64 Pre 

24 71 Pre 
25 71 Pre 

LLOQ: Lowe r Limit ofQ uantitalion (5.00 ng,'mJ). 
NA: Not Applicable. 

Dilution Fac tor 

I 
I 
I 

I 
1 

I 

I 
I 
I 

I 
I 
1 

I 
I 
I 

I 
I 
1 

I 
1 

I 
I 

I 
1 

I 
I 

I 
I 

1 

1 

I 
I 

I 
1 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF2 

<LLOQ MF2 
<LLOQ MF2 

63.0 81 .4 16.0 MF2 
89.3 MF2 

91.9 MF2 

11.8 14.8 2 .65 MF2 
15.8 MF2 
16.8 MF2 

127 154 58.4 MF2 
22 1 MF2 
114 MF2 

14.3 25 .3 18.0 MF2 

46.0 MF2 
15.5 MF2 

197 197 59.0 MF2 

256 MF2 
138 MF2 

11.2 18.3 NA MF2 
25.4 MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 

<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

G-32 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprie tary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-21 

Back -Calculated Concentratio ns of l:r ?prietary I in Group 3 (3.64 mg/kg !Proprietary In fol Female 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

26 I Pre 
27 I Pre 
28 I Pre 

26 I I 
27 I I 
28 I I 

26 8 Pre 

27 8 Pre 
28 8 Pre 

26 8 I 
27 8 I 
28 8 I 

26 15 Pre 

27 15 Pre 
28 15 Pre 

26 15 I 
27 15 I 
28 15 I 

29 22 Pre 
30 22 Pre 

29 29 Pre 
30 29 Pre 

29 36 Pre 
30 36 Pre 

29 43 Pre 
30 43 Pre 

29 50 Pre 
30 50 Pre 

29 57 Pre 

30 57 P re 

29 64 Pre 
30 64 Pre 

29 71 Pre 
30 71 Pre 

LLOQ: Lowe r Limit ofQ uantitalion (5.00 ng,'mJ). 
NA: Not Applicable. 

Dilution Fac tor 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 
<LLOQ MF3 

13.7 178 162 MF3 
182 MF3 

338 MF3 

<LLOQ 11.8 NA MF3 
13.3 MF3 
10.3 MF3 

125 141 21.7 MF3 
166 MF3 
133 MF3 

11.6 16.6 4.37 MF3 
18.8 MF3 
19.5 MF3 

126 121 27.0 MF3 

91.8 MF3 
145 MF3 

12.4 10. 1 NA MF3 
7.77 MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 

<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

G-33 
Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary ln fq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-22 

Back-Calculated Concentrations of l: r_?prietary I in Group 4 (14.55 mg/kg !Proprietary In fol Male 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

3 1 1 Pre 
32 I Pre 
33 I Pre 

31 I I 
32 1 1 

33 I I 

3 1 8 Pre 

32 8 Pre 
33 8 Pre 

3 1 8 I 
32 8 I 
33 8 1 

3 1 15 Pre 

32 15 Pre 

33 15 Pre 

3 1 15 I 
32 15 I 
33 15 I 

34 22 Pre 
35 22 Pre 

34 29 Pre 
35 29 Pre 

34 36 Pre 

35 36 Pre 

34 43 Pre 
35 43 Pre 

34 50 Pre 
35 50 Pre 

34 57 Pre 

35 57 P re 

34 64 Pre 
35 64 Pre 

34 71 Pre 
35 71 Pre 

LLOQ: Lower Limit ofQuantitalion (5.00 nglmJ). 
NA: Not Applicable. 

Dilution Factor 

I 
I 
I 

10 
10 

10 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
1 

I 
I 

I 
1 

I 
I 

I 
I 

I 
1 

I 
I 

I 
1 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 
<LLOQ MF4 

145 110 40.9 MF4 
65.2 MF4 

121 MF4 

40.0 49 .6 19.0 MF4 

37.3 MF4 
71.5 MF4 

685 612 336 MF4 
246 MF4 
905 MF4 

58.4 75 .3 21.2 MF4 

68.4 MF4 
99.0 MF4 

4 18 583 202 MF4 

522 MF4 
808 MF4 

70.0 84.6 NA MF3 
99. 1 MF3 

I 1.5 12.2 NA MF3 
12.9 MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 

<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

G-34 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-23 

Back -Calculated Concentrations of l: r?prietary I in Group 4 (14.55 mg/kg !Proprietary lnfol Female 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

36 I Pre 
37 I Pre 
38 I Pre 

36 I I 
37 I I 
38 I I 

36 8 Pre 

37 8 Pre 
38 8 Pre 

36 8 I 
37 8 I 
38 8 I 

36 15 Pre 

37 15 Pre 

38 15 Pre 

36 15 I 
37 15 I 
38 15 I 

38 22 Pre 
40 22 Pre 

38 29 Pre 
40 29 Pre 

38 36 Pre 
40 36 Pre 

38 43 Pre 
40 43 Pre 

38 50 Pre 
40 50 Pre 

38 57 Pre 

40 57 Pre 

38 64 Pre 
40 64 Pre 

38 71 Pre 
40 71 Pre 

LLOQ: Lower Limit of Quantitalion (5.00 nglmJ). 
NA: Not App licable. 

Dilution Factor 

I 
I 
I 

10 
10 

10 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 
<LLOQ MF4 

1240 827 391 MF4 
462 MF4 

779 MF4 

53.0 55.2 4.28 MF4 

60 .1 MF4 
52.4 MF4 

863 1190 557 MF4 
1830 MF4 
867 MF4 

66.8 84.8 15.7 MF4 

92.0 MF4 
95 .6 MF4 

1080 1160 291 MF4 
1480 MF4 

9 13 MF4 

104 153 NA MF4 
20 1 MF4 

7.36 12.1 NA MF4 
16.8 MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

G-35 
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GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-24 

Back -Calculated Conce ntrations of !Proprietary I in Group 2 (0.110 mg/kg !Proprietary ! Male 
K2 EDTA Dog Plasma Samples 

AnirmlNumbe r Day Tm,epoint (Ho urs) Dilution Factor Cooce ntra1ion (n!efml) Mean Co ncentra tion (n!efml) 

I I I Pre 

12 I Pre 
13 I Pre 

I I I I 
12 I I 
13 I I 

I I 8 Pre 

12 8 Pre 
13 8 Pre 

I I 8 I 
12 8 I 
13 8 I 

I I 15 Pre 
12 15 Pre 
13 I 5 Pre 

I I 15 I 
12 15 I 
13 I 5 I 

II 22 Pre 
12 22 Pre 
13 22 Pre 

II 22 I 
12 22 I 
13 22 I 

I I 29 Pre 
12 29 Pre 

13 29 Pre 
I 29 Pre 
15 29 Pre 

II 29 I 
12 29 I 
13 29 I 
I 29 I 
15 29 I 

I 36 Pre 
15 36 Pre 

I 43 Pre 
15 43 Pre 

I 50 Pre 
15 50 Pre 

I 57 Pre 
15 57 Pre 

I 64 Pre 
15 64 Pre 

I 7 1 Pre 
15 71 Pre 

LLOQ : Lower Lu11it of Qu ant itation (5.00 nglml). 
NA: No t App licable. 

I < LLOQ < LLOQ 
I < LLOQ 
I < LLOQ 

I 160 20 7 
I 20.9 
I 25.3 

I < LLOQ < LLOQ 
I < LLOQ 
I <LLOQ 

I 12.2 19.6 
I 25.8 
I 20.9 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 18.7 20.1 
I 23.0 
I 18.5 

I <LLOQ < LLOQ 
I < LLOQ 
I <LLOQ 

I 16.6 17.0 
I 16.2 
I 18.3 

I <LLOQ < LLOQ 
I < LLOQ 
I < LLOQ 
I < LLOQ 
I < LLOQ 

I 15.7 17.1 
I 18.4 
I 19 2 
I 19.3 
I 13.0 

I <LLOQ < LLOQ 
I < LLOQ 

I <LLOQ < LLOQ 
I < LLOQ 

I < LLOQ < LLOQ 
I <LLOQ 

I < LLOQ < LLOQ 
I < LLOQ 

I < LLOQ < LLOQ 
I < LLOQ 

I <LLOQ < LLOQ 
I < LLOQ 

G-36 

SD Analytical Run 

NA MFI 
Mf l 
MF I 

4.65 MFI 
Mfl 
MF I 

NA MF I 
Mf l 
MF I 

6.89 MF I 
Mf l 
Mf l 

NA MFI 
Mfl 
MF I 

2.54 MFI 
Mf l 
MF I 

NA MF I 
MFI 
Mfl 

1.12 MF I 
MFI 
Mfl 

NA MF I 
MF I 
Mf l 
MF I 
MF I 

2.73 Mfl 
MF I 
MF I 
MF I 
MFI 

NA MF I 
MF I 

NA Mfl 
MF I 

NA MFI 
Mfl 

NA MF I 
MF I 

NA MF I 
MF I 

NA Mf l 
Mf l 

Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-25 

Back -Calculated Concentrat ions of !Proprietary I in Group 2 (0.110 mg/kg !Proprietary I Female 
K2 EDTA Dog Plasma Sample s 

Anirm l N wmc r Day Timcpo il t (Hours) 

16 I Pre 
17 I Pre 
18 I Pre 

16 I I 
17 I I 
18 I I 

16 8 Pre 
17 8 Pre 
18 8 Pre 

16 8 I 
17 8 I 
18 8 I 

16 15 Pre 
17 15 Pre 
18 15 Pre 

16 15 I 
17 15 I 
18 15 I 

16 22 Pre 
17 22 Pre 
18 22 Pre 

16 22 I 
17 22 I 
18 22 I 

16 29 Pre 
17 29 Pre 
18 29 Pre 
19 29 Pre 
20 29 Pre 

16 29 I 
17 29 I 
18 29 I 
19 29 I 
20 29 I 

19 36 Pre 
20 36 Pre 

19 43 Pre 
20 43 Pre 

19 50 Pre 
20 50 Pre 

19 57 Pre 
20 57 Pre 

19 64 Pre 
20 64 Pre 

19 7 1 P re 
20 7 1 Pre 

LLOQ: Lower Ln1lit ofQ uantitation (5.00 rwn~). 
NA: No t Applicable. 

Diluti:m Factor 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 
I 
I 

I 
I 
I 
I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Conce ntration (ni,'ml) Mea n Co ncentratio n ( ni,'ml) SD Analytical Rw1 

< LLOQ < LLOQ NA MF I 
< LLOQ MF2 
<LLOQ MF2 

12.3 18.5 5.73 M FI 
19.6 MF2 /MF4 
23.6 M.F2/M.F4 

< LLOQ < LLOQ NA MF I 
<LLOQ MF2 
<L LOQ M.F2 

16.8 22.7 8.25 MFI 
19. 1 MF2 
32. 1 MF2 

< LLOQ < LLOQ NA MF I 
<LLOQ MF2 
< LLOQ MF2 

17.3 21.7 7 .97 MFI 
16.9 MF2 
30 .9 MF2 

<L LOQ < LLOQ NA MF I 
<LLOQ MF2 
< LLOQ MF2 

17.4 16 .6 0 .764 MF I 
15.9 M.F2 
16.4 MF2 

<L LOQ < LLOQ NA M.FI 
< LLOQ MF2 
<LLOQ MF2 
<LLOQ MF2 
<L LOQ MF2 

19.2 16.9 1.98 MFI 
17.7 MF2 
16.7 MF2 
13.8 MF2 
17.2 MF2 

< LLOQ < LLOQ NA MF2 
<LLOQ MF2 

<L LOQ < LLOQ NA MF2 
< LLOQ MF2 

<LLOQ < LLOQ NA MF2 
<L LOQ M.F2 

< LLOQ < LLOQ NA MF2 
<L LOQ MF2 

< LLOQ < LLOQ NA MF2 
<L LOQ MF2 

< LLOQ < LLOQ NA MF2 
<L LOQ MF2 

G-37 
Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-26 

Back-Calculated Concentratio ns of lProprietary I in Group 3 (1.00 mg/kg !Proprietary I Male 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

21 1 Pre 
22 I Pre 
23 I Pre 

21 I I 
22 1 1 
23 I I 

21 8 Pre 
22 8 Pre 
23 8 Pre 

21 8 I 
22 8 I 
23 8 1 

21 15 Pre 
22 15 Pre 
23 15 Pre 

2 1 15 I 
22 15 I 
23 15 I 

24 22 Pre 
25 22 Pre 

24 29 Pre 
25 29 Pre 

24 36 Pre 
25 36 Pre 

24 43 Pre 
25 43 Pre 

24 50 Pre 
25 50 Pre 

24 57 Pre 
25 57 Pre 

24 64 Pre 
25 64 Pre 

24 71 Pre 
25 71 Pre 

LLOQ: Lower Limit ofQ uantitalion (5.00 ng,'mJ). 
NA: Not Applicable. 

Dilution Factor 

I 
I 
I 

I 
1 
I 

I 
I 
I 

I 
I 
1 

I 
I 
I 

I 
I 
1 

I 
I 

I 
I 

1 
1 

I 
I 

I 
I 

1 
1 

I 
I 

I 
1 

Concentration (nw1111l Mean Concentration (1101111) SD Analvtical Run 

<LLOQ < LLOQ NA MF2 
<LLOQ MF2 
<LLOQ MF2 

116 135 16.8 MF2 
144 MF2 
146 MF2 

<LLOQ < LLOQ NA MF2 
<LLOQ MF2 
<LLOQ MF2 

159 190 36.2 MF2 
230 MF2 
182 MF2 

<LLOQ < LLOQ NA MF2 
<LLOQ MF2 
<LLOQ MF2 

185 179 17.4 MF2 
192 MF2 
159 MF2 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

<LLOQ < LLOQ NA MF2 
<LLOQ MF3 

G-38 
Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-27 

Back -Calculated Concentrat ions of !Proprietary I in Group 3 (1.00 mg/kg !Proprietary I Female 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) 

26 I Pre 
27 I Pre 
28 I Pre 

26 I I 
27 I I 
28 I I 

26 8 Pre 

27 8 Pre 
28 8 Pre 

26 8 I 
27 8 I 
28 8 I 

26 15 P re 

27 15 Pre 
28 15 Pre 

26 15 I 
27 15 I 
28 15 I 

29 22 Pre 
30 22 Pre 

29 29 Pre 
30 29 Pre 

29 36 Pre 
30 36 Pre 

29 43 Pre 
30 43 Pre 

29 50 Pre 
30 50 Pre 

29 57 Pre 

30 57 P re 

29 64 Pre 
30 64 Pre 

29 71 Pre 
30 71 Pre 

LLOQ: Lower Limit of Quantitalion (5.00 ng,'mJ). 
NA: Not App licable. 

Dilution Fac tor 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 
<LLOQ MF3 

19.5 181 143 MF3 
230 MF3 

292 MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 
<LLOQ MF3 

26 1 245 15.0 MF3 
244 MF3 
23 1 MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 
<LLOQ MF3 

146 127 38.3 MF3 

83.4 MF3 
153 MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 

<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

G-39 
Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-28 

Back-Calculated Concentratio ns of !Proprietary I in Group 4 ( 4.00 mg/kg !Proprietary I Male 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) 

3 1 1 Pre 
32 I Pre 
33 I Pre 

31 I I 
32 1 1 

33 I I 

3 1 8 Pre 

32 8 Pre 
33 8 Pre 

3 1 8 I 
32 8 I 
33 8 1 

3 1 15 P re 

32 15 Pre 

33 15 Pre 

3 1 15 I 
32 15 I 
33 15 I 

34 22 Pre 
35 22 Pre 

34 29 Pre 
35 29 Pre 

34 36 Pre 

35 36 Pre 

34 43 Pre 
35 43 Pre 

34 50 Pre 
35 50 Pre 

34 57 Pre 

35 57 P re 

34 64 Pre 
35 64 Pre 

34 71 Pre 
35 71 Pre 

LLOQ: Lowe r Limit of Quantitalion (5.00 ng,'mJ). 
NA: Not App licable. 

Dilution Fac tor 

I 
I 
I 

10 
10 

10 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
1 

I 
I 

I 
1 

I 
I 

I 
I 

1 

1 

I 
I 

I 
1 

Concentration (nw1111l Mean Concentration (110 1111) SD Analvtical Run 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 
<LLOQ MF4 

380 243 122 MF4 
145 MF4 

203 MF4 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 
<LLOQ MF4 

479 427 189 MF4 
2 17 MF4 
585 MF4 

<LLOQ < LLOQ NA MF4 

<LLOQ MF4 
<LLOQ MF4 

29 1 34 1 49.1 MF4 
344 MF4 

389 MF4 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 

<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

<LLOQ < LLOQ NA MF3 
<LLOQ MF3 

G-40 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-29 

Back -Calculated Concentrat ions of !Proprietary I in Group 4 (4.00 mg/kg !Proprietary I Female 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) 

36 I Pre 
37 I Pre 
38 I Pre 

36 I I 
37 I I 
38 I I 

36 8 Pre 
37 8 Pre 
38 8 Pre 

36 8 I 
37 8 I 
38 8 I 

36 15 Pre 
37 15 Pre 
38 15 Pre 

36 15 I 
37 15 I 
38 15 I 

38 22 Pre 
40 22 Pre 

38 29 Pre 
40 29 Pre 

38 36 Pre 
40 36 Pre 

38 43 Pre 
40 43 Pre 

38 50 Pre 
40 50 Pre 

38 57 Pre 
40 57 Pre 

38 64 Pre 
40 64 Pre 

38 71 Pre 
40 71 Pre 

LLOQ: Lower Limit ofQ uantitalion (5.00 ng,'mJ). 
NA: Not Applicable. 

Dilution Factor 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Concentration (nw1111l Mean Concentration (1101111) SD Analvtical Run 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 
<LLOQ MF4 

2650 1440 1070 MF4 
614 MF4 
1060 MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 
<LLOQ MF4 

644 795 430 MF4 
1280 MF4 
461 MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 
<LLOQ MF4 

618 576 107 MF4 
656 MF4 
455 MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<LLOQ MF4 

<LLOQ < LLOQ NA MF4 
<UOQ MF4 

G-41 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-30 

Back -Calculated Concentratio ns of !Proprietary I in Group 2 (0.230 mg/kg jProprietary Inf~ Male 
K2 EDTA Dog Plasma Samples 

Animal N ,m,ber Day Tarepo int (Hours 

II I Pre 

12 I Pre 
13 I Pre 

II I I 
12 I I 
13 I I 

II 8 Pre 
12 8 Pre 

13 8 Pre 

II 8 I 
12 8 I 
13 8 I 

II 15 Pre 
12 15 Pre 

13 15 Pre 

II 15 I 
12 15 I 
13 15 I 

II 22 Pre 

12 22 Pre 
13 22 Pre 

II 22 I 
12 22 I 
13 22 I 

II 29 Pre 
12 29 Pre 

13 29 Pre 

I 29 Pre 

15 29 Pre 

II 29 I 
12 29 I 
13 29 I 
I 29 I 

15 29 I 

I 36 Pre 
15 36 Pre 

I 43 Pre 
15 43 Pre 

I 50 Pre 

15 50 Pre 

I 57 Pre 

15 57 Pre 

I 64 Pre 

15 64 Pre 

I 71 Pre 
IS 7 1 Pre 

LLOQ: Lower Limit ofQ uan1itation (25.0 n&'ml). 
NA: No t Applicable. 

Dilnion Faclor Conce ntration fru,/ml) Mean Concentra tion /n,,/ml) SD Anal)1ical Run 

I <LLOQ < LLOQ NA M FI 
I <LLOQ M FI 
I <LLOQ M FI 

I 223 2 10 18.4 MF I 
I 2 18 M FI 
I 189 M_FI 

I <L LOQ <L LO Q NA M F I 
I <L LOQ M F I 
I <LLOQ MF I 

I 208 224 22.5 MF I 
I 250 MF ! 
I 2 15 MF ! 

I <LLOQ < LLOQ NA M F! 
I < LLOQ MF ! 
I < LLOQ M F! 

I 245 220 30 .4 MF I 
I 228 M_F I 
I 186 M F I 

I <L LOQ <L LOQ NA M F I 
I <LLOQ MF ! 
I <LLOQ MF ! 

I 242 2 10 38.6 MF I 
I 220 MF ! 
I 167 M F! 

I <LLOQ < LLOQ NA M FI 
I <LLOQ M F! 
I < LLOQ M FI 
I <LLOQ M FI 
I < LLOQ MF I 

I 230 2 17 17.5 MF I 
I 194 M_FI 
I 203 MFI 
I 232 MF ! 
I 227 MF I 

I <L LOQ <L LOQ NA MF ! 
I <LLOQ MF ! 

I <LLOQ < LLOQ NA M FI 
I <LLOQ MF I 

I <LLOQ < LLOQ NA M FI 
I < LLOQ MF I 

I <LLOQ < LLOQ NA M F! 
I <LLOQ MF ! 

I <L LOQ <L LOQ NA MF I 
I <LLOQ M_FI 

I <L LOQ < LLOQ NA MF ! 
I <LLOQ MF ! 

G-42 Obtained via FOIA by White Coat Waste Project



GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Table G-31 

Back-Calculated Concentration s of !Proprietary I in Group 2 (0.230 mg/kg !Proprietary Inf~ Female 
K2 EDTA Dog Plasma Sample s 

Animal Nurrbcr Day Timopo int (Hours ) 

16 I Pre 
17 I Pre 

18 I Pre 

16 I I 

17 I 1 
18 I I 

16 8 Pre 
17 8 Pre 
18 8 Pre 

16 8 I 
17 8 I 

18 8 I 

16 15 Pre 
17 15 Pre 

18 15 Pre 

16 IS I 
17 15 I 

18 15 I 

16 22 Pre 
17 22 Pre 
18 22 Pre 

16 22 I 

17 22 I 
18 22 I 

16 29 Pre 

17 29 Pre 
18 29 Pre 
19 29 Pre 

20 29 Pre 

16 29 I 

17 29 I 
18 29 I 

19 29 I 

20 29 I 

19 36 Pre 
20 36 Pre 

19 43 Pre 

20 43 Pre 

19 50 Pre 
20 50 Pre 

19 57 Pre 
20 57 Pre 

19 64 Pre 

20 64 Pre 

19 7 1 Pre 
20 7 1 Pre 

LLOQ: Lower L-imit ofQua ntitation (2 5.0 nglml). 
N A: Not Applicable . 

Dilution Factor 

I 
I 

I 

I 
I 
I 

I 
I 

I 

I 
I 

I 

I 
I 

I 

I 
I 

I 

I 
I 
I 

I 

I 
I 

I 

I 
I 
I 

I 

I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Co ncentration (nglml) Mean Co nce ntration (nglml) SD Ana lytical Run 

< LLOQ < LLOQ N A MF I 
< LLOQ MF2 

< LLOQ MF2 

233 269 31.2 Mf l 

29 1 MF2 
282 MF2 

< LLOQ <L LOQ NA MF! 
< LLOQ MF2 

< LLOQ MF2 

279 286 12. 1 MF ! 

279 MF 2 

300 MF2 

< LLOQ < LLOQ NA MF! 

<LLOQ MF2 

<LLOQ M.F2 

276 275 13.S MF ! 
26 1 MF2 

288 MF 2 

<LLOQ < LLOQ NA MFI 
<LLOQ MF2 
<L LOQ MF2 

2 36 236 6.51 MF ! 

242 MF2 
229 MF 2 

<L LOQ < LLOQ NA MF I 

< LLOQ MF 2 
<L LOQ MF2 
<LLOQ MF2 

<LLOQ MF2 

269 232 23 .7 M.FI 
236 MF 2 
230 MF2 

217 MF 2 

207 MF2 

< LLOQ < LLOQ NA MF 2 
< LLOQ MF2 

< LLOQ < LLOQ NA MF 2 

<L LOQ MF2 

< LLOQ < LLOQ NA MF2 
< LLOQ MF2 

< LLOQ < LLOQ NA MF2 
<L LOQ MF2 

< LLOQ < LLOQ NA MF2 

< LLOQ MF 2 

<L LOQ < LLOQ NA MF2 

<L LOQ MF 2 

G-43 Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-32 

Back -Calculated Concentrations of !Proprietary I in Group 3 (2.09 mg/kg !Proprietary lnfol Male 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) Dilution Factor Concentration (nw1111l Mean Concentration (1101111) 

21 1 Pre 
22 I Pre 
23 I Pre 

21 I I 
22 1 1 
23 I I 

21 8 Pre 
22 8 Pre 
23 8 Pre 

21 8 I 
22 8 1 
23 8 1 

21 15 Pre 
22 15 Pre 
23 15 Pre 

2 1 15 1 
22 15 1 
23 15 I 

24 22 Pre 
25 22 Pre 

24 29 Pre 
25 29 Pre 

24 36 Pre 
25 36 Pre 

24 43 Pre 
25 43 Pre 

24 50 Pre 
25 50 Pre 

24 57 Pre 
25 57 Pre 

24 64 Pre 
25 64 Pre 

24 71 Pre 
25 71 Pre 

LLOQ: Lower Limit of Quantitalion (25.0 ng,'mJ). 
NA: Not Applicable. 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 1780 2040 
1 2200 
I 2130 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 1970 1920 
1 2240 
1 1560 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

1 1920 1830 
1 2130 
I 1450 

1 <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

1 <LLOQ < LLOQ 
1 <LLOQ 

1 <LLOQ < LLOQ 
1 <LLOQ 

1 <LLOQ < LLOQ 
I <LLOQ 

1 <LLOQ < LLOQ 
1 <LLOQ 

I <LLOQ < LLOQ 
1 <LLOQ 

1 <LLOQ < LLOQ 
1 <LLOQ 

G-44 

SD Analvtical Run 

NA MF2 
MF2 
MF2 

225 MF2 
MF2 
MF2 

NA MF2 
MF2 
MF2 

342 MF2 
MF2 
MF2 

NA MF2 
MF2 
MF2 

348 MF2 
MF2 
MF2 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

NA MF2 
MF3 

Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-33 

Back-Calculated Concentrations of !Proprietary I in Group 3 (2.09 mg/kg !Proprietary 1n19 Female 
K2 EDTA Dog Plasma Sample s 

Anunal Number Dav Timepoint (Hours) 

26 I Pre 
27 I Pre 
28 I Pre 

26 I I 
27 I I 
28 I I 

26 8 Pre 

27 8 Pre 
28 8 Pre 

26 8 I 
27 8 I 
28 8 I 

26 15 Pre 

27 15 Pre 
28 15 Pre 

26 15 I 
27 15 I 
28 15 I 

29 22 Pre 
30 22 Pre 

29 29 Pre 
30 29 Pre 

29 36 Pre 
30 36 Pre 

29 43 Pre 
30 43 Pre 

29 50 Pre 
30 50 Pre 

29 57 Pre 

30 57 P re 

29 64 Pre 
30 64 Pre 

29 71 Pre 
30 71 Pre 

LLOQ: Lowe r Limit ofQ uantitalion (25.0 ng,'mJ). 
NA: Not Applicable. 

Dilution Fac tor Concentration (nw1111l Mean Concentration (110 1111) 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 240 1780 
I 24 10 

I 2690 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 2770 2480 
I 2680 
I 1990 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

I 1930 2130 
I 22 10 
I 2260 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 

I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 

I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

G-45 

SD Analvtical Run 

NA MF3 
MF3 
MF3 

1340 MF3 
MF3 

MF3 

NA MF3 
MF3 
MF3 

427 MF3 
MF3 
MF3 

NA MF3 
MF3 
MF3 

178 MF3 

MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

Obtained via FOIA by White Coat Waste Project



GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-34 

Back -Calculated Concentrations of !Proprietary I in Group 4 (8.37 mg/kg !Proprietary lnfol Male 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) 

31 1 Pre 
32 I Pre 
33 I Pre 

31 I I 
32 1 1 
33 I I 

31 8 Pre 
32 8 Pre 
33 8 Pre 

31 8 I 
32 8 I 
33 8 1 

31 15 Pre 
32 15 Pre 
33 15 Pre 

31 15 I 
32 15 I 
33 15 I 

34 22 Pre 
35 22 Pre 

34 29 Pre 
35 29 Pre 

34 36 Pre 
35 36 Pre 

34 43 Pre 
35 43 Pre 

34 so Pre 
35 50 Pre 

34 57 Pre 
35 57 Pre 

34 64 Pre 
35 64 Pre 

34 71 Pre 
35 71 Pre 

LLOQ: Lower Limit ofQuantitation (25.0 ng,'1111). 
NA: Not Applicable. 

Dilution Factor Concentration (nw1111l Mean Concentration (1101111) 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

10 8700 9210 
10 9290 
10 9640 

I <LLOQ < LLOQ 
I <LLOQ 
I <LLOQ 

10 7280 7910 
10 8250 
10 8190 

I 309 238 
I 191 
I 214 

10 8760 9050 
10 8930 
10 9460 

I 249 300 
I 351 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
1 <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

I <LLOQ < LLOQ 
I <LLOQ 

G-46 

SD Analvtical Run 

NA MF4 
MF4 
MF4 

475 MF4 
MF4 
MF4 

NA MF4 
MF4 
MF4 

544 MF4 
MF4 
MF4 

62.6 MF4 
MF4 
MF4 

365 MF4 
MF4 
MF4 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
MF3 

NA MF3 
Mf3 

NA MF3 
MF3 
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GLP-Mu ltiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397 -18 

Table G-35 

Back-Calculated Concentrations of !Proprietary I in Group 4 (8.37 mg/kg !Proprietary 1n19 Female 
K2 EDTA Dog Plasma Samples 

Anunal Number Dav Timepoint (Hours) 

36 I Pre 
37 I Pre 
38 I Pre 

36 I I 
37 I I 
38 I I 

36 8 Pre 

37 8 Pre 
38 8 Pre 

36 8 I 
37 8 I 
38 8 I 

36 15 Pre 

37 15 Pre 

38 15 Pre 

36 15 I 
37 15 I 
38 15 I 

38 22 Pre 
40 22 Pre 

38 29 Pre 
40 29 Pre 

38 36 Pre 
40 36 Pre 

38 43 Pre 
40 43 Pre 

38 50 Pre 
40 50 Pre 

38 57 Pre 

40 57 Pre 

38 64 Pre 
40 64 Pre 

38 71 Pre 
40 71 Pre 

LLOQ: Lower Limit ofQuantitalio n (25.0 ng,'mJ). 
NA: Not Applicable. 

Dilution Factor 

I 
I 
I 

10 
10 

10 

I 
I 
I 

10 
10 
10 

I 
I 
I 

10 
10 
10 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

I 
I 

Concentration (nw1111l Mean Concentration (110 1111) 

<LLOQ < LLOQ 
<LLOQ 
<LLOQ 

11200 10900 
11400 

10200 

<LLOQ < LLOQ 
<LLOQ 
<LLOQ 

9030 96 10 
10200 
9600 

88.8 122 
106 
170 

9740 10100 

10200 
10400 

34 1 33 1 
320 

<LLOQ < LLOQ 
<LLOQ 

<LLOQ < LLOQ 
<LLOQ 

<LLOQ < LLOQ 
<LLOQ 

<LLOQ < LLOQ 
<LLOQ 

<LLOQ < LLOQ 

<LLOQ 

<LLOQ < LLOQ 
<LLOQ 

<LLOQ < LLOQ 
<LLOQ 

G-47 

SD Analvtical Run 

NA MF4 

MF4 
MF4 

643 MF4 
MF4 

MF4 

NA MF4 

MF4 
MF4 

585 MF4 
MF4 
MF4 

42 .8 MF4 

MF4 
MF4 

338 MF4 
MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 

NA MF4 
MF4 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix G-3 

BIO ANALYTICAL SAMPLE ANALYSIS PLAN 
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SRI International Study Number: M397-18 

Bioanalytical Sample Analysis Plan for the Analysis of 
Study Samples from SRI International Study Number 

M397-18 "GLP-Multiple (5 weekly) Repeat Subcutaneous 
Toxicity and Toxicokinetics Study with !Proprietary Info I IP,ropr! in 

Male and Female Beagle Dogs" 

Redacted by agreement 

as 9 1 
Date 

I of 4 
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· SRI International Study Number : M397-18 

SCOPE 

This sample analysis plan will be limited to the analysis of l:r,oprietary I IPr?prietary I 

and !Proprietary I in K2 EDT A dog plasma samples from SRI International Study 
M397-18 "GLP-Mu ltiple (5 weekly) Repeat Subcutaneous Toxicity and 
Toxicokinetics Study with !Proprietary ! IPro l in Male and Female Beagle Dogs". 
l: r?prietary I !Proprietary I and !Proprietary I will be extracted from dog plasma using 
0.0200 ml sample volumes, using a protein precipitation extract ion procedure 
followed by LC-MS/MS detection. The internal standards used in this assay are 
!Proprietary Info I !Proprietary Info I and !Proprietary Info I This method was fully validated, with 
long term storage stability in matrix still ongoing at this time . Refer to SRI 
Report B185-18 for full details of this validation. 

This sample analysis plan is based on SRI SOP 006.061, Bioanalytical Sample 
Analysis. Further details on the conduct of a typical study are described in this 
SOP. 

OBJECTIVE 

The objective of this sample analysis plan is to describe the laboratory procedure 
used, the analytical curve range, the anticoagulant, matrix, and species used, the 
study samples, and the assay acceptance criteria. Following completion of 
analysis , a report will be written that will detail the assay performance and the 
results obtained from sample analysis. 

SUMMARY OF METHOD 

Full details of the methodology used during the conduct of sample analysis will 
be detailed in SRI Test Method 106.201: Analysis of1:r? prietary I !Proprietary I and 
l: r?prietary I in K2 EDTA Dog Plasma. 

l: r?prietary I !Proprietary I !Proprietary I and the internal standards are extracted from K2 
EDTA dog plasma, using 0.0200 ml sample volumes, using a protein precipitation 
procedure. Following centrifugation, the supernatant is then further diluted with 
water:methanol (90: 10 v:v) with 0.1 % acetic acid before analysis by high 
performance liquid chromatography with tandem mass spectrometric detection 
(LC-MS/MS). 

CALIBRATION STANDARD AND QUALITY CONTROL SAMPLES 

The calibration standards n=2 er anal ical batch) contain the following 
concentrations of Proprietary and Proprietary in K2 EDTA dog plasma: 5.00, 10.0, 
20.0, 50.0, l 00, 200, 500, and 1000 ng/ml. These calibration standards also 
contain !Proprietary I at 25.0, 50.0, 100, 250, 500, 1000, 2500, and 5000 ng/ml. 
Calibration standards may be either freshly prepared on the day of analysis or 
prepared in advance and stored at ~-60°C for no longer than 21 days, the period of 
matrix storage stability established to date in the validation study. Also included 
with each batch will be at least n=2 blank samples containing no analyte or 
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SRI International Study Number: M397-18 

internal standard (Bl/Bl) and at least n=2 blank samp les containing no analyte but 
containing internal standard (Bl/IS). 

Qualit Control (QC) samples contain the following concentrations of l:r,oprietary I 
and Proprietary in K2 EDTA dog plasma: 15.0 ng/ml (low), 400 ng/ml (mid), and 
800 ng/ml (high) .. These calibration standards also contain lProprietary I at 75.0 ng/ml 
(low), 2000 ng/ml (mid), and 4000 ng/ml (high) concentrations. These QC 
samp les will be prepared in advance and stored in a <-60°C freezer. A dilution 
QC, prepared at 5000 ng/ml l: r~prietary I and l: r~prietary I and 25000 ng/ml !Proprietary Inf~ 

has been successfu lly validated using a 10-fold and a 50-fold dilution. QC 
samples will be analyzed in at least 112:2 replicates in each analytical batch. The 
dilution QC, if used, should be extracted in multiples ofleast n=3 , although it is 
not necessary to extract a dilution QC in a batch where samples have been diluted 
providing that the dilution factor selected was previously validated. If a new 
dilution scheme is required, then this will be validated in replicates of 6. 

ACCEPTANCE CRITERIA 

The linearity of the assay will be assessed by the correlation coefficient (r) 
obtained from the linear regression analysis of the peak area ratios , with perfect fit 
of the data to the linear equation yielding an r value of 1.000. The minimum 
value for r for an assay to be acce table is 0.990. A linear weighting of 1/x will 
be applied to the l: r?prietary I and Proprietary calibration curves, while a linear 
weighting of 1/x2 will be applied to the !Proprietary I calibration curves. 

In order for the calibration curve to be considered acceptable there will not be 
more than a 15% difference between the nominal and observed concentrations, 
except at the lower limit of quantitation (LLOQ) where a 20% deviation is 
permitted. At least 75% of the calibration standards will fulfill this criterion. 
Individual calibration standards which do not fulfill the criterion will be excluded 
from the regression. 

For the QC samples to be considered acceptable, at least 50% of the individual 
replicates at each concentration must be within ± 15% of the nominal 
concentration, and at least 67% of the QCs in a batch must meet this acceptance 
criterion. For dilution QCs, at least 67% of the QCs at each validated dilution 
factor used must be within 15% of their nominal concentration s. 

In all analytical batches, at least n=2 samples containing no analyte or internal 
standard (Bl/Bl) will be extracted. Any peak detected at the retention time of the 
analyte should be less than 20% of the analyte mean peak area observed for the 
extracted samples at the LLOQ. Any peak detected at the retention time of the 
internal standard should be less than 5% of the mean peak area observed for the 
extracted samples containing the internal standard. 
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SRI International Study Number: M397-18 

In all analytical batches, at least n=2 samples conta ining no analyte but with 
internal standard included (Bl/IS) will be extracted to confirm the suitability of 
the internal standard for use in the assay at that concentration. Any peak detected 
at the retention time of the analyte as a result of the internal standard addition 
should be less than 20% of the analyte mean peak area observed for the extracted 
samples at the LLOQ. 

STABILITY INFORMATION 

The following stability parameters were successfully established for all analytes 
during the validation study B185-18. 

26 hours established 
5 c cles established 

established 

4 hours 
act 

SAMPLE INFORMATION 

The Bioanalytical Chemistry group at SRJ received K2 EDT A dog plasma 
samples from the Toxicology group on February 04, 2019. A total of228 frozen 
samples were received and transferred to an ultra- low temperature freezer (:S-
600C) upon arrival. A total of 228 samples will be analyzed per the study 
protocol. 

INCURRED SAMPLE REANALYSIS 

Incurred sample reanalysis (ISR) will be performed during this study on at least 
10% of study samples, or 21 samples, whichever number is greater. Per SRJ SOP 
006.062 Bioanalytical Sample Reanalysis, there must be a :S 20% difference 
between the two results in order for an ISR result to be considered comparable to 
the original result. At least 67% of the ISR samples must meet the acceptance 
criteria in order for the overall ISR evaluation to be considered successful. 

REFERENCES 

SRI Test Method 106.201: Analysis ofl : r?prietary I !Proprietary I and l: r?prietary I in K2 
EDTA Dog Plasma 
SRI SOP 006.061: Bioanalytical Sample Analysis 
SRI SOP 006.062: Bioanalytical Sample Reanalysis 
SRJ Re ort B185-18: Method Validation Report for the Quantitati ve Analysis of 
Proprietary l: r?prietary I and !Proprietary I in K 2 EDTA Dog Plasma 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix G-4 

SRI TEST METHOD 106.201: "ANALYSIS OF !Proprietary Info I !Proprietary Info I AND 
!Proprietary Info I IN K2 EDT A DOG PLASMA" 
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TEST METHOD 
C lass ific at ion : Project 
Superse des : I 06.201 (06/12/ 19) 

TM No.: 106.201 
Page: 1 of 26 

Effect ive: JUL 1 2 2019 

Subject: Analys is of l:r?prietary 11:r?prietary I and !Proprietary I in K2 E DTA Dog 
Plasma 

A. PURPOSE/SCOPE 

This Test Method describes procedures to be emp loyed for the analysis of l:r?pr ietary I 
l: r?prietary I and !Proprietary I in K2 EDTA dog plasma using a protein precipitation ex traction 
procedure and ana lysis by LC-MS /MS. 

During samp le analysis , SRI SOPs 006.061 Bioanalytical Sample Analysis and 006.062 
Biocmalytical Sample Reanalysis will also be followed . 

B. BACKGROUND/GENERAL 

This Test Method will fully detail the ex erimental procedures used in the analysis, 
detection and quantitation of Proprietary Proprietary and !Proprietary I in K2 EDT A dog plasma. 
To summarize, l: r,oprietary I Proprietary and !Proprietary I in K2 EDTA dog plasm a (0.0200 ml 
sample size) will be extracted , using !Proprietary Info I !Proprietary Info I and !Proprietary Info j as the 
internal standards , by a protein prec ipitation extraction procedure. The supernatant is 
then diluted prior to injection on the LC-MS /MS system. The ran e of the assay is 5.00 -
1000 ng/ml l:r?prietary I and l:r?pr ietary I and 25.0 _ 5000 ng/ml Proprietary Info 

SIGNATURES Redacted by agreement 

Revised by: o:;-/11 Li 2 
Date 

Re viewed by: o?-L11 ii 3 
I 

Date 

Manage ment Approva I o~(_,, I I '7 
Date 

QAU Re view: 
01-/12-/ 2019 

( Date 
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.. 
TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.20 1 
Page: 2 of26 
Effective: July 12, 2019 

Subject: Analysis of l:r?pr ietary I i:r?prietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

C. HEALTH AND SAFETY 

All personnel must observe standard laborato ry safety practices. All personnel must wear 
protective equipment appropriate to the area in which they wi ll work, which may include , 
but not be limited to: safety glasses, protective clothing and gloves. 

D. TRAINING 

All personnel involved in handling chemica ls, equipment , and instruments must have 
attended the pertinent laborato1y safety classes from SRI' s Environmenta l Health & 
Safety Department and must have attended GLP training courses. Training must be 
documented . 

E. EQUIPMENT AND MATERIALS 

Chemicals, consumables or equipment may be substituted provided that equivalent assay 
performance is obtained. 

E.1 Chemicals 

• l:r?pr ietary I !Pr?prietary I and IPr?prietary I USP, Current Lot 

• !Proprietary Info I !Proprietary Info I and !Proprietary Info I Medical Isotopes , Inc. 

• Ammonium hydroxide , reagent grade 

• Acetic acid, LC-MS grade 

• Milli-Q wate r, Millipore 

• Formic acid , reagent grade 

• Dimethyl Sulfoxid e (DMSO), reagent grade 

• Methanol, HPLC grade 

• Acetonit rile, HPLC grade 

• Isopropanol , reagent grade 

• K2 EDT A beag le dog plasma, BioIVT 

E.2 Consumabl es 

• HPLC column: Phenomenex Synergi Polar RP 100 x 2mm, 4µm 

• 0.5 µm stainless -steel pre-co lumn frit (Upchurch Scientific) 

• Assorted disposable pipette tips 

SRI PROPRIETARY I CONFIDENTIAL 
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.. 
TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.201 
Page: 3 of26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?prietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

• Disposable 1.5 ml and 2.0 ml polypropylene microcentrifuge tubes 

• Disposable 15 ml conical polypropylene test tubes and caps 

• Disposable glass vials and caps, assorted sizes 

• Glass autosampler vials with inserts and caps 

E.3 Equipment 

• Air disp lacement pipettor, Rainin 

• Positive displacement pipettor, Gi lson 

• Repeater pipettor, Eppendorf 

• Mettler Toledo AG 285 balance 

• VWR Mini Vortexer 

• Beckman Coulter Microfuge ® 18 Centrifuge, 20 Centrifuge 

• Shimadz u Corp. LC-20AD Prominence Pumps (incorporates Shimadzu Corp . 
CBM-20A Prominence Communications Bus Module and Shimadzu DGU-
20A3R Prominence degasser 

• Shimadzu Corp. CTO-20AC Prominence Column Oven 

• CTC Analytics HTS-xt Autosampler 

• AB Sciex 5500 Mass Spectrometer 

F. PROCEDURES 

Note: SRI Forms 106.201A through 106.201E will be used to assist in raw data recording 
for the experimental phases of this study. The comp leted attachments or other 
documentation must be stored in the study file. 

F.1 Preparation of Reagents 

Volumes of these reagents can be adjusted as long as proportionality is 
maintained and their preparation is documented in the raw data. 

F.1.1 2% Acetic Acid in Water (Mobile Phase A) 

Add 20.0 ml of acetic acid to 1000 ml of Milli-Q water in a glass bottle 
and store the solution at room temperature. The expiration date for this 
solution is one month after preparation. 

SRI PROPRIETARY I CONFIDENTIAL 
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TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.20 1 
Page: 4 of26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?prietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

F.1.2 0.1 % Acetic Acid in Acetonitrile (Mobile Phase B) 

Add 1.00 ml of acetic acid to 1000 ml of acetonitrile in a glass bottle and 
store the solution at room temperature. The expiration date for this 
solution is one month after preparation. 

F.1.3 Acetonitrile : Isopropanol (80:20 v:v) with 1 % Ammon ium Hydroxide 
(Needle Rinse 1) 

Add 400 ml acetonitrile to 100 ml isopropanol and 5.00 ml ammonium 
hydroxide in a glass bottle and store the solution at room temperature. 
The expiration date for this solution is one month after preparation. 

F.1.4 Water: Methanol (90:10 v:v) with 1% Formic Acid (Needle Rinse 2) 

Add 450 ml Milli-Q water to 50.0 ml methanol and 5.00 ml formic acid in 
a glass bottle and store the solution at room temperature. The expiration 
date for this solution is one month after preparation. 

F.1.5 0.2% Acetic Acid in Methanol (Diluent Solution) 

Add 0.400 ml acetic acid to 200 ml methanol in a glass bottle and store the 
solution at room temperature. The expiration date for this solution is one 
month after preparation. 

F.1.6 Water: Methanol (90:10 v:v) with 0.1% Acetic Acid (Reconstitution 
Solution) 

Add 180 ml Milli-Q water to 20.0 ml methanol and 0.200 ml acetic acid in 
a glass bottle and store the solut ion at room temperature. The expiration 
date for this solution is one month after preparation. 

F.2 Preparation of Stock and Spiking Solutions 

The following standard preparation scheme is a suggested approach. Appropriate 
modifications to reach the targeted nominal ca librant and quality contro l (QC) 
standard concentrations are acceptable. For example, if the targeted nominal 
concentration is not achieved when the analyte calibration standard primary stock 
solution is obtained , the volume of this stock solution used in subsequent dilutions 
can be modified in order to achieve the targeted nominal calibration standard 
matrix concentrat ions. The actual volumes of standards used will be documented 
in the raw data. Volumes of these stock solutions can be adjusted as long as 
proportionality is maintained and their preparation is documented in the study 
binder. 

SRI PROPRIETARY I CONFIDENTIAL 

G-57 
Obtained via FOIA by White Coat Waste Project



.. 

Purity= 

TEST METHOD 
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Supersedes : 106.201 (06/12/19) 

TM No.: 106.201 
Page: 5 of26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?prietary I and !Proprietary I in K2 EDTA Do g 
Plasma 

Analytical refe rence stan dard s are corrected for purity , water and sa lt content, if 
applicable. Int erna l standa rd stocks may not be correc ted for puri ty, wate r or salt. 

Exam pl e purit y calcu lation: 

[HPLC % purity x (100 - % water-% residual solvent) ] 

100 

Free base molecular 
weight 

x Salt form molecular 
weight 

F.2.1 Preparation of l: r?prietary I !Pr?prietary I and !Proprietary I Stock Solutions (1.00 mg/ml) 

Acc urately weigh out approximately 5.00 mg of l: r?prietary I into a glass via l 
and dilute to a concentration of 1.00 mg/ ml using dimeth yl sulfo xide 
(DMSO). Th e purity of the compound must be taken into account when 
prepar ing thi s stock (Stock A). Repea t thi s step to produc e a seco nd stock 
solution at the same concentration (Stock B) . R epea t to ge t duplicate 
we ighing s for !Proprietary I at the same concen tra tion . 

To re are !Proprietary I stock solution s, we igh approximate ly 5.00 mg of 
Proprietary into a glass vial and di lute to a concentration of 1.00 mg/ml 
using Milli-Q water. Rep eat thi s step to produce a seco nd stock solut ion 
at the same concentration . 

Store all stock solutions refrigera ted (set poin t 5°C ± 3°C) until use. 

F.2.2 Preparation of lProprietary Info I !Proprietary Info I and !Proprietary Info i Stock 

Solutions (Internal Standard ), 1.00 mg/ml 

The se Intern al Standard s are supp lied by Medi cal Isotopes, Inc . as 1.00 
m amount s in a glass vial. Add 1.00 ml of DMSO to the Proprietary Info and 
Proprietary Info to produc e a 1.00 mg/ml stoc k. Repe at for Proprietary Info using 

Milli -Q water instea d ofDMSO. 

Stor e all interna l standard stock so lution s refr igera ted (set point 5°C ± 3°C) 
until use. 
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F.2.3 Preparation of jProprietary Info I !Proprietary Info I and !Proprietary Info I Internal 
Standard Secondary Stock 

Accurately add 0.0100 ml of the 1.00 mg/ml !Proprietary Info I and the d6-
1Proprietary I internal standard stock solutions, and 0.0500 ml of the 1.00 
mg/ml !Proprietary Info I internal standard stock solution into a glass vial 
containing 9.930 ml of 0.2% acet ic acid in methanol. The final 
concentration of the internal standard secondary stock solution will be 
1.00 µg/ml !Proprietary Info I and !Proprietary Info I and 5.00 µg/ml !Proprietary Info 
This solution can be stored refrigerated (set point 5°C ± 3°C) until use. 

F.2.4 Preparation of lProprietary Info I !Proprietary Info I and !Proprietary Info I Internal 
Standard Spiking Solution 

Accurately add 2.50 ml of the internal standard secondary stock solution 
into a glass bottle containing 97.5 ml of 0.2% acetic acid in methanol. 
The final concentrat ion of the internal standard spiking solution will be 
25. O ng/ml !Proprietary Info I and !Proprietary Info I and 125 ng/ml !Proprietary Info I 
This solution can be stored refrigerated (set point 5°C ± 3°C) until use. 

Per SRI SOP 006.063, Reference Material Receipt and Stock, Spiking 
Solution and Calibration and Quality Control Sample Pr eparation I 
Expiration internal standard stock and spiking solutions will be given a 
default expiration date of 6 months after preparation . 

F.2.5 Stock Verification 

In order to determine the accuracy of preparation, the duplicate stock 
solutions will be verified prior to use. A suggested approach for the 
preparation of stock verification solutions is given here, although 
alternative final concentrations may be used providing that a suitable 
analyte and internal standard response is achieved. The duplicate stock 
solutions prepared in step F.2.1 should be diluted by spiking 0.0100 ml of 
the 1.00 mg/ml Proprietary and !Proprietary I stock solutions and 0.0500 ml of 
the 1.00 mg/ml Proprietary stock solutions into 9.930 ml of Diluent 
Solution. These duplicate vials are briefly vortexed and 0.100 ml is 
removed and added to a vial contain ing 0.900 ml Diluent Solution. 
Vortex, then remove 0.0325 ml of this solution and place into a separate 
vial containing 0.0203 ml of internal standard spiking solution and 0.947 
ml of Reconstitution Solution. The final concenh·ation of Proprietary and 
!Proprietary I is 3 .25 ng/ml and the final concentration of Proprietary is 16.3 
ng/ml. The final concentration of !Proprietary Info I and !Proprietary Info I is o .508 
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ng/ml and the final concentration of !Proprietary Info I is 2.54 ng/ml. The 
duplicate samples are injected in replicates of n 2: 3 onto the LC-MS/MS 
system. 

To be considered acceptable for use, the stocks must agree to within 5% of 
each other , calculated as follows: 

% difference = 
{Mean of peak area ratio of stock A - Mean ofpeak area ratio of stock B) x 100 

(Mean of peak area ratio of stock A + Mean of peak area ratio of stock B)/2 

If these stocks agree within 5% of each other, one single stock may be 
used for the preparation of both calibrants and Quality Control (QC) 
samples. Alternatively , one stock may be used for the preparation of 
calibrants while the other stock can be used for the preparation of QC 
samples. 

If these stocks do not agree , a third weighing may be performed and the 
three stocks compared against each other. If two stocks agree with each 
other these may be used to prepare calibrants and QCs, and the other stock 
can be discarded. 

F.2.6 Test Mix Preparation 

A solution prepared at the LLOQ level ( or below Low QC concentration) 
shall be prepared and injected at the start and the end of each bioanalytical 
run (system suitability). This solution will contain both analyte and 
interna l standard. To prepare at the LLOQ level, spike 0.0100 ml of the 
1.00 mg/ml Proprietary and !Proprietary I stock solutions and 0.0500 ml of the 
1.00 mg/ml Proprietary stock solution into 9.930 ml of Diluent Solution. 
Vortex remove 0.100 ml and add to a vial containing 0.900 ml of Diluent 
Solution. Vortex remove 0.0100 ml and add to a vial containing 0.990 ml 
of Diluent Solution. This solution may be stored refrigerated for up to 3 
months from the date of preparation. On the day of use , remove 0.0203 
ml of this solution and place into a separate vial containing 0.0203 ml of 
interna l standard spiking solution and 0.959 ml of Reconstitution Solution. 
The final concentration of Proprietary and !Proprietary I is 0.0203 ng/ml and the 
final concentration of Proprietary is 0.102 ng/ml. The final concentration of 
Proprietary Info and !Proprietary Info I is 0.508 ng/ml and the final concentration of 
Proprietary Info is 2.54 ng/ml. The final concentrat ions mimic the final 
theoretical concentration s of l: r?pr ietary I i:r? prietary I and !Proprietary I and 
internal standards seen in LLOQ samples post-extraction. 
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F.2.7 Remove approximately 10.0 ml of control K2 EDTA dog plasma from 
storage and allow it to equilibrate to room temperature. The matrix may 
be centrifuged at approximately 3000 RPM for 10 minutes prior to use to 
remove excess particu lates . Prepare QC samples in polypropylene via ls as 
shown in the table below. Note that the Solution Spiking Volumes are 
combined with the Matrix Volumes. Volumes of these QC samples can be 
adjusted as long as prop01tionality is maintained and their preparation is 
properly documented in the study raw data . 

Quality Control Sample Preparation 
Spiking Spiking Solution Spiking Matrix Nominal Matrix 
Solution Concentration Volume Volume Final Volume Concentration 

ID (ug/ml) (ml) (ml) (ml) (n_g/ml) 
QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 / 15.0 / 75.0 
QC-Oil 5.00 I 5.00 I 25.0 0.0800 0.920 1.00 400 I 400 I 2000 
QC-Oil 5.00 I 5.00 I 25.0 0. 160 0.840 1.00 800 I 800 / 4000 

!Proprietary! Stock N B; 1000 0.0100 1.930 2.00 5000 
IProorietar I Stock A/8; 1000 0.0100 5000 
IPro12rietaty I Stock A/8 1000 0.0500 25000 

Either Stock A or Stock B may be used, assuming equivalency is achieved. 
The values in the "Spiking Solution Concentration" and the "Nominal Matrix Concentration" columns 
represent the concentrations of lProprietary I !Proprietary I and !Proprietary I respectively. 

These QC samples may be aliquoted into appropriate volumes into 
polypropy lene tubes (suggested 150 µl volumes) and stored in a ::S-60°C 
freezer until use, providing that sufficient stability in matrix has been 
successfully validated under these conditions. QC samples may also be 
freshly prepared on the day of extract ion. 

F.3 Extract ion Proced ure 

Each bioanalytical run will be comprised of bracketing calibration curves (8 
points) each with a matrix blank sample (matrix with neither analyte nor internal 
standard spiked) and a control blank (matrix with only internal standard included) . 
It is recommended that a carryover blank (matrix blank) be injected after each 
upper limit of quantitation (ULOQ) calibration standard to assess any carryover 
present. Duplicate System Suitability samples will be injected, one before the 
first calibration curve and one at the end of the batch. Interspersed between the 
calibrat ion curves will be n ~ 2 QC samples at low, mid and high concentration. 
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The dilution QC, when used, should be extracted in multiples of n=3. It is not 
requ ired to run the dilution QC with a batch where samp les are diluted , provided 
that the level of sample dilution did not exceed what was previously validated. 
However, for troubleshooting practices, the dilution QC may be analyzed wi th 
eac h batch, at the discretion of the bioanalyti cal scient ist. If study samp les are 
diluted with multiple dilution factors, then the dilution QC may be similarly 
diluted (with replicates of n=3 for each dilution factor used), or alternatively, the 
highest dilution factor used for study samples will be used for the extraction of the 
dilution QC. It is also accepta ble if low dilution factors are applied to study 
samples to use a high QC in place of the dilution QC, in order that the diluted 
sample falls within the calibration range. If the leve l of dilution required for 
study samples exceeds the dilution factor previously validated, then the dilution 
QC will need to be reva lidated at the dilution factor requ ired , in replicates of 6. 

In order to facilitate the equilibration of the instrument, multiple injections of 
extracts (Co nditionin g Samples) may be injected before each batch. It is 
recom mend ed to prepare cond itioning samples near the LLOQ level, but 
providing that internal standard is present in the sample, the actual concentration 
used may change. Conditioning samples will be pooled , where more than one 
calibration standa rd or QC samp le, at different concentratio ns, are combined. 
Individual study samples, calibration standards, and QC samples will not be used 
as conditioning samples without pooling. It is not acceptable to condition a batch 
using an old standard curve from a previous batch. It is acceptable to prepare 
either multiple pooled conditioning samp les, or to re-inject the pooled sample 
from the same vial, depending on the final extract volume. The conditioning 
injections will be included as part of the analytica l batch and will be printed with 
the rest of the batch. Approximately 10 conditioning injections will be analy zed 
prior to the start of each batch. If one batch is ana lyzed immediately following 
another , late r batches may not require conditioning injection s, although duplicate 
system suitability injections will be included. 

Remove the calibration standa rd spiking solution s, internal standa rd spik ing 
solution, QC samples and control matrix (approximately 10.0 ml) from storage 
and allow them to equilibrate to room temperature. 

Follow the scheme listed below to prepare the calibration standards. The 
calibration standards are prepared in polypropylene tubes. Note that the Spiking 
Solution Vo lumes are combined with the Matrix Vo lumes . 
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Preparation of Calibration Standards in Matrix 
Nominal 

Calibration Spiking Solution Spiking Matrix Final Matrix 
Standard Spiking Solution Concentration Volume Volume Volume Concentration 

1D 1D (u!:!:/ml) (ml) (ml) (ml) (ng/ml) 
Std-I Std-5 0.100 I 0.100 I 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-2 Std-5 0.100/ 0.100/ 0.500 0.0500 0.450 0.500 10.0 I I 0.0 / 50.0 
Std-3 Std-5 0.100 I 0.100 I 0.500 0.100 0.400 0.500 20.0 I 20.0 I 100 
Std-4 Std-8 1.00 I 1.00 I 5.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-5 Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 / 100 I 500 
Std-6 Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 / 1000 
Std-7 Std-9 10.0I 10.0150.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-8 Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I I 000 I 5000 
Std-9 IProprietaryl Stock A/B; 1000 0.0100 0.930 1.00 10000 

IPronrietar I Stock A/B; 1000 0.0100 10000 
IPro(lrieta[Y_I Stock A/B 1000 0.0500 50000 

Std-9 is only used to prepared the standard curve, and is not extracted. 
Either Stock A or Stock B may be used, assuming equivalency is achieved. 
The values in the "Spiking Solution Concentration" and the "Nominal Matrix Concentration" columns 
represent the concentrations of lProprietary I !Proprietary I and !Proprietary I respectively. 

These calibrat ion standards may be aliquoted into appropria te volumes into 
polypropyle ne tubes (suggested 150 µ l volumes) and stored in a :S-6O°C freezer 
until use, providing that suffic ient stability in matrix has been successfu lly 
validated under these conditions. Calibration standar ds may also be freshly 
prepared on the day of extract ion. 

F.3.1 Transfer 0.0200 ml of each ca libration standard, QC sample, study sample 
and blank into separate 1.50 ml microcentrifuge tubes. If needed, extra 
samples may be extracted in order to be used as Conditioning Samples. 
These should be pooled before use. 

F.3.2 Add 0.100 ml of 0.2% acetic acid in methanol to the matrix blanks. Cap 
tubes and vortex for approximately 5 seconds. 

F.3.3 Add 0.100 ml of the Internal Standard Spikin g Solution to each ca libration 
standard, QC standard, study sample and control blank. Cap tubes and 
vortex for approximately 5 seconds. 

F.3.4 Centrifu ge tubes at approximately 18OOOg for approximately 10 minutes. 

F.3.5 Transfer 0.0250 ml of the supernatant into a 2.00 ml HPLC vial containing 
1.00 ml Reconsti tution Solution. Cap and vortex briefly to mix. 
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F.3.6 Store on the autosamp ler (set point 5°C ± 3°C) or refrigerated (set point 
5°c ± 3°C). 

F.4 Analytical Cond ition s 

Equipment can be subst ituted provided that equ iva lent assay performance is 
obtained. 

Refer to Figures 1-3 in this Test Method for an examp le of a representative 
chromatogram for each analyte at the LLOQ level. 

F.4.1 HPLC Conditions 
Autosampler: 
Pumps: 

Column Oven: 
Autosample r Temp: 
Column Oven Temp: 
Column: 
Pre-column Frit: 

Flow Rate: 
Run Time: 
Injection Volume : 
Mobile Phase A: 
Mobile Pha se B: 
Needle Rinse 1: 

Needle Rinse 2: 
Pre clean with Needle 
Rinses 1 and 2: 
Post clean with Need le 
Rinse 1 and 2: 

CTC Analytics HTS-xt 
Shimadzu LC-20AD Prominence. Incorporates 
Shimadzu CBM-20A Prominence com munication s 
bus module and Shimadzu DGU -20A3R Prominence 
degasser 
Shimadzu CTO-20AC Prominence 
Set point 5°C 
Set point 25°C 
Phenom enex Synergi Polar RP 100 x 2 mm, 4µ 
0.5 µm stainless-steel Precolumn Frit (Upchurc h 
Scientific) 
0.350 ml/m in 
8.0 minutes 
10 ~d* 
2% acetic acid in water 
0.1 % acetic acid in acetonitrile 
Acetonitrile:isopropano l (80:20 v:v) with 1 % 
ammon ium hydroxide 
Water:methanol (90:10 v:v) with 1% formic acid 
1 *, 1 * 

2*,2* 

Valve clean with 2*,2* 
Needle Rinse 1 and 2: 
Retention Time: 4.3 minutes 

4.2 minutes 
1.4 minutes 

Proprietary 

Proprietary 

Proprietary 

* may be modified to improve performance 
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F.4.2 LC Program 

Time (min) %A %B 
0.01 98 2 
2.00 98 2 
2.10 50 50 
4.00 2 98 
5.50 2 98 
5.51 98 2 
8.00 98 2 

Switching Valve program 

Tota l Time Position 
(minutes) 

0.0 to 0.2* Divert to Waste 

0.2 to 5.0* Divert to MS 

5.0 to 8.0* Divert to Waste 

* may be modified to improve performance 

SRI PROPRIETARY I CONFIDENTIAL 

G-65 Obtained via FOIA by White Coat Waste Project



.. 
TEST METHOD TM No.: 106.20 1 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

Page : 13 of26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?pr ietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

F.4.3 MS/MRM Conditions 

Mass Spectrometer: 
Interface: 
Scan Mode : 
IS: 
EP: 
DP: 

CE: 

CXP: 

Resolu tion Q 1, Q3: 
CUR Gas: 
CAD Gas: 
GSl : 
GS2 
Source Temp: 
Dwell: 

Nominal 
Transitions : 

AB Sciex 5500 Mass Spectrome ter 
Turbo IonSpray pos itive-ion mode 
Mu ltip le Reaction Monito ring (MRM) 
5500V* 
lOV* 
71 V* 1=P-ro-pr,....iet_a_ry..,...ln...,.fo-,I 81 V* !Proprietary Info 

* !Proprietary Info 121 V" Proprietary Info 7 6V 
76V* Proprietary Info 56V* 
21 V* Proprietary Info 19V* 
25V* Proprietary Info I 25V* 
33V* IPropnetary Info I 35V* 

Proprietary Info 

Proprietary Info 

jProprietary Info 

38V* Proprietary Info 20V* 
26V* Proprietary Info 24V* 
14V* Proprietary Info 14V* 
Unit , Unit 
20* 
8* 
60* 
60* 
650°C* 
80* ms 

Proprietary Info 

Proprietary Info 

Proprietary Info 

Proprietary Info 

I 

I 
I 
I 

Proprietary 

Proprietary 

I Proprietary 

Proprietary Info 

Proprietary Info 

!Proprietary Info 

m/z 629 .3* • 447 .2* 
m/z 72 1.3* • 296 . 1 * 
rn/z 288. 1 * • 176.1 * 
m/z 637.4* • 447.2* 
rn/z 727.4* • 302.2* 
rn/z 294.1 * • 182.1 * 

May be modified to improve performance . The eventual m/z rat ios used 
must be within± 0.3 amu from the masses quoted above.) 
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Calculations 

F.5.1 Chromatograms will be automatically integrated using AB Sciex Analyst 
software (Version 1.6.2) or equivalent and visually inspected for an 
acceptab le integration . 

F.5.2 Com ute the 1/x weighted least-squares linear regression Proprietary and 
Proprietary and the 1/x2 weighted least-squares linear regression Proprietary Info 

using Analyst software, relating the peak area ratios (relative to internal 
standard) of the calibration standards to their res ective nominal 
concentrations (ng/ml in plasma) for l: r? prietary I Proprietary and l~Pr-op- ri-et-ary~I 

F.5.3 Using the peak area ratios (relative to the internal standard) of the 
standards and the regress ion equation constants, concentrations for analyte 
in the QC samples and study samp les can be interpolated . 

F.5.4 Compute the correlat ion coeffic ient for the standard data. 

F.6 Acceptance Criteria 

F.6.1 System Suitability Standard 

There are no formal acceptance criteria for the System Suitability samples. 
The system suitability sample will be injected at the beginning and at the 
end of a run and inspected to ensure signal-to -noise ratio and peak shape 
are adequate for quantitation. Any chromatographic change between these 
injections which may have an impact on the ability to accurately quantitate 
the samples will be noted , however there is no formal acceptance criteria 
for this. The system suitability inject ions will be printed with the other 
chromatograms in the analytical batch. 

F.6.2 Calibration Standard Acceptance Criteria 

F.6.2.1 The lower limit of quantitation (LLOQ) standard back-calculated 
concentrat ion must be within ±20% of theoretical nominal 
concentrat ion. 

F.6.2.2 To meet acceptance cr iteria, the back-calculated concentration of 
a calibration standards ( excluding at the LLOQ leve l) must be 
within 15% of their nominal theoretical concentrations. 

F.6.2.3 A minimum of three-quarters of calibration standards must meet 
these criteria. 
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F.6.2.4 Any standa rds failing to meet the acceptance criteria will be 
excluded from the regression, starting with the calibration 
standard which is fu1thest away from the nominal concen tration. 

F.6.3 Quality Control (QC) Sample Acceptance Criteria. 

F.6.3.1 To meet acceptance criteria, the back-calculated concentration of 
a QC sample must be within 15% of their nominal theoretical 
concentrations. 

F.6.3.2 At least two-thirds of all assay QCs (low, mid and high) must 
meet the acceptance criteria. 

F.6.3.3 At least 50% of the QCs at each level must meet the acceptance 
criteria. 

F.6.3.4 For dilution QCs , which are generally assayed using multiples of 
n=3 replicates, at least 67% (rounded) of the QCs must be within 
15% of their nominal theoreti cal concentrations. Failure of a 
dilution QC does not mean that the batch itself has failed if the 
low, mid and high QCs meet acceptance criteria as defined 
above. However, any samp les diluted in a batch with a failed 
dilution QC should be repeated and the value from this batch 
discarded. If more than one dilution scheme was followed in a 
batch of samples, with corresponding dilution QCs prepared 
using different dilution factors, only the dilution QC which failed 
acceptance criteria will be rejected and the assoc iated samples 
repeated. 

F.6.4 Blank Acceptance Cr iteria 

At least 50% of matrix blanks (including carryover blank s, Bl/Bl) and 
50% of control blank s (Bl/IS) must have a response (peak area) less than 
or equal to 20% of the mean accepted LLOQ calibration standards. 
Carryover blanks should be positioned in the run in a manner capable of 
determining assay carryo ver, for example, after each ULOQ calibration 
standard inject ion. 

F.7 Data Reporting 

Concentrations found below the lowest calibration standard concentration , will be 
report ed as below the quantitation limit (<LLOQ). Where no peak is detected 
(ND), the result will be flagged as (<LLOQ). Over-diluted samples falling below 
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the calibration range (assuming insufficient to reassay) will be reported as 
<LLOQ (LLOQ value x dilution factor). 

G. STABILITY/METHOD PARAMETERS 

G.1 Soluti ons 

Param eter Evaluated 
Ana lyte Stability in Stock Solutions at 
5±3°C: 

G.2 Matrix, K2 EDTA Dog Plasma 

Param eter Evaluated 
Room Temperature Stability in Matrix: 
Freeze/Thaw Stability in Matrix: 
Re-injec tion Stability: 
Pos t Preparative Extract Stability: 
Validated Dilution Factor: 
Long-Term Stability in Matrix at s -60°C: 
Effect of 2% Hemo lysis: 
Whole Blood Stabil ity: 
Maximum Batch Size: 
Incurred Sample Reana lysis: 

H. REFEREN CES 

Validated Result 

40 days 

Val idated Result 
26 hours 
5 cycles 

188 hours, refrigerated 
85 hours, refrigerated 

10-fold, 50-fold 
21 days 

No impac t 
4 hours , refr igerated 

93 samples 
Successfu l 

Study Reference 

Bl85 -18 

Study Reference 
Bl85-18 
Bl 85- 18 
B185- 18 
Bl85-18 
B185- 18 
B 185- 18 
B l8 5-18 
B185- 18 
Bl85-18 
M397-18 

H .1 B 185-18: "Method Validat ion Report for the Quantitative Analysis of l:r,oprietary 
l:r?prietary I and !Proprietary I in K2 EDT A Dog Plasma" 

H.2 M397-18: GLP-Multiple (5 weekly) Repeat Subcutaneous Toxicity and 
Toxicokinetics Study with !Proprietary I IPro I in Male and Female Beagle Dogs 

H.3 SRI SOP 006.061, Bioanalytical Sample Analys is 

H.4 SRI SOP 006.062, Bioanalytical Sample Reanalysis 

H.5 SRI SOP 006.063, Reference Mater ial Receipt and Stock, Spiking Solution and 
Calibration and Quality Control Sample Preparation I Expiration 
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I. FIGURES 

1.1 Figure 1. Represent ative l: r?prietary I Chromatogram of a K2 EDT A Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 
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1.2 Figure 2. Representative !Proprietary I Chromatogram of a K2 EDTA Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 
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TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.201 
Page: 19 of26 
Effective: July 12, 2019 .. Subject: Analysis of l: r?prietary I i:r?pr ietary I and !Proprietary I in K2 EDTA Dog 

Plasma 

1.3 Figure 3. Representative !Proprietary I Chromatogram of a K2 EDT A Dog Plasma 
Sample Spiked at the Lower Limit of Quantitation (LLOQ) 

"°""'• In- : ~••l'1f• ~ ...... ,. c,,_.,,,.~,1,~ .lL , ••1 ~ 

c..,co, .. , •• , .... , 11 . 1 .... 111. 
In, "-''f • t?tll 
A:1 . T1•: >:C..:U N .. 
Pm: ~1~01,.io.. : ,.,.lr•• ,iu,;, sue 
l!w··1,,tf•:to<: I 
11,o••• T~,ouol• : ~l. •I "I~ 

~;;.J:;;.-i <l','.:l ,p1 lE(O 

~J. tit,~••- '' Ol r.,~. , .... ,._,,,~, ,.,n 

~~~.~!~ :!:'.:: f:: ·• 7-W 

~:";:7:'.: 11: ~/I a,n 

... 

••1!• lndu 
5Mfl•T1po : Su,,.,t1 

~ .. 1,,;;~:~•~;,,, !:,. 1·n 

11Ll'NI~ 
1, 1;. , i, Ml 

JNr . l,lo,,rnt«: ""'l11t nu,!: 
• •·h,"') fo~\N: i: 
~., .. ro ... ,mi., 11•. B '"' 

~~::. ?.::~:~ 102 Di:< 'F, 
tt l~ltfi<: II 

h". h,al J..tU: : . IQ 

!~::;:!~ ::::., }l I~ 

h;e«••·•U : LH '"' 
Q14 Ro:.ou,o ~T: llo 

.. , 
Q~ Q& QI QI QI 10 1 1 U U Ii I ~ I & 11 U It '20 l! ll n l ' 1,.., ... 

SRI PROPRIETARY I CONFIDENTIAL 

G-72 

, ... 

0~ M O.T M DJ 1.0 t i 12 1J 1., U U IT 1.8 1.9 lJ> l.1 l.2 lJ l.• 
r ... , ... 

Obtained via FOIA by White Coat Waste Project



.. 
TEST METHOD 
Classification: Project 
Supersedes: 106.201 (06/12/19) 

TM No.: 106.201 
Page: 20 of 26 
Effective: July 12, 2019 

Subject: Analysis of l: r?prietary I i:r?prietary I and !Proprietary I in K2 EDTA Dog 
Plasma 

J. ATTACHMENTS 

J.1 Extraction Form (SRI Form 106.201A) 

J.2 Methodology and Reagent List (SRI Form 106.201B) 

J.3 Instrument Analytical Conditions and Reagents (SRI Form 106.201C) 

J.4 Instrument Reagent Preparation (SRI Form 106.201D) 

J.5 Extraction Reagent Preparation (SRI Form 106.201E) 

SRI PROPRIETARY I CONFIDENTIAL 

G-73 
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I Study ID: I Batch ID: 

EXTRACTION FORM 
Preparation of Calibration Standards in Matrix 

Nominal 
Calibration Spiking Solution Spiking Matrix Final Matrix 

Standard Spiking Solution Concentra tion Volume Volume Volume Concentration 
ID ID (ul!:/ml) (ml) (ml) (ml) (n,g/ml) 

Std-1 Std-5 0.100 I 0.100 / 0.500 0.0250 0.475 0.500 5.00 I 5.00 I 25.0 
Std-2 Std-5 0.100 I 0.100 I 0.500 0.0500 0.450 0.500 10.0 I l 0.0 / 50.0 
Std-3 Std-5 0.100 I 0.100 I 0.500 0.100 0.400 0.500 20.0 I 20.0 I I 00 
Std-4 Std-8 1.00 I 1.00 I 5.00 0.0250 0.475 0.500 50.0 I 50.0 I 250 
Std-5 Std-8 1.00 I 1.00 I 5.00 0.0500 0.450 0.500 100 I 100 / 500 
Std-6 Std-8 1.00 I 1.00 I 5.00 0.100 0.400 0.500 200 I 200 I 1000 
Std-7 Std-9 10.0 I 10.0 I 50.0 0.0250 0.475 0.500 500 I 500 I 2500 
Std-8 Std-9 10.0 I 10.0 I 50.0 0.0500 0.450 0.500 1000 I 1000 I 

5000 
Std-9 IProprietaryl Stock A/B; 1000 0.0100 0.930 1.00 10000 

IProorietar I Stock A/B; 1000 0.0100 10000 
IPro12riela!J'.I Stock A/B 1000 0.0500 50000 

Preparation of Quality Control Samples in Matrix 
Quality Nominal 
Control Spiking Solution Spiking Matrix Final Matrix 
Sample Spiking Solution Concentration Volume Volume Volume Concentration 

ID ID (ug /ml) (ml) (ml) (ml) (ng/ml) 
QC- Low QC-Mid 0.400 I 0.400 I 2.00 0.0375 0.9625 1.00 15.0 I 15.0 I 75.0 
QC- Mid QC-Dil 5.00 I 5.00 I 25 .0 0.0800 0.920 1.00 400 I 400 I 2000 
QC- High QC-Dil 5.00 I 5.00 I 25.0 0.160 0.840 1.00 800 / 800 I 4000 
QC-Di l !Proprietary! Stock A/B; 1000 0.0100 1.930 2.00 5000 

IProorietar I Stock A/B; 1000 0.0100 5000 
IPro12riela!J'.I Stock A/B 1000 0.0500 25000 

Species ____ Anticoagulant/Matrix: _______ Matrix Supplier: _________ _ 

Lot: ______________ Matrix Expiration Date ___________ _ 

Pipette IDs: _________________________________ _ 

Ca libration Spiking Solution: _______________ Expiration Date: ______ _ 

QC Samp le Spiking Solution: _______________ Expiration Date: ______ _ 

Prepare d by: ______ Date: ______ _ 

SRI Form 106.201A 
07/ 12/ 19 

SRI PROPRIETARY I CONFIDENTIAL 
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Study ID: I Batch ID: 

METHODOLOGY AND REAGENT LIST 

Step Step comp leted 

I 

2 

3 

4 

5 

6 

Description Equipment or Pipettes used 
Transfer 0.0200 ml of each calibration standard, QC 
sample, study sample and blank into separate 1.50 ml 
microcentrifuge tubes 
Add 0.100 ml of0.2% acetic acid in methanol to the 
matrix blanks. Cap and vortex for approximately 
5 seconds. 
Add 0. I 00 ml of the Internal Standard Spiking 
Solution to each calibration standard, QC sample, 
study sample and control blank . Cap and vortex for 
approximately 5 seconds. 
Centrifuge tubes at approx imately 18000 g for 
approximately IO minutes . 
Transfer 0.0250 ml of the supernatant into a 2.00 ml 
HPLC vial containing 1.00 ml Reconstitut ion 
Solution . Cap and vortex br iefly to mix. 
Store on the autosamp ler (set po int 5°C ± 3°C) or End of extract ion (time): 
refrige rated (5°C ± 3°C). 

0 EppendorfRepeater Plus I M4 (circle one) Equipment ID: ________ Exp: ____ _ 

Dilution Scheme Add ul sample to ul control matrix and vortex. 
( I : ) 

Dilution Scheme Add ul sample to ul control matrix and vortex. 
( I : ) 

Dilution Scheme Add ul sample to ul control matr ix and vortex. 
(1:__) 

Procedure Perfonned by: ____________ Date : __________ _ 

SRI Form 106.201B (Page I of2) 
07/ 12/ 19 

SRI PROPRI ETARY / CONFIDENTIAL 
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Pipettes: 

(check) 
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I Study ID: I Batch ID: 

METHODOLOGY AND REAGENT LIST (cont.) 

Additional informati on, if required: 

Test Mix Dilution: Remove the Test Mix in 2% acetic acid in methanol from storage 
(ID: ___________________ Exp: _______ _, and remove 0.0203 ml of 

this solution and place into a separate HPLC vial containing 0.0203 ml of internal standard spiking solution and 
0.959 ml of Reconstitution Solution. Store with batch. 
Pipettes: ____________________ _ 

Reagent Description 

K2 EDT A Dog Plasma 

Internal Standard 

0.2% Acetic Acid in Methanol 
(Diluent) 
Water:Methanol (90 : IO v:v) 
with O .1 % Acetic Acid 
(Reconstitution Solution) 

Initial/Date: 

SRI Form I 06.20 I B (Page 2 of 2) 
07/ 12/ 19 

REAGENT LIST 

Assigned ID Supplier 

NA 

NA 

NA 

NA 

SRI PROPRI ETARY / CONFIDENTIAL 

G-76 

Lot # Grade Exp. 

NA 

NA NA 

NA NA 

NA NA 
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I Study ID: I Batch ID: 

INSTRUMENT ANALYTIC AL CONDITION S AND REAGENTS 

HPLC Column ID. Vendor: 
Phenomenex Synergi Polar RP Description: 

100 x 2 mm, 4µm Dimension: 
SIN: 

Column Heater Equipment Tracking #-
Column Temp (Set Point 

Set Point oc 
25°C) 

Pump ID Equipment Tracking #-
Pump Pressures at Start osi 

Autosampler ID Equipment Tracking #-
Autosampler Temp (Set 

Set Point oc 
Point 5°C ± 3°C) ---

Mass Spectrometer Equipment Tracking#-

Mobile Phase A 

Mobile Phase B 

Needle Rinse I 

Needle Rinse 2 

Number of Conditionin g 
Injections 

NA: Not Applicab le 

Initial: Date: ------ --------

Additiona l Comments I Incidents during analysis : 

SRI Form 106.201C 
07/ 12/ 19 

SRI PROPRIETA RY I CONFIDENTIAL 

G-77 

Calibration due date 

NA 

NA 

NA 

NA 

Exp. Date 

NA 
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INST RUMEN T REAGENT PREPARATIO N 

Study Number: ___________ _ 

Mobile Phase A: 
Assigned ID: ___________________ _ 

2% Acetic Acid in Water 
Add ___ ml (nominal 20.0 ml) of acetic acid to ____ ml (nominal I 000 ml) of Milli-Q Water. This solution should 
be stored at room temperature for up to one month after preparation. 
Expiration Date: ________ _ 

Mobile Phase B: 
Assigned ID: ___________________ _ 

0.1 % Acetic Acid in Aceton itrile 
Add ___ ml (nominal 1.00 ml) of acetic acid to ____ ml (nominal I 000 ml) of acetonitrile. Thi s solution should be 
stored at room temperature for up to one month after preparation . 
Expiration Date: ________ _ 

Needle Riase 1: 
Assigned ID: ___________________ _ 
Acetonitrile:Isopropanol (80 :20, v :v) with 1% Ammonium Hydroxid e 
Add ____ ml (nominal 400 ml) of aceton itrile to _____ ml (nominal I 00 ml) isopropano l and add ____ _ 
ml (nomina l 5.00 ml) ammonium hydroxide in a g lass bottle. Th is solution should be stored at room temperature for up to one 
month after preparation . 
Expiration Date: ________ _ 

Needle Rinse 2: 
Assigned ID: ___________________ _ 

Water:Methanol (90: I 0, v:v) with I % Formic Acid 
Add ____ ml (nominal 450 ml) ofMilli-Q water to _____ ml (nominal 50.0 ml) methanol and add ____ _ 
ml (nominal 5.00 ml) formic acid in a glass bottle . This solution should be stored at room tempera ture for up to one month after 
preparation. 
Expiration Date: ________ _ 

Milli-Q water: Decanted from Milli -Q unit on the day of use. Un it ID: _______ Exp: _____ _ 
Is resistivity ~18 .0 MQ-cm? Y I N (circle) ls TOC <50.0 ppb? Y / N (circle) 

Ammoni um Hydroxide: 
Supp lier: Lot: Grade: Expire: 

Acet ic Acid: 
Supplier: Lot: Grade: Expire: 

Formic Acid: 
Supplier: Lot: Grade: Expire : 

Methanol: 
Supplier: Lot: Grade: Expire: 

Acetonit rile : 
Supplier: Lot: Grade: Expire: 

lsopropanol : 
Supplier: Lot: Grade: Expire: 

Prepared by: Date: 

SRI Form 106.201D 
07/ 12/19 
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EXTRACTION I STOCK REAGENT PREPARATION 

Study Number: ___________ _ 

0.2% Acetic Acid in Methanol (Diluent): 
Assigned ID: ___________________ _ 
Add ____ ml (nominal 0.400 ml) of acetic ac id to _____ ml (nominal 200 ml) of methanol. This 
solut ion should be stored at room temperature for up to one month after preparat ion. 
Expiration Date: ________ _ 

Water:Methanol (90:10 v:v) with 0.1 % acetic acid (Reconstitution Solution): 
Assigned ID: __________________ _ 
Add ____ ml (nominal 0.200 ml) of acetic acid to _______ ml (nominal 180 ml) Milli-Q water and 
_____ ml (nominal 20 .0 ml) of methanol. This so lution shoul d be stored at room temperature for up to one 
month after preparation. 
Expiration Date: ________ _ 

Test Mix (System Suitability): 
Assigned ID: __________________ _ 
To prepare at the LLOQ level , spike 0.0100 ml of the 1.00 mg/ml 1.--P-ro-pr-ie-ta-,r!and !Proprietadstock solutions and 0.0500 
ml of the 1.00 mg/ml !Proprietad stock solution into 9.930 ml of Diluent Solution. Vortex, remove 0.100 ml, and add 
to a vial containing 0.900 ml of Diluent Solution. Vortex, remove 0.0100 ml, and add to a vial containing 0.990 ml 
of Diluent Solution. This solution may be stored refrigerated for up to 3 months from the date of preparation. On 
the day of use, remove 0.0203 ml of this solution and place into a separate vial containing 0.0203 ml of internal 
standard spikin g so lution and 0.959 ml of Recon st itution Sol ution. Expiration Date: __________ _ 
Storage Unit / T emperature: _________ _ 

Milli-Q water: Decanted from Milli-Q unit on the day of use. Unit ID: _______ Exp: ____ _ 
ls resistivity c".18.0 MQ-cm? Y / N (circle) Is TOC <50.0 ppb? Y / N (circle) 

Acet ic Acid: 
Supplier: _______ Lot: _______ Grade: _____ Expire: ___ _ 

Methanol: 
Supplier: _______ Lot: _______ Grade: _____ Expire: ___ _ 

!Proprietary! Stock Solution ( 1.00 mg/ml) ID: __________ _ Expire: ___ _ 

IProorjetar I Stock Solution ( 1.00 mg/ml) ID: ----------- Expire: ___ _ 

!Proprietar I Stock Solution ( 1.00 mg/ml) ID: __________ _ Expire: ___ _ 

Internal Standard Spiking Solution ID: __________ _ Expire: ___ _ 

Diluent ID: ----------- Expire: ___ _ 

Reconstitution Solution ID: __________ _ Expire: ___ _ 

Pipettes : _________________________ _ 

Prepared by: ______ Date: ____ _ 

SRI Fonn 106.201 E 
07/ 12/ 19 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix G-5 

BIOANALYTICAL CERTIFICATES OF ANALYSIS 

G-80 
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Product Name: 

Catalog No: 

Lot No: 

Date: 
Re Test Date: 

MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicalisotopes.com 
URL: www .medicalisotopes.com 

CERTIFICATE OF ANALYSIS 

!Proprietary Info 

Proprietary 
Info 

June 2017 
June 2024 

Method of Analysis : 
1 H-NMR and Mass Spec 

Purity: 
Chemical purity: 98% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
Pale Beige Solid 

Melting Point: 
N/A 

Solubility: 

Isotopic purity: 98% 

Molecular Weight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 

l 110111:;--I , 
/ ). 3 

- f' 

Li#,~ 12/t)J/ /f 

NIA -20°C in freezer. Under inert atmosphere 

Additional Information: 
NMR and MS conforms to structure 

Redacted by agreement 

G-8 1 
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MEDICAL ISOTOPES, INC. 
100 Bridge Street R r:J Cl! 2 --1. / 317_ 

• .i /;'/. 1 Pelham, NH 03076 USA 
Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicalisotopes.com 
URL: www .medicalisotopes.com 

CERTIFICATE OF ANALYSIS 

Product Name: 

Catalog No: 

Lot No: 

Date: 
Retest Date: 

!Proprietary Info I 
Proprietary Info 

April 2016 
April 2020 

Method of Analysis: 
1 H NMR and Mass Spec 

Purity: 
Chemical purity: 97% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
Pale Yellow Solid 

Melting Point: 
N/A 

Solubility: 
N/A 

Additional Information: 

Isotopic purity: 99% 

Molecular Weight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 
-20°C in freezer , Under Inert Atmosphere 

1 H NMR and mass spectra conform to structure. 
TLC: Single Spot 

Redacted by agreement 
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MEDICAL ISOTOPES, INC. 
100 Bridge Street 
Pelham, NH 03076 USA 

- Tel: 603 635-2255, Toll Free: 800 374-9513 
Fax: 603 635-2448 
E-Mail: info@medicallsotopes .com URL: www.medicalisotopes.com 

CERTIFICATE OF ANALYSIS 

Product Name: 

Catalog No: 

Lot No: 

Date: 
Re Test Date: 

Proprietary Info 

October 2016 
October 2020 

Method of Analysis: 
1H-NMR, HPLC, and Mass Spec 

Purity: 
Chemical purity: 97% 

Molecular Formula: 
!Proprietary Info 

Appearance of Product: 
White Solid 

Melting Point: 
N/A 

Solubility: 
N/A 

Additional Information : 

Isotopic Purity : 99% 

Molecular j eight: 

Stability: 
N/A 

Boiling Point: 
N/A 

Storage: 
-20°c in freeze r 

NMR and Mass Spec conforms to structure 

Redacted by agreeme nt 
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~§~ 
Convention 

Certificate 
Proprietary Info 

Copyright 2016 The United States Pharmaco peial Convent ion. All rights reserved. 

USP Certificate 
Page 1 of 2 
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Certificate Date: 15Aug2017 
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~§~ 
Convention 

LABEL TEXT 

Calculation Value 

us~ REFERENCE STANDARD 
!Proprietary Info 350 mg 

For quantitative applications, determine the water content 
titrimetrically at the time of use. Use as is material and correct 

weight for water content. Use a value of 0.997 mg of jProprietaryj per 
mg of material on the anhydrous basis. Keep container tightly 

closed. Protect from light. Store in a refrigerator. 

USP , 12601 Twinbrook Pkwy , Rockville , MD , +1-301-881-0666 
Cat. No. 1370101 Material mfd. in India 

r edacted by agceemeol 

Quality Assurance 

-o-
0::: -r--r--
0 
0::: 
.:.:-
0 
...J -iiiiiiii 

If a value is not provided on the label or accompanying documentation and the Reference Standard has a quantitative USP compendia! 

application, a value of 100.0% is used. The purity value is not applicable for qua litative uses. Please refer to the specific Reference 

Standa rd label for further info rmat ion. 

Expiration 

Current lots are ident ified in the current USP Cata log . In some cases, the prev ious lot may sti l l be considered va lid for use. If so, i t is 

ident ified in the co lumn marked "P revious Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is current o r valid when used. For the most up -to -date information, please 

refer to the USP Store at www.usp.org. 

Instructions for Use 

Follow the instructions on the labe l of the USP Reference Standard and in the appropr iate USP documentary standard(s). 

Non-Mono graph Use 
The suitability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTICE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMP LIED, INCLUDING W ITHOUT LIMITATION ANY WARRANTY OF MERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 
QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. WITHOUT LIM ITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as med ical devices. 

This certificate may not be reproduced without the express wr itten permission of USP. 

Copyright 2016 The United States Pharmacope ial Convent ion. All rights reserved. 

USP Certificate 
Page 2 of 2 
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USP Template No. CERTl_ 4-04 

Effective 21Jan2016 Obtained via FOIA by White Coat Waste Project



~§~ 
Convention 

Certificate 
Proprietary Info 

Copyright 2015 The United States Pharmacope ial Convent ion. All rights reserved. 

USP Certificate 
Page 1 of 2 
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Certificate Date: 13Mar2015 
USP Template No. CERTl_ 4-03 
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~§~ 
Convention 

LABEL TEXT 

... (JSP. REFERENCE STANDARD 
!Proprietary I 200 mg 

! Warning! Harmful if swallowed. Causes skin irritation. 
Causes serioos eye irritation. 

Do ~ For quantitative applications, use a value of 0.993 mg 
of Lemo.d per mg of material on the as is basis. Keep container 

tightly closed. Protect from light. 
USP. 12601 TvMbrool< Pirll)' , Rock'Jile, MO, +1..301-881-0066 

CAT No. 1604803 Mateiial mid in Italy 

Redacted by agreement 

Calculation Value 

Wash ttioroughly afler handRng. Wear prolecbve gloves. Wear 
eye/face prolaction. If swallovie<l: Cal a poison center/doctor if yoo 
feel unwell. Rinse mouth. If 011 skin: Wash Mfh 
plenty of water. If skin ,rntation occurs: Get medical 
80/ice/attentoon. Take off c0<1laminate<l 
clothing and via sh before reuse. II ,n eyes: Rmse caut,ously wrth 
waler fo.-S8V0ral minutes. Remove co,~act klnses, ii present and 
easy to do. Continue rinsing. If eye imtat,oo persists: Get medical 
a<Jvice/atlenhon. Dispose of co11te,~s/conlai11er in accordance mth 
locaVreg,onal/nat,onal/internat,onal regulations. 

If a value is not provided on the label or accompanying documentation and the Reference Standard has a quantitative USP compend ial 

application, a value of 100.0% is used. The purity value is not applicable for qualitative uses. Please refer to the spec ific Reference 

Standard labe l for further information. 

Expiration 

Current lots are ident ifi ed in the current USP Catalog . In some cases, the previous lot may still be considered valid for use. If so, it is 

identified in the column marked "Previous Lot/Valid Use Date." 

It is the responsibility of each user to determine that th is lot is current or valid when used . For the most up -to-date information, please 

refer to the USP Store at www.usp.org. 

Instructions for Use 

Follow the inst ructions on the label of the USP Reference Standard and in the appropriate USP documentary standard(s). 

Non-Monograph Use 

The suitability of this Reference Standard for use in non-compendia I applications is solely the responsibility of the user. 

LEGAL NOTICE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMPLIED, INCLUDING WITHOUT LIMITATION ANY WARRANTY OF MERCHANTABILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 

QUALITY. USP'S LIABILITY ARISING OUT OF OR RELATING TO THE SUPPLY OF USP REFERENCE STANDARDS AND THIS CERTIFICATE SHALL 

IN NO EVENT INCLUDE LOSS OF PROFITS, COST OF PROCURING SUBSTITUTE GOODS OR SERVICES, OR ANY INCIDENTAL, INDIRECT, OR 

CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. WITHOUT LIMITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 

THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WILL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs, dietary supplements, or as medical devices. 

This certificate may not be reproduced without the exp ress written permission of USP. 

Copyright 2015 The United St ates Pharm acope ial Convention. All rights reserved. 

USP Certificate 
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USP Template No. CERTl_ 4-03 
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Certificate 
Proprietary Info 
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~§~ 
Convention 

LABEL TEXT 
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US{E REFERENCE STANDARD 
jProprietary Info 15mg 
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This is the monohydrate form of !Proprietary Info ! Do not dry. 
Keep container tightly closed. Store in the refrigerator . 

USP, 12601 Twinbrook Pkwy, Rockville, MD, +1-301-881-0666 
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If a value is not provided on the label or accompanying documentation and the Reference Standard has a quant itat ive USP compendia ! 

applicat ion, a value of 100 .0% is used. The purity value is not app licable for qualitative uses. Please refer to the spec ific Reference 

Standa rd label for further informat ion . 

Expiration 

Current lots are ident ified in the current USP Catalog. In some cases, the previous lot may still be considered valid for use. If so, it is 

identified in the co lumn ma rked "Previous Lot/Va lid Use Date." 

It is the responsibi lity of each user to determine that th is lot is cur rent or valid when used. For the most up-to-date information, please 

refer to the USP Store at www.usp.org. 

Instru ction s for Use 
Follow the instructions on the labe l of the USP Reference Standa rd and in the appropriate USP documenta ry standard(s). 

Non-Monogr aph Use 
The su itability of this Reference Standard for use in non -compendia I applicat ions is sole ly the respons ibil ity of the user. 

LEGAL NOTI CE 

USP WARRANTS GOOD TITLE TO USP REFERENCE STANDARDS ON DISPATCH FROM USP. THE FOREGOING WARRANTY IS IN LIEU OF 

ANY OTHER WARRANTIES, EXPRESS OR IMPLIED, INCLUDING WITHOUT LIMITATION ANY WARRANTY OF MERCHANTAB ILITY OR FITNESS 

FOR A PARTICULAR PURPOSE, OR ANY WARRANTY THAT THE PRODUCTS, INCLUDING THIS CERTIFICATE, ARE OF MERCHANTABLE 
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CONSEQUENTIAL DAMAGES OF ANY KIND, EVEN IF USP IS AWARE OF THE POSSIBILITY OF SUCH DAMAGES. W ITHOUT LIMITING THE 

GENERALITY OF THE FOREGOING, USP DOES NOT WARRANT THAT THE USE OR RESALE OF USP REFERENCE STANDARDS, INCLUDING 
THEIR USE TO PERFORM TESTS AND ASSAYS PUBLISHED BY USP, WI LL NOT INFRINGE UNITED STATES OR ANY OTHER PATENTS. 

USP Reference Standards are not intended for use as drugs , dietary supplements, or as medical dev ices. 

This certificate may not be reproduced without the express wr itten permission of USP. 

Copyr ight 2015 The United States Pharmacope ial Convention. All r ights reserved. 
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4.25 
no 

,ec 
rJ.n 

8••• 1'o ~•s• 
~ .25 lain 

.l.68i3 COWlt:J 
6. He•00.3 cps 

4. 12 at.n 
4,34 :,,.in 2000 

1500 

1000 

600 

•- --

Modi.fled: No 
Proc. Al9odtbfn : An.llyat Cbuic 
8unchi ng !'actor: 2 
Moi .!I• ThN.11hold: 74 .35 c:p~ 
Are-o 'th.rf!eMld~ 31 L 11 "'P" 
,Ni.a,. s:noot.ha: 1 
S•P- Vidt.h: 0 . OD 
S•p. Hc.1.9hl; 0, 01 
txp. i'eak ~ti.o: S.00 
t.xp. Ad1. R.at:i.o: 4 . 00 
Exp. Val. btl.O: J.00 
RT Window: 10.0 
EXJ)f!!Cted .RT: 1.24 111ln 
uae Relat i ve "RT: Ho 

Int . Type,: Bue To eu• 
M•t•ntiQll. T~: 4 .2 4 n.in Ar••= 5U9ll CO\lnlJI 
He.19h-~: 2.01e+OOS cpa 
Sta.rt: T.i-; f.15 IUn 
&ndTim. e-: 4.4.l a.in 

... 4.0 ,:~·.. ..~6 ..• 5-0 5.2 i 

2.0.51 

1 995~ 
I 

1 S.5~ 

1 7-5 ..; 

1 .885 .. 

1.S.S 

1.485 

',.. 
1.2a5 

Ji. ',.. 

f ' 9.0. 4 1 

3.4 

.,. 

38 

3.S •• •• • 2 4.4 

4.1 ,.s 5.0 5.2 

., SJl 
I 

34 '3.6 
.., JDl... ttm.._ ~----..JJ""""'"----------~ff~}'.£edfi~TV:f@'.~ ··y:~.:) ~: 1:~1~~~ ill ~ ""1Jime:~on- S~IO--:-;-,.. - F="t19 ''M397-11,,MF1.Jr• 

jo::;:;.,-;,...f,.,,n
1 

I Mtq(n) "211tl.100/178.!00Da~ 
Mti. ;:uu1sm -

' SillllPhi ind. •x: J 
Sample Type: Unknown 
Cct!'ICffltt'.U:icn: N/1\ 
Calculat:M Cone: 37.8 r.q/aL 

. ~- ~t.•: S/J0/2019 
I AoQ. Ti.Ille; 11 :l9:20 AM 

Kodifi•d: No 
( P.roc. Alqo.dUw : An~ly:Jt. Cla..,:stc 

isunchin9 !"actor: 2 
Noise Threahold : 38.17 cp::i 

' "'-r•a Thraaholcl: 190.93 -cp:s 
r , tti..,u. S:nioot.h, : 1 

I 
sop. W"i,.dth: 0.00 
Sep. H•igtit: 0.01 

::: ::;~ :::t:! !:~~ 
Exp. Val. Ratio: 3.00 

, Rf window: 10.0 
1 Expected RT : l. 45 i;i,i.r, 
; U~e ile l ative .RT: Ne 

; Int. Typ• : 
, F:etenti.o.i Tiae: 

t ~r~t: 
j St:.art TUN: 

f:M Tlll.8: 

8ase To B;ua 
1.41) min 

3SS51 count-, 
1 . 7 ta•003 cps 

l-34 ID.in 
1.62 Plin 

,ooo 

''°" I 1000 

2500 

2000 

1500 

1000 

SOOi 
I 

o.t....... ,-., -
06 0.8 10 

:5.uip.L• 1.nde.it: l 
S.u:ple 'lype-: Unkn<IVr'I 

l ccncent.r.ation: 1.00 ng/111.L 
Calculated Com:: U/A 

I ~1'.1- O•'-~= S/l0/2019 
A<;q. Ti-.e: 11:39:20 A..'i 

ModJ.fiMI: .No 
P.coc . Ai9or.i.tt-: Analyat Claaaic 
~unching f'•ctor: J 
Nohe fl,cHhold; 12.3. 79 cps 
A.raa 'l'hushold: 618.9S cps 
,Nua. saooth5: 1 
Sep. Widt.h: 0.00 
3•P· Kat.ght: 0,01 
zx p. P•ak P..iitio: 5.00 

' ::~: ~L ::::~~ ~:~~ 

I :!p:~~~: 1t:2 
u:se Relati ve RT: No 

Int: . Type: &a•• To IJ.i:i;c 

I 
Retent.J.on Tu ::e,: l.42 m.in 
M•~: 105',972 count:io 
Hei9ht: 2. ue+oos cpa 
S tace Tl.lH: 1.22 Ill.in 
End ':".u:R: !.9S !II.in 

' 12 1.4 1.6 U 2 .0 2'2 2.<t i 

2.Hdl 

2.0e5 J 

, ... j 

:: j 
1.8ri j 

1 .... , 

1.•.5 j 
1.3&51 

' fr 1.2m I 

i' 1 ,.sl 
I 1 .... ; 

..... i 
8.o.4; 

1.0-4 

0.0------- - --' 
0.8 0.8 

'-------------- __________ ..JJfnfLJ!in_ ----------------

1.0 1.2 u.::..'li~ 1 a 2.0 22 2 .. j 
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Batch Name: M397-18-MF1.dab Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

1
1 ~ ~Candiban .. Sa~ 1D: •• f1i.~7•1.&-MF1.wiff' 

_ Dr n n ri o f~ n , l,! --c••):-s29,300#447.2000a 
mrnitlu. Mi6Sitiiii '. "" 

'i1 $up le Iridex: 4 

t ~:!;t~~: ~:" 

l' Calculated Com:; 7.0~ nq/QL. 
Mg. Dilt•: 5/30/2019 

I, Ai:q. Tine: 11:48:42 M 

' Moditied: N':) 

1 Proc. Alqoritha: Analyst clasnc 
8\Clehing Faetcr: 1 
Noua 1'hN!shold: 14 .2 1 cps 
ArH . Ttu;nhDld; 71. 04 qi:, 
, N\W, saoot'.h~: l 

I 
Sep. lfidth: 0.00 

.

I. ::: ~f :!~t~: ::~g 
I 

Si!p. Hei.Qht: 0.01 

, ~,;p. 11"1. R.-ti.o: l.00 
' P.T' lti,l'Wl.ow: 10 .0 S&C 

i, ~~~!~t:~ RT: ~27 .mn 

lJ 

II ~;~;n!r~=TJ.roe: 
11=~t: 
1 Sta.i:~ '!'ir:.- : 
, gnd TiTN: 

Bas& To Bas& 
4.26 min 

12793 counts 
5. lk+-003 cps 

4.17 lft1..n 
4.34 IIU.D 

4.26 

1,00 

1000 

500 

3.4 3.8 U 4.0 42 44 .. 6 ... 

,.....,. 
Sa:wph Index: 
!SU1Pl.e ~ : 
Con.c-.ncl'"a.c.ion: 
Co.lc.ulatf!-d Cone: 
l\Cq. Du•: 
Acq. T1.0• : 

• 
""""""' 1.CO nq/mt, 

K/A 
5/J(l/2019 
ll:48:42 AA 

Modilied: Ko 
PN>e. Algo:cithll: Andyst Clit:Hic 
nunchingi ril.ctoc: 2 
Moue 11lreahold: ll9,8G t:p!I 
Ac'c.a 1'l'll'et1hold: S9Y.29 cp:, 
,!fum. sooeths: 1 
Sep. 11.i.dth; C.00 
Sep. K•ifiht : 0.01 
B!!:p. '8alt Ratio: s. oo 
Bxp, Adj. R-t.tl.O: 4 ,00 
ltxp,. Val. Ratio: 3. 00 
ftT Window: 10.0 s • c 
Kapu;ted RT: 4 . l6 
U•• St• I,n.tve RT: No 

Int. T)'r'Q: 911,,.e To Ba9e 
Retention Tim•= •. ZS min 
Area: 97S302 OOW1t!S 
"•tqht: 3. 6?• • 005 cps 
S\«tt TJ.ffill: 4.17 
&w l'.i.:-,:: 4 . 4.l 

3.6-6' 

3.usl 
I 

4.20 

J.:>•"j 
3.0.S 

2.&.5 

, ... 
2 .... 5 

22•5 

~ :2.0e5 i 

t 1.S.S 

I , .... 1 
14e5 • 

1,2eS , 

1.0.S j 

8.0.4 l 

60.4 J 

40.4 

2.0o• 
0.0 •-• •.. ------- ~~ I 

3.8 •.O 4 ,2 4 4 4.6 • II S.O 52 

·~ - - ~ ___ _ nn,,..mkL -
'i I SMpla Nama .C'.()ndlllon" 5amp1a_10:- FiM-. "M~, -,_8-MF1.wrtr 

, lf?uWiibrJnt'k'?.fu.J , ... _.") 721
300f298

1
000. 

S:o --;.,J 
----~~ Ti':~• iii5]ii .... i?i::·-co~-il!!!-=::·:::J~=-- io · - FIie: -M!ii7-l&-Mf1.w,ft"' 

P rn n ri o t~n, lnf n Man(HI '"727.'400l302,200Da" 

--==--=-- --- '!ml.~ 

; Sarnpl~ lndic.11.: 4 
· ~~11!: T~: Un.tn.a,.r.,i 

conc•ntcation: K/A 
Calcul•t.d Cqm;:: 6.97 n9/IDI, ~ 
Aoq. D;a.te: S/30/2019 
Aeq . Tica: 11:48:42 AH 

I M::,d.H°led: ?io 
,000 

IJ ~~hl~g:!~;:: ~!~st Clu&ic 

Nobie thnShlll.d: 20.59 cps 4500 

A.t•11 'ftu;•::,,hol.~ ·. lGl.')!i. cps 
,Nl.lrn. Smooth,: l 
Sep. Width: 0.0!> 
Sep. Hei,ght: 0.01 
!txp. Peak Ratio: 5.00 
&~. Adj. Ratio: 4.00 
,::,cp. Val.. Ratio: 3.00 

•000 

3000 

Rf' Vind.OW! 10.0 SSC 
S.xpect.9Q RT: 4.2:i .ltl.l..n l UH Rcl•tive RT: No 

f Int. 2'~: D•~• To !•:ic 

F !::~uon TiJtlu: 1se•!·2•«~: 

I 
l-f~i9ht: 5.6 1..,00:J cps 
Start 'rJme: 4.11 ai.n 
.&nd. TJ.-: 4.ll a1.n 

g-
3000 

i' 
i :1 

1600 

,coo 

,00 

0 
34 

l~ - . ""Concitiart' Sarr\'1•10:- File:~ -18--W'1~ w;;:;: .. ; ,.,,4,,........ J . MaM(es). ''288.100f175.100 Oa" 
C8iMt!ht AIJZ:.U "·'"' 

S.-g:ih Ind•x: ' 
3.-ple Type: VnJmoi,,-n 
concentril.t1.oo.: NIA 
Calculated cone: 36.4 n9/illl. 
~ - 0At,t': 5/:30/2019 
~- 1'1tH,: ll : 41l:42: 11H. 

7500 

7000 
Kodifi~: No 
Proc. Al9'0.dtha: Andysc Cla.!IISf.C 

, l'lunch.ino F'actoz:: 2 
;1 Nobii Thre:thold : 31L17 cp:,. 
~ ,A:ea. 1'hruhold: 190.83 cps 

,Nllll. Sfflooths: 1 
$,ip. N'tdth! 0.00 
S1t.i. Hit:1.oht: O. 01 

1 Exp. l"Ht Ratio: S.00 
I r:xp. Adj. R•t.io1 , .ao 

EXJ>. Val. RaUo: 3.00 
Rf Window: lO.Q sec 
Ex~cted Rt': l . 4S l!d.n 

1 Use il.ela.tiv~ RT: H:> 

i Int , Type: &.a&e To Base 
Retention Tbe: 1. 4S r:dn 

85()0 

8000 

5500 

5000 

~ 
45()0 

il: 4000 

I 35()0 

111.c•a: 3668B COW'l.tS 
Heit;fht: 7. 5J.e+003 cps sooo 
Stli 't Ti no: 1. JJ trJ n 
End Tll\e: 1.67 IE:.in 25()() 

2000 

1500 

,oco 

500 

08 •• 

.,. 

•.2 44 
nm..-

''v 

1,0 12 1'e 20 22 ,., 

G-94 

Su,ipl• I nd• :'!:: 
s.&llple Ty-p4: 
Cvt1c:entration : 
calculated cone: 
Ai;:q. 'Bate: 
Acq. TiPl'I:'.: 

• vnk.no',m 
1.00 ng/111?. 

"" S/30/2019 
U:48:42 AN 

Modified: No 
Proc. Alqorithui.: >.i:Mly.,t Clctuic 
Bunching r •cto:c: 2 
Noise Threshold : 74. J.S cps 
Mu Thraeahol.d~ 311.17 cp> 
, l\"Uffl.. St'looths: 1 
$up. 'il'idt:h: 0.00 
Sep. Metgt,.t: : 0. 01 
K;,;p, ·••k 1'at:1o: ~ - O!, 
IQ>. ~j. l\,,,Ll.O: 4.00 
hp. Val. R•t:.io: 3 ,00 
RT Window; 10.0 
1.xp,ected RT: 4, 24 111.!.l'I. 
Use Re.l.a.tiv• il.'I: No 

lttt. Type : ~.H To l'J,1::ic 
R•t•ntion. Tiine: 4 . 23 a.in 
"-'"••: 535412 oount,1, 
Hfli9ht: 2. 05e+OOS cp3 
St•rt Ti11111: t.16 ai.n 
Ind r1e1e: C.J8 ain 

2.0.S • 

1965 • 

1.8a5 · 

1.7e,5 'f 

1.8&5 

1.ses 
1.4e5 

1.385 

1.2•5 

& l.1a5 

I 1.0.S 

i ' 90& • -+ 

a.o.,, 

7.0.4 • 

6.0e-1 

, .... 
,o.• 
3.0.. 

'""' ,.o.• 
0.0 ,. 

I ~ eN11mt:"Conditon'" S~ 10· -· ne:"M397- 18--MF1wlfr' 

ifu;~e*l""lMn!&f£. j Mas6(es): ~ 1001162 10D Oa" 

Sa:npl,e rnd•:o:: • 
Sample type: Untnown 
Concentz:•tion: LOO ng/mL 
Celculoted cone: N/A 2.'Je-5 

~:: ~::! i~;:,~~!\M 2.2,eS 
2.1.S 

Kodi(ied: N"o 
Proc. Alq,:idt:hn: Analyse Classic: 
8unchinq ?•1t;tor: J 
Noue Threshold: Ul.19 cps 
]Uea T'hrea.bold: 619. 9S c:ps 
,Nua. SaoOths: l 
3•P· Wtdth: 0 .00 
S•P· tt,uqht:: 0.01 

t;xp. Adj. bt:lo; f. 00 

I 
t":xp. Pe•k R..a.t:to: S . 00 

exp. v.i. R{ltio: 1.00 
RT W.i.ndow: 10. 0 aec 
Expected St1': l. 42 cl.n 
U~• "R•ht.1ve RT: Po 

Int. t'ype: 6i1H To &as• 
R•t.ent:ton 1't .. : 1 . 42 c.i.n 
Ar••: 1134793 c:ount:, 
Hu.gilt: 2. 37e+OOS cps 
Stut TirM: l.28 r.in 
End Tite: 2.03 r.i.n 

2.M 

, ..... 1 ,_.., 
1,7.e 

1 .., 1 

1."'6 

Ue5 

ii- ,.,.. 
f 

,_,.. 
i 1.1~ 

1.0o5 

, .... 
&Oo4 

, .... ..... 
'·°" 

4 23 

,. 36 4.0 4.2 .... ,_s o ·so ---;:; __ ___ nmo.~m,.__ ___ _ 

.. , 

. .,.. 
3.0e< 

'°" '·°"' 0 Q 
0.6 o., -- - -,.o-- ,-,~,, ,. ,. ,. ,, ..I 

---------------- ____ ..Jlut1o:si,o.o,o. __ 
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Batch Name: M397-1 8-MF1 .dab Project : M397-18 
Results Path : D: \Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~?!: ;-:::wr• S•- ID. - Fioc"M397-1 .... Fhrifl" 
l~~~ -~ M....._"). ~.300/447.200 o.· 

s-.,aple lr.dex: S 
I SAffll)le Type: tlnlmt'IWTI 
l C:ono.n-cration: NIA 

Cdcu.hted C4)!1C: 6.62 rt9/m.L 
Aoq . Dlit•: 5/30/2019 
Aoq . Tta. : 11 : .$8.:04 AM 

...., 
"400 

•,00 ' 
Modified: NO 

· Proc. Al90citM: "'1aly41; Ch-,i ir. 
8un.ehin.q P'actcr: 1 
Not.s• Thr~shold: U .21 cp11 Ar•• fh•i::,hold: 71.04 cps 

I ,tfl.m. S~ths: 1 
·i Sep. l•t'idch: 0.DO 

! Sep. Hu~t..: O.Ol 
Exp. PHk R.i.tio: S .00 
Kx.p. Adj. Ratio: 4 .00 

!f :.rxptn~~: Rat.10: 1~:~o se<: 

Expect.~ P.T: t • ?7 .aun 
UH R9l•ti~ 'RT: No 

tnt:. Type: B••• To Ba:t• 
j' Retention TUt9: 4.26 Ill.in 
1 A&f:a: 12l5l coonu 

I Hei9ht : 4. 79e,.()0l cpa 
: Start TLIH : 4.Zl min 
I snd IUM: t.Jt ~(.I 

•000 I 

=1 
'""' l 
""'i 
3000' 
2000 

~ 2000 

f 2•00 

2200 
.s 

2000 • 

1'!001 
1000 

1400 

1200 

1000 

eoo 
eoo 

= - ------~----, -. 1::!;_..:,,....;:::i,.;;....:::::.:.:;;;:.jf,oi":=""i,,.iii;'.. •M397-18-~ 

•P-cr;,;o,.,o;;,r,.i P.i".t""H'>rv•ln.,f;,;o;.-_. ""Rl"I- ·037 -,_200 o.· 

.,. 

.. , 

SAfflPl& Index: 
Sample TYJM: 
con.c~t.ration: 
C.alculat~ Cone: 
1'c:q. nac:e: 
Acq. Ti11;e: 

' Un kmnM 
1.00 n,q/rcL 
NIA 

5/30/2019 
11 :58:04 AN 

N.od.ifnd: No 
hoc;. Al1JQcitha: Ar::taly9t Clu&ic 
Bunching r.actoz: 2 
Noiae Thre.&hold : 1 19.36 ep., 
A-tea Threshold: 599.29 c;p:::, 
, Nu.a. Smooth.:!: l 
S•g. 'lif.1.dth: G.00 
:cp. Mdl)ht: 0.01 
Exp. hatr ]l.ado : !1.00 
E~. Adj. ~atfo : 4.00 
ZX&>-v.i. Ratio: J.00 
n wind.o-o1: to.o 
Expected RT: 4.U, a.in 
U11• Relative RT: No 

.int:. 'tyPC: Bas@ To 8&11e 
Pet,e.ntion Tint: 4. 26 m.tn 
~.rea: 984746- (.-UUL\U 
Height: 3, 069+005 r:::p:, 
Sta1rt Tb, e: 4-1~ tun 
tl'\d '?'iiu-: 4.42 !Un 

::1 
' 3.o.5, 

=I 
2...0 

, .... 
! , .... 
f 1 ... , 

16o5 

1,4aS 

1.2.s 

10,0 .... 
..... .... L 
2.0.4 

. ,. 

~1 0.0 ... 3.6 3 ,8 3.4 3.8 3.1 4,0 4.2 ,U - 4~6 48 50 5.2 40 4.2 4. 4.5 ,t8 5.0 52 

. -~---- Tirrt,..pli'l....--------"'· -wi:::,...;.i.:ii .... <.:c..oii1io2~ ;;;:; ... r-o--,;i.'."imrn'.;;;;,:;:;;r-----' r1nw.,rrin.. 
i ~3filiifarvJ~ot[u_-cS..:,--~,~::"C:l,.~•,.••- )Pj2,pj~~~·IQL[7-:".;'~~ ~~~;-

sAlf,f)ie lnd~x: S Sample lndu: ~ 
S.ample Type: llnlrnewn 4 24 Sas.pl• Type: Unknown 

i! ~~~:i:~:!t~~: ;~ts nq/ltl. I ~:=!~~i~~c: ~j:o nq/llL 
.1 Acq. Oate: S/30/2019 8000 ~q. Dalt@: 5/3012019 

1

1 Acq. Ti ni•: 11:58:0 4 AM .i\l;q. Tiae: 11:58:04 M 

I Modi.Hod: No ssoo Modlt1ed: No 

I 
Proc. Algorithm.: Analyst c:lauic Proc. Al90.rittn: An•ly::it Cla.ssic 
Bunching Factor: 2 Bwlchi.R-9 , ..,~to'": 2 
>:oh• Thr.shold: 20.SSI cps !iCJOO N(li:!e nu:esh(Jld; 14.35 ~ps 
,.i.:,ca •nu:~~hold.! Ul2.9S cp& Mt1a Thi:•~hold~ 311 . 11 r,;p, 

' ,N\l.111.. $11lQOth.S: l ,NWII. S:sioot.h3: 1 
hp- Wldt:h: 0.00 ~1 !ep. Width: 0.00 
Sap. Hu 9bt: 0.01 Sep. Height: 0.01 
~- Pea k ~t..\.o: !LOO !.:)(p. PHt Ratio: S.GO 
&,cp. Adj. Ratio: 4.00 4CX>O ~P- Adj. Rdicio: • .0 0 
Exp. Val. Flatio: 3.00 &Xp. \fd. Ratio: 3.00 

:-r~~:~i: 1~:!s !r! ~ 3SOC ::p:~::~: l~:~. =~ 
Uae kela.tive RT : N"O r U:11e Reliltivc ftT: ~o 

Int. l'>'P•: 8-6:!e l'o l!la:!e j 3000 I rnt. Type: Bu• To &uc 

1•1 :=!:~t.1.on Tino: tC.94!_24co;!: I :-;;~tion Tiae:52629~-2•-=~: 

1 ~!!~:\.1.me: 6.•°::~~3 :'~ 2MO l ~~!~t~ti:ae: t.99::~~s ~:i 
, En&1l'Ule: 4.31 ain 2000 1 Endti.59: t.40 min 

1000 

1000 

, .... 
1 ... , 

17•5 

,,... 
1.4•5 

& t 1.S 

f t.0.5 

i 9.0.4 

8.0. .. 

70.4 

e,o.4 

5.o., 

2.0e, 

1.0. • 

•.24 

..• ... 8 -s·o 0
·
0 -·1.. 3.e ,e ;o •..2 4 .• , .. 30 •O •.2 

l~ltz! "'~ ~ cc?'°Sa,rci1e10·- - Flle;~7 -18-Mf"1.YWl'fr 

'! ifFJi~fHHlnfiJ~•>: "2819 100111a.100 Oe" 

-----1: - ~....,.-~eName':· -cOQ!Miorl" swr;;ieio·-- rne· .... -3/f/-.-1 .... -,-1.-------- -•·""'---- -
Proorietarv Info Ma..c .. ~·2"'

10°'1112100°"" 
I SUll)le l nclex: 5 
' S~l• Ty~: IJnJmown 
1 Conee 1u:r,ad<in: K/A. 

Ca lcuhtoed Cone: 3 6.J ng/llL 
~cq. Date: 5/J.0/2019 

, Acq, Ti.me: 11:58:04 AA 

7000 

7000 

S~l• Ind•~:: S 
Sa!lpl• Type: Unk.nown 
Conc1mu:•ticn: 1.00 n9/aL 
Ca l culated C()Pc; N/A 
~q. DH•: S/30/.2019 
A.Cq. Tb1t1: 11 :58:04 M 

1.•i 
2,.. 

2.1.s 

2 .... 

Nodit'ied : tfo 
Pttic. Al.gor-t.thD: Ana.lpt c:lauic:: 
Sunching :ract:or: 2 
Hl),lse ThnahOld: le . t'J cp.s 
A.fi!a ThrHh(Jld: 190 .8 3 cps 
1 N'um.. Soooth.1: l 
Sep. W1.dtb: 0. 00 
Sep. Height: 0.0 1 
Exp. Peak Ratio: 5.00 
!.x.p. M1 . SU.tio~ 4.00 
Kxp. Vill.. Ratio: 3 . 0G 
RT Window: 10.0 
£,qM:Cted H: l.45 ~ 
U:ie R-1,ative I\T: No 

'I Int. Type: fta.sa To Base 
Retentaon T1.111e: l. 4 6 mn 

. A.NI.it: 36594 <:O\lnU 

., Height:: 7. 21e+OOJ cp,:i. 
St:.at'C' Ti~: 1.33 ain 
!l!t'ld Ti-: 1.58 &1.n 

"""' 
8000 

S500 

sooo I 
4500 

~ 
4000 

i' 
i 3500 

lOOO' 

'"'° I 

f1od1fhd: No 
P:coc . ,11.)gorlt:ha: Ma l y;St Cla.uic 
!.unc.h.iniil !'•',;toe: ? 
Noise rh.c•::1hold: ll,3.19 cps 
Area Thre s hold: GU. 95 c:p.s 
, Num. S.OoUl.'I: 1 
S•p . Width: 0.00 
.Sci:,. He.igbt:: 0.01 

I 
&;w;p. Peat. R.at:io: 5.CIO 
Exp. MJ. Ratio: t.00 
t;w;p. V•l- llf,til): 3.0CI 
Jl'I Wind~: 10.0 ,9ec 
~xpect•i;i tt: J. 42 llln 
Use Relat i ve ~T; No 

Inc. 'l'ype : eo1!!'• To a.u• 
lece.r\t:iMI Tiae: 1.42 ain 
Ar•• : 1135149 count:i 
Hught: 2.2!1e•OOS cps 
StilC't Ti.IN: 1.31 • i.n 
End tiu: 1.96. ain 

Ue5 

1 .... 

17e5 

1,0.S 

1 .5e5 .... 
1.3e5 

fr 1.296 

f 1.1e5 

'·""" .... ..... 
, .... 

2000! .... .... 
'""'' ..... 
,.,. , .... 

2 .... 
,«> , 

0 
00 a, ~- ~-~-, 

'------- _______________ •o- ~20 2.2 _2._• ... __________________ _ 

10o4 

00 1. 2.0 0.8 o.a 1.0 1.2 1.• ,. 
~ ._ 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: O:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

i I t:t N•,,.:-Condii!on• SampltlD.- f"Ji·"M397-18-M'it\Oo41r 
!~ j~ ~ ,....•---,o.~ . J :~H!i(e&): -&29.300l447 200oa• 

I SaBple I ncl•:<! 6 

l ~=!:t;~~n: Un~ 

I calculated cone: 6.!i8 nq/~ 
A,;q. Da.te: S/.30/2019 

, Acq. 't'ir..e: 12:07:27 PM 

J MOdU'ied: No 
j Pree . Alqoritt-.m: Analyst: Cl ass ie 

Bi..nc.hinq t.cto.c: l 
N<>iH 'lb.i:c:11hol.d: 14.21 CP:1' 

1 Area Thre.shold: 71 . 04 cps 

I 
, N\DII. Smocth:t: 1 

1 .Sep. Width: 0.00 
Sep. Hd,ght: 0.01 

I bp . l'e,111!: ~t:So: $.0(1 
txp . M1. Ratto: •.oo 

, Exp. 'Id. Ratio: 3.00 
1 RT ',il'l..ndO'o': 10,0 

Expecced RT: ~ .27 al. D 
Use Relat 1ve RT: No 

Int. Type : 
R•til'ntion Titie : 
AJ:IUI: 
Huqht: 
S tut Tiu : 
£nd Time : 

&.:,c T(I Base 
4.2Ei W.n 

U243 CClllnU 

4. S2e+OOJ cp.» 
<L2L •in 
4, :35 ai n 

3800· 

2200 

2000 

1000 

1000 

1400 

1200 

""" 000 

000 

""' 
""' o-- --.. ... 

~ • :"•er •: ~~- •-• 10. - ~,, ,.,iif:;il'.l1Ji1""" u~wfa£e18&:Jo.&1-.. ~ "72l -- ,.., o.· 
SN!!Ph Index : 6 
SaopL• Typ,c: Unkno-,,n 
concentriltion: NIA 
cal c.uht~ cone: 1.54 11q/ml. 
Acq. tla te: St:30/20U C:0)0 
Acq. TUN: 12:01:27 PM 

1 1'tod.1fiM: 
Pr~. A.Igortt.hz: 
&\Jl.chuw Facto-'": 
~oi:11• Thn:ii,hol4: 
Ar•• '1'ht•,-ho\O~ 
,Nua'I. snoot.his: 

: Sep . Width: 

: :::: ::!r~~tio: 

No 
Analyst Cla .u11c 

2 
20.S9 c~:11 

\02.~5 ep!!I 
l 

0.00 
0.01 
S.00 

E.xp. Adj. Rat.10: c.oo 
Exp. V,i&J.. R1ttio : 
RT W"tndaw: 
1,q:.ected ~f: 
O'~• Relativ• I\T: 

3.00 
10.0 :,•e 

4.25 11'11.n 
No 

·1 Int: . Type: Base 1o 8n1• 
; ~~tu,n Time: 

1661
~. 2\o u!~ 

Hl!ig_.~t: 6. Jtll! • 00l cps 
St:az:-t: Ti1r..e: 4 .17 •in 

~ ~nd 'flu; 4.39 :a.In 

, Modi.tiecl: No 
~ P.tt,C . .Ugorithla: AAAly.st. Cl.lute 

f. :::
1;:x::~~~~ J:.11 c;p:i, 

I'.~.=. T~:::~~: 190.~3 cp:t 

1 Sep. width: 0.00 

I 
Sep. He1.ght: 0.01 
Exp. Peat Ratio: S.00 

I &iq>. Ad1, fl..at.l,OO 'i.00 
Exp. Val. Rat.ta: J.00 

: RT WJ.ndc-w: 10.0 :sec 
bpc:ctcd flT: 1.4 5 111-ih 

, U!le 11.el •t i ve !IT: N11 

' !~~;n~r~~:T~: 
Area : 
Ueiqht:: 

l ::c;i!!~: 

a.as• To &.ilH 
1.45 mi n 

]682~ c.ounta 
1.~4e+OOJ c:p3 

1.28 lli.'-
1.67 Din 

_, 
5000 ~ 

~l 
1 

"""1 
l 

§ 3500< 
,; ! 
I 3000i 

I 
2'001 

I 
2<Dll1 

I 
I 

l ~· 

0500 

0000 

5500 

$000 

I 
4500 

f 
4000 

3"00 

0000 

2000 

2000 

1500 

1000 

000 

3.0 

426 

,.&< 

... 4.0 .. ~2 .. .... •.e •·• ~.o ~.2 
T' fflift 

, .o ,.o 

~.~v,/\ 

lflft"Cl!eName· ~n· sa,,...1O •·· r1-..-1.1391.1'tuft.witr 

IQ;;,;;;;nfi .... ~Xiw;&~- I Mne<n>-~ .400f4C'7.200 o.-
sa:1p1a Ind ax: 6 
5a:.ple Typ•: Unk11awn 
C~lration: 1 .00 n!J/ml, 
calailat\l!d Coo.c: N/A 
Aeq. Date: ~/30/2019 
J.cq. "?u;;c: 12:0'? :27 PH 

l10difiltd: No 
Proc. >..lr.111cithla: Anilly!ic Classi c 
Bunchin9 r.actci:: 2 
Noi:!le Threabold: u 9. 86 ep.s 
ArH '1"hrHhold: S99.29 cp:11 
, ).'Um. S~Ot.h:!I: l 
Sep. WJ..dUi: 0. 00 
Sep. Hej(Jht: 0-.01 
&xp. h•~ llatto: S.00 
lxp. Adj. Ratio: 4. CO 
Bx.p. Val. Ratio: J.00 
l(1' WindO" .. : 10 .0 !HC 

bp,ected RT: 4.26 ai..D 
U.H Re-Jative RT: No 

lnt. 1'n,c: B.a&e T o 811!11!1 
Retenti1:m Ti_. : 4, 2!1 win 
.l..re.a: 9913601 coW'lts 
l!dght: 3. 89a +OOS cps 
:5t.ut 'I iae: 4.11 • 1n 
tl\d 1'iin.e: 4.4 0 

j• rAnr iAt"" ' Inf,..., 
, OJJ&III/IC JOW.JUt.Chf 
j 5.mp le rndex: Ei 

S~• Type: Unknovn 
conoennation: 1. co nq/ffll. 

• calculated Conc: tf./1'. 
I 1'.t:q. Date: 5/30/2019 
~ A.l;q. TiM: 12:0i:27 PK 

t '4-odift~: Mo 
Proc. A.lQ<irithm: NH•l r:it. Cld:.9Sic 
1'u.ndun9 f•ctc" : 2 
Hoi!le Th..r:ea.hold; 74.lS qi~ 
A.rea Threahold: 371. TJ r.=p:, 
,MU!I. S!!looth:!1: l 
Sep. Width : 0.00 
.Sep. lttUgtit: 0 .01 

, !xp. ••at Ratio: ~ .00 
~~p. Adj. ~acio: 4 .00 
Exp. ~al. R•t..1o: l.00 
A'T 1findo1t; 10.0 :,ec 
g>q>Kted RT: 4 . 2• m.f,,n 

' U•e Rel,1,tiv• Rt: No 

! I nt. . Type: h~• To h:,e 
R•t..ention Tine: 4 .2 3 ai.n 
A.ru: 520716 counts 

i H•ivht: 1.9Se+00S eps 
St.al't Tiae: 4.l6 JU.n 

Knd ruae: 4.4!1 II.in 

Kodififf: No 
Proc. Mgoritht:li: Analy!!t ClaS!liC 
BunCll.lnq P<11111;tox: l 
li'ohe Th.re:,hold: l2J. 79 c_p, 
Ar,u Tht:i! !!ho ld: 618. 95 ep,1 
,Nwn. Sa.oot:hs: l 
S•p . Width: 0.00 
$ep. Height: 0.01 
.Exp. Peak Rat.to: !LOO 
i-"l)• Adj. 'Flat.lo: 4.00 
1.xp. 'lal. R.odo: 3.00 
RT Wl.nd.ov: 10.0 see 
&xp.c.t • d R.'T' • 1 • '2 'lllin 
Use "Ralati ve ~T: Ho 

Iht. Type: Bas e To S.•• 
J\t;e~"Ct.an Tia!! : 1.4.2 
Al'••: lll.2538 ccu.nt> 
H•ir.fht: 2.2ie+!IOS cps 
S tart TUN: 1.22 :rain 
End Tiaie: 1. 99 :rain 

i 
.i 

I 

~ 

f 
i 

& 
,; 

I 

s.e.s I 
34.Si 
32•5 ~ 

a0t-s~ 

2Jh5 , 

2e.s-. 

2 441-5 ~ 

2.20> • 

20o5 

1 &e5~ 
I 

1.&51 

, .... 
,,..1 
1."'6 

8."'4 

0."'4 

"'"' 
2""4 

0.0 
3 .4 3.0 

I.Ml ,,... 
17.0 

, .... i 
1"""5 1 
,....., 
,,.. 
,.2.0 

u.s 

'o.s ..... 
•-"" 
71)04 

I .... l 
5.0.4 

'·"" i 
3Ge4 1 

2.0e-4--i 
I 

'"" 1 
0.0 ~-, 

2.te5 ~ 

20.S i 

' 1 ... s l 
Ue5 l , 
1.7e5 j 

1.~•1 , .. , 
1.-4cS 

13-5 l 

1.2•5 

1.1e5 

1.0e5 

9.0e< ..... 
7."'4 

6.0e4 

5.0o4 ..... 
3.0e4 

2.0e< 

'""' 

3.4 36 

0 •· ~(le •·· 1:0 t.2 ·1A181 .a 24l 2.2 2.4 
OJl ... 00 ,,__ _______________________ pm,....,,.,..,,.._______ -------------------

Page 6 of 97 

G-96 

. "' 

... ..• 4.2 ... 
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Project: M397-18 Batch Name: M397-18- MF1.dab 
Results Path: D:\Analyst Data\Projects\H397-18\Results\M397-18-MF1-Final.rdb 

11 ~ 11!,~Satr.-lO - F1N1.•i.8e:f:18-Mf1.wdf' 
©ffinr iei,f::.n, ~H9ilnJ: "82G.3X.V4'1117:ZOO o.· 

J su:ipr.~;; Jt: ;c;m:.m;1c • 
~ s~le Tyi,e: Ur\);.novn 

l ~:-::~:~::
1
~~~; ~~~7 nq/aL 

• J.t:q. Oil.te: ~/30/2019 
/ Aeq. Time: 12:16:48 P:1 

\ M::-dt U.ed: No 

iJ :=iu.~q;~~~: At\o!yst Clanic 
NOi3~ Th.c•.sMld: 14.21 cp.s 
"-Na 1'h..rnhold: 71.0 4 c;:p~ 

) $::.·'ii!:::~: 0~00 
, 5~. Height: 0.01 

I B11p. 'PUii: Rat1.o: S.00 
ltl\P- Ad]. Rdt:l.Q: fi.00 

• Eap. Vd. !l.otio: 3.00 
RT 'if1.Ddow: 10.0 .sa,c 

Rxp~t@d R'I': 4.27 l:IJ..n. 
U!le Relat:iw RT: No 

Int. Type: 
A:l!t•ntlon T1~: ~-= H8igllt: 

I 
Start TiM: 
Ktld Time: 

Has@ To Bua 
'4.27 :UI"~ 

11974 coun.t.s 
4. t!.le+OOJ cp.s 

4.20 Mir"l 
4.37 run 

•200 
4000 

3200 

2000 

J 2400 

t 
'""' 
'""' 1'00 

1,00 

1000 

~L 
0 -3.• 3.e s.a 

,.21 

•.0 -42 .u 
==.....,-,,=---=-=c-----~o ~;T"".t" !''?!?° ....... 10 - /,,. "M397-,I-MF1 ..... 1l~~~t::.£<J~ t N(•s)-~12,SOOt299.1000.· 

'HPl• Ind•,:: 1 
S.ur.pl• lyPC: Uokl\cWn 
Conce.ntrat1.on: N/1\ 
Calculiited Cone: 1.S~ n.9/.,J;. 
Acq. Date: ~/l0/2019 ISSOO 
Acq. Ti-: 12:lE:48 Pt'l 

KOdt tied: No 
· Proc. A.1.90cithn: Maly.st. Clas.sic 

&um;:bin9 P•ct9c: 2 
I ~cise Thre3hold: 20.s9 e:ps 

"'rH '!M•:tho~d.. 101.')!> c.p, 
,~"\DI. Smooth.3: J. 

,: ~.:: =!::~: t~f 
lt:~p. Peat Ratio: S.Ou 
£-'P. Adj. Rott:1.0: 4 ,QO 
i;.(p. Vd. Ratio: 3.00 
RT Vlnd~: 10.0 .sec 
g~p•cted M': 4-2~ wn 
use R•l•t•v• RT: ~o 

Jnt:. Type: 
Ret:ent1on t'1.1r.e: 
A.ce-11.: 
Hei.9ht: 
Star-I: Tl-: 
.8.nd T.ian.; 

8as• fQ k.s• 
4.2!> wn 

1S90! COU."lts 
S. 86•-t<I0l cps 

4.16 m.in 
4.40 llUI'\ 

5000 

•,00 

4000 

a-

I 
3000 j 

I 
t ,000 

i '500 

,000 

isoo -

1000 

soo 

0 .. , .. 38 ' • 0 

.,. 

•2 ..• 

-4.85 

le - •s so 

I scrnfe Wroe "'$ rt?20· Sa•• 10: - FiMI. --MJ9t=ii•M~f!" 
_ n ... ,._....,.,.;,...+,.. ... , , ...... f,._ ~ ..-(e-s). -Z&e t00/178100Da" 

____ _.1.,,-.,..,,,•1111,~--

l CollYl'N!W'lt. ' Armctaticn '" ' 
sanple Index : 7 
Slllllple Type: ~lrncvn 
cancentratian: N/A 
C&lculat•d Cone: 38.9 ng/m;, 
A.oq, Dilt:•: 5/30/2019 
i\oq. tio.: "2:16:48 PM 

Modified : No 
Pr.oc. Algorithm: Analy•t Cluslc 
Bunching Fact.or: 2 
Noise Ttittsholcl: 38, 17 cp:F 
Aze• 'l'hu:,h~ld: l 90. 81 cps 

I ;:;,-·..,:=~h,s: 0~00 
J :::: ~!r1!!tio: i:g~ 

£Mp,, lt.J). ttat1.o: 4.00 
Exp. Val. Ratio: 3.00 

I
' R.1' Windo.-: 10.0 :1-11<: 

t:xpe,cted Rl': 1. 45 ruin 
U..se Rel•t.ive R'l': Ko 

Int. Typ.: 
R•tant.1.00 'ti.aa: 

I 
Ano, 
tfaight; 
.Searl Time: I End u .. , 

h.se To a.ase 
1.t:5 -.in 

39914 ecunt,s 
11.ll•t,OQJ ,;;pt: 

1.Jl ai.n 
l.G~ llll-1'1 

,ooo 
7500 

7000 

e<oo 

0000 

5500 

5000 

!} ,soo; 
li 

j 4000~ 

350() , 

,..., 
;so(): 
2000~ 

1,00, 

1000 

,.. 

52 

I o• o, 1 0 \,2 ,.. 1.8 -- 1~1 ~70 ~ 
---------'"""'..trl"~------

G-97 

~~; ~
_l® " ~~:~-;&_•• ,._,_ ID• - • F• "M'97-16-M'1;Mtr 

P!!!!:)r!PfA_ry_J_nfn I MAatn)· IS37<IOClf4-4720oO. 
V.. JJ I 

~ s-pl• tndfUt: l 

I 
SU1Ple Y11>e: t;nkoQWn 
CQnc.nt.c•ti.on: 1.00 '"l'il'/rnJ. 

q C.alcuht:ed Cone: !i/1'i 
Acq. ~t:e: 5/JC/2.019 

J 111cqi. "ti-: 12:16:48 PM 

KQdit ied: r:o 
Pro c. Al9orit.ha: An&ly..st Clu.sic 
aun~ing Pa.ctor: 2 
K01.,e- 'lhreehold: 11~.86 cp.s 
An-1 11u:uhold: S99.2'9 cps 
,Ni.ai- .!aoottui: l 
Sep. Width: C.00 
Sep. Kei,P,t: o. 01 
E>lp. Peak ila':io: S.00 
Exp. Mj. R.ldo: 4.00 
bp. Val. Ratio: l.00 
RT Wutdcw; 10 0 
1;:xpected RT: 4 ,2fi 
l.lse f{•l.•tiWi RT: ?le 

Int. 'Type : f!•l'l<l To Base 
Reccntion TiN: 4.2~ s1.n 
A.cw.: 8-9002 COW1t5 

l. 3h+OOS cp.s 
4, 14 ;iu n 

4. 63 ti.in I 
H•lQht: 
Stu:t_1u .. e-: 
End TJ.IQ!iJ: 

Sasple Inde;r: 
Sucp.le Type : 
Concentration.: 
Caloilated. C"1M:: 

""""""" 1.00 ng/mL 

"" A,;q. Oat::•: 
Ju:;;:q. TU.it=: 

5/30/2019 
12::16;48 PN 

Modified: no 
Proc- Algori tha: An.-.1.y:Jt: C la5,iC 
8unc.."Un9 r•ctoc: .2 
1+oise Tbrlll!shol.d: ;4,35 cp!i 
kua 'th.r.t1ahold; 311.. 'll 1;p, 
,Mu•. saooth3: 1 
S.~- Wldth: 0.00 
Sep. Meight: 0.01 
Exp. P••k ht.lo: 5.00 
Exp. M1. Rau..c): 4 . 00 
E.-.:p. ,.,.,_l. K.ati.o: ].00 
Rr Wind(lw; 10.0 sec 
l!>lp~ted RT: ... 24 2.i.t:. 
Use, R@liltiva RT: ~o 

In'C'. Type. a.as• To~:,• 
Jt•t...,t.t,on ~h:e: 4 .24 
A.:cu: 49S33' cow,t11 
H•.i.9ht: 1.8'41+00S cp3 
Start tim•: 4.11 m.u1 
Ind Tiae: t.~5 aun 

~ 
i 
! 

! 
f 
:i 

; 
32eS-! 

..... I 
2 .. , 

2.ees 1 
J 

24e5 • 

2.295• 

20.5 l 

l.8a5 j 

1 .. , , 
1,495 i 

1,2eS, 

1.0.5 l 

8,0..._ l 

e.o. .. l 

40.41 

2.0.4 

0.0 

, 5-5 • 

t .7•5 ~ 

,. ... i 
1.58Si 
1 ... 

13•5~ 

1 .2.s l 
, ,.. I 
,.o.s 

I 

800~1 
80e• 1 

I 
70.41 

I 
60.41 

! 
5.0H1 

,U)H! 

3o.4 ~ 
I ..... 

,. ... ! 

•.. •.. , .. 

0.0• ... ~-- ---.--.. 31 38 

40 4.2 4 4 
J,m ~n 

.. ,.. 

,.o 42 ... •• 

41 5.0 02 

.. S.O 02 

- , SM1)hNtne.~ Sa~IO,- r11e·"'M39/-1&-MFIMII"' 

____ Ti'!!!..,t,)l,_,.O~---

7 )Drnn ri o f an, lnfn I MIIMi(MJ "294100(18:l 1C00a" 
CJJ ull. .. , l ;:u; ...,_ J..,;; 

Sa11ph~ t ndAX: 7 
Sa'°"le Type: Onl'ioovu 
concantnti.on: 1. 00 ng/&e. 

1.43 

C.a.lculat~d Cone: If/A 
~- D.&te: 5/30/2019 
~q. Time: 12:16:48 PH 

2.2e5 

2 1it5 

Hodifi.e<I: Jlo 2.0e'l 
Proc. Alqorithm: :a.n..1ysi: Cla:uic 
5unch1.oo r.-ctoc: 3 
Noia,• Th.n:r.hold: l2l.19 cps 

1.ieS 

Ue!5 
A.ea. Threshold: 618.95 Cp!i 
, Num. Smooth_.,: l 
S•P· Width: 0.00 
S•p. N-tl~hc: 0.01 
&.xp. Pc•\ RU .i.o: !L~O 
E¥P- -'d,j. R•tio: 4.00 
&xp. V•l- P:•ti.o: 3. 00 
RT Window: 10.0 l!il!IC 
~ct•d ri:r: 1 • 4Z au.n 
U:!.e Relative 'P.T: No 

Int. Tfl)e: ll,a.:,111 f'o P.ue 
i\etention ThN • 1. 43 min 
Ara•: l1Sl2H count.s 
Haiqht; 2.zge+OCS cps 

17e5 

Ue5 

15e5 

14•5 · 

§ 1,3eS 

i 
,, .. j 
1.,es • 

' 1 o.s l 

' 9o.4: 
Sta.rt T.ime: I .29 lflin 
Knd TiiN: 1.ea 

~°"'I 
I 

70io4! 

e.wl 
511<41 
'4.0. • ~ 

, ... 1 
20e4 

1.0o< 

oo I_ 
0.6 00 1.0 14 ,., , .. 2.0 2.2 ,. 

Ilm,: 
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Project: M397-l8 Batch Name: M397-18-MFl.dab 
Results Path: D:\Analyst Data\Projects\ M397 - 18\Results\M397-l8-MF1-Final.rdb 

~

p1o1, ~ 1b;!::::fi s~1> 7W"' ni.· '"""'7:,a-wF1 . ._.. 

I 
k "-me- M8M(as)·~293CJOll.447200Da• 

Con'WMl't- AM0•1on • -

! ::~: .;;::~: Unk~gwf\ 
I ConC<i!!!ntn1tion: NIA 

calculated Cone: 7 .24 ng/12!. 

j ::: ~=: !~;;~~~!9 
PM 

' MocU.ft.ed: No 
i e..x:. A19orithln: AIU1l)'3t: Cl•ssic:: 
: ll,urK'.hing F&i=-to~: l 
1 Jloise 'Thnaholll'I: 14 . 21 c:ps 

:J ~=-r~:!!:!~: 71. ~• cp3 
j
, .Sep, Width : 0. DO 

.Sep. tt.ight: 0.01 
, 1.itp. P•ak Rado: S . 00 

l J;-.p. Ad)- Rat~o: 4-0G 
Bxp. V,U. R.ati.o: J.00 
RT Wi ndow: 10 .0 

I 1!:xpec::t.ed RT: 4. 2"1 m.n 

I 
Use Rel.i,tcive RT: N'o 

I t nc . "I'yp@: 8ast!! '.l'o Base 
R.etentJ.en T.1 .. : 4.26 Wlin 

·1 Ana• l2U9 cowit~ 
' Hei;ht: 4. ?OetOOJ ~ 
i Stut Ti mo, 4 . ll ~• : :-"-··" ... ~~L 

;1 ~ .... -. ;,- .• -., - .-. - u 

I~. s,.mpi,i-.,.,:1"""'7 "°:J n• S-ptt1t)-" rn..-~ .fe~MF1 wdf' ~ 
: j nr ......... r ; .... ~,... .... , _ Mau(n) :-J21 3(K)l2SM51000a~ 

J COIIWTl•N"- Annotl,On • -

1 ::~: i-=7: Unk:QWO 
, conce.ntr•tion: N/A 
I Calcuht•d Cone: 7.57 nqi/111, 

I 
.Aoq. Da.t•: S/30/2019 
Aoq. Tl..l!lc: 12:26:11 PH 

) 
I Modi tt•d : No 

! 
Proc. ~vontt'UII: ~alr,t Cl•:,,uf.; 
Bunclu.a'i Factor. Z 
Uobe ThI:eshold 20 S9 cp, 
A.tea. 'ihc:e.:sholci: 101.'» c.p:11 
, Nu.ID.. !'.DOOt:h:1 • 1 

1'1 Sep. Width: 0.00 
1 

Sap. Ht111gtlt:: 0.01 
I 11:>q:i. Peak R&t1o: ~.00 

E,ip. Adj. Ratio: 4.00 
• f::iq;i. V,111 Rat{D 3.00 

I RT W1.nd01t: 10.0 
!hp.ct.a ~: 4.~S 

1 tJ:t• Rel~u. ve ft't: :.io 

•I rnt. Ty-p4: 8H e To &.:te 
Retention 'l"ime: 4.24 !11..ln 

, Are a: 16082 oounu 

~I 
~ 

'600 

3'00 

321)0 

3000 

' 2000 • 

~ 2000 · 

i 2A001 

' ! 2200: 
2000i 
1BOO~ 

2500 

.... 

4.24 

i ~:!;:t~IH: (j , 19:~~~J :~ 
I !r.11 TJ..111e; 4. Jl 2000 

'""' 
•=l 

I ~-
I: I ~~~'~Mm~:::•· _,o.-~:r~:·;_,.,.•·• l IPii~r!."'tiuy l~ .. , -m.100,110.1000.-

S:tJIIIS)l• Ynd•x : 8 

3,8 •• 

5&1111)1• Typ,11: tJnkng,.,n 
concentration: NIA 

, Calculated. Cone: 36.. 0 n,g/mL 
Aeg. Date: 5/30/2019 

• A.cq. Time: 12::2:6:n w. .... 
MocUtied: Ho 
Proe. A.lgoritlusi: An•ly.n: Cla .u t c 
Bi.mchinQ Factor:: 2 

6000 

Noi:i• 'l'hr.•hold: 38. l7 cp:i, 
Are a Threshold : 1go.8l cpa 

l ~ talrl. S'mooC.hA: t 
I Sep. Wldth: 0.00 
•I SQP. Hei9hr: 0.01 
I e.xp. Pe at lhlt io: S.00 

I t.:,;-p. AdJ . l\lltiot t.00 
txp . Vol. P.aho: 3.00 

h P.1' Window: lO.0 sec 

;1 ~=~:~= t~~ ilT: !~ 45 e1 n 

ii' Int. Type: fl.a58 To ti.l.3l!I 
! :::~ciMt ti.me: 

3186
!.4\~: 

! He.i.~ht: ·1.o~WOJ cps 
I Stut tiM: 1-30 Pl.in 
il &nd Tim.: L6.2 m.1'!'1 

,000 

5000 

·~j 
§ 4000 
,; ' 
I 3500; 

3000j 

' 2000 i 

:1 
1~L. 

•• ... 1 0 1.2 '. 15 , .. 
---litllJWrj 

7 I Sampta Neme •ccim21on• Sa~ I~ Flit ~Ji1:iMl!F1 · wt/f" 

: -,;tPr,e,r:.1.rutrn., J Ml.U(M).' "637«l01'447 2000:t · 

Suipl• T~ 8 
Saapl• Typo. IJl\km:, ,m 

~~=!:!l•~~c;: !;~o ng/aL s,6tSl 
Acg. t>ate : 5/30/2CU 3.6e5 1 
Ac,q. Time: 12:26:11 PM 

Modified: NO 
Pro.=. AlqDdthm: AntlyJot Cln.tic: 
81.lllching P'actor: l 
l+Oi :t• Thtc~hr,ld: 119. 86 cps 
Al:@a Threahold: ~99 . .iq cps 
,Num. S::aooth:1: l. 
Sep. Width: 0.00 
.Sep. Hd9ht: 0.01 
&.q,. eMt Ratt.o: s.oo 
K.xp. Adj. Rauo: 4.0U 
8xp. Val. Rat.to: J.00 
RT Window: 10 , 0 
Expected ltT: •. 2G •i.n 
Use ~• l• tive kt: Mo 

Int. Type: Sa3~ To s.as;e 
.Ret~ne.f,on Ti•: 4.25 ain 
Aru: 9~4906 counts 
B•ii;ht: 3. 8l•t00:> c::p:$ 
st.in:: T.i-.: • .17 !Lin 
End Tiae : 4 .50 itin 

34t5~ 

3.2-5, 

"'" ] 
2811!154 

2.GoS 

'2.49~ 

§ 
,. ... 
2.00, 

f 1 
1&.0 1 

16o5 1 

1,..S j 

, .... 
'""" 
8.""4 

··""' ..... 
2,0.4 

0.0 

'·"" 

4.8 ~-0 S.2 3.• ... 3~e 4r0 4.2 4.4 4,f3 4,8 S.O S.2 

2 .0 

I ~o:o.l' •me•-c~ ?°f, i,'i,i-10·" F,-·"M387:;~F!;;;,,--
.i-. ________ _ 

~ l[ (Jcitf t~ Q'Jefs( j M•-C--r · 121 .oorJ02.2m oa• 

' Sampl• Ind•~: a 
Sample Type: Utiltrtown 
Conc:4lntr:.;ation; L.0 0 n9/-.L 1 
C•lQll~t.d Cope: ~/A 1.e.5, 
.-icq. Date: S/30/2019 
Acq. Tt.a. : 12:26;11 rr. 1 7..S..I 

423 

Modified : No 
Proc. A.Ii;ioricha: Ane.ly3t C.la!lsic 
Dunch.l.n9 fact.D~: 2 

1.e.S . 
I , .... 

Noi:r;• th~c~hold.: H. JS cps 
M..,. 1'ti.r•!!hold: 371..1"1 cps 
,lfUl:I. S:aooth:r,: l 

, ... i 
Sap. W.1.dth: 0.00 
se,p. 1ttoi9ht: 0.0\ 
Kxp. Pea\ Ratlo : S .00 
hp. Ad). Rilti o: 4 . 00 
B,tp. Val. R•t.1o: 3.00 
RT lli'indO'I: 10. 0 HC 
&J!.Pt!Ct•d RT : 4.24 m1..ll. 
TI~• Rcl&tive RT: No 

Int. typ.c : &a~• To -nase 
R•te.ntion TilN: •. 23 min 

, ... 
,,.. 
1. le5 

8- 1.o.5 

I &.""4 ..... 
Ar e .i: S00680 QQWlt~ 
Height: 1.87~•00S cp.s 
Start T1M: 4.15 ain 

, ... 
!r.d '1'104: 4..40 -1.n ..... 

'""' ..... 
, ..... 
2.0o4 

'-:L-~ ~-
3.• 3.6 3.8 4.0 -4.2 4.-4 

Si. lt'IN""""' ''CMMOn• S!!!tf111~10 . - ~-1$-N.F1.wlft"' 
---~~ 

n .. ,... ....... ;,...t,,....,.., l....,f ,... ilaw(111i1);."294.100l182,10001"' 

~ s-.pl~i:;;~ Annobii~:n:-
, Sa:inpJ• Type: Unknown 

C:onc•ntrot,i.an: 1.00 nq/llL 
C:.ilCW..;ated (:goc;: IA/A 

143 
2.3"5 

~ ~:: ~~=: i,~:~~~r PM 
,.,.. 
2.1.S 

Kod1fied : No 
Proc. Alqort thll: Ma lyi!ot elude 
lhmehing Factor: l 
Nou• 'l~.:thOld: 123 . 19 cps 
Ar•a Thce:i,hold: li16-g5 cps 

, .... 
1.hS -t 

1.&15; 

,NUCI. SmOQths: t 
Sep. Width: 0.00 
Sop. Hu.'Jh t: 0.01 
Exp. Peak R.t.tio: S . 00 
&111p. Mj . ~atio; 4 .oo 
Ex:p. Va l. Ratio~ 3.00 
RT W.a..odov: lO .0 5-e,C 
C,u,.ecced RT: 1.42 "'1n 
IJs• R4,la'-1V. RT: tlo 

Int. Type: e.:i, e to 8a.,e 
Retentioo. Ti:aie: 1 .43 r.do 
Area: 1112860 count:s 
Ilei;1\t: 2.3!ie+OO~ qi..:. 
Sh,&t 'TJ..- : 1.24 min 
8nd T1Je: 1 . 96 N.n 

, 7-51 

' ,.SeS, 
1.5e5i 

1 <11aS1 

,.s.sl 
,; 1.2e5 ~ 
~ 1 teS~ i ,o.sj ..... 

30,, , ... ..... ..... ..... 
30 .. 

2044 
, ... 

2.2 2.4 
oo--

06 08 1.0 , .. 
Urn;. n:,n 
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Project: M39?-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M39?-18\Results\M397-18-MF1-Final.rdb 

l~ii.kOfoAoooUri ~ .. > "829300t4412000.· ~ 
~~• '1' •• s..,,;i. NJ ~ Rio "M:l!ll-iifflFl ,.,t ~ rniv Name "COndiioft· sarrpe IO: 5 f11t. •t.a39f.111-Mf~ 5i;,;icl;;•" .... i;:J;;~~ j Msl9(n) "ffl.oll00i447.200De• 

UIIPlC Index 9 
..pll! Type: Uni:nown 

I! Cooc:enr.r•tttta : NIA 
Ca.lculat-cd Cone. 1 69 n9/a1. 
Acq. D.it:v: 5/30/2019 

, Aeq. Tl.DI'" 12·3.S.31 PM 

ModJ.!ie<i: Nlo 

427 

I Pttic. Algorithm: Analyst Clu,i;ir::. 
8unchJ.ng J'ae.cor: l 

j !4r,h111 TtlU!!hold: U .21 cp• 
t AN• ThrHhold: 71.04 ep.!! 
f . NUm.. s:aooth~: l 

Sep. Wl.dth: 0.00 

! ::: ::~h~LLO: e:g~ 
1 !!.xp. A4J. Ratio: 4.00 
Ii ~- V•l- Ratio : :Loo 

I 

FIT Wtl'ldov· 10.0 .iet.: 
&zpec:ted. RT. 4.27 ru.n 
U•• Rel•t1.vc Rt: No 

I Tnt Typ&: B.aae To S..:1• 
R•t•nt.l.O."l !.I.JIit!. 4.21 llUn 

li 

3000 

MC;a: 13073 count:a 2000 

! ::~~:t~\f'Nt: 4.87:j~J :~ 
,1 &rid TUN: 4.33 ,un 

1SOO 

1000 

500 
4.81 

... .. 5.0 

S• !llll)le I ndax: 9 
Silflll'l• Type: Unlmown 
CortOt..11tut:ion: 1. 00 nq/a1. 
C4tcul.11t1!d Cone: :NIA 
Acq. Dau: !./30/2019 
Ac.Q. TJ.ae: 12:35:33 PM 

Modified: No 
Proc. Alqon U..: ,'ll4ly.u ct.u,sic 
BWlCh.ln9 l"&CtOt: l 
.tktJ.:!le '\'brest,Qld: 119.!H; l::ps 
Area '1'hr•shold: ~99.2i cp~ 
, lll:m. Saoot.h3': 1 
Sap. W.1.dth: 0.00 
Sep. ttdght: : 0. 01 
&xp. Peak '11:at'ic:i: 5 . 00 
!lxp. Ad). Ratio: 4.00 
&..~p. V.tl. R..itio: l.00 
KT Vind.OW: 10.0 
S•pc-ot:ted RT: 4 .26 
Ui'le R11la'l::iv11 Rl': No 

Int. 'l:ypc: 1-!a,t,e 'ro n..~e 

I 
Rl!tention 'l"i11111: 4 . 26 m.in 
Area: !>H09i c:ounl:J 
lluqhl: 3.tetr+005 cpi'I 
SL.u:t.1'lii,e: • .18 m1n 
&lft Ti .. : 4.4"1 

22115 

§. 
2.Qa~ 

t 18aS 

I 1.6e5 

1 •e5 

1.2e5 

1 0.5 

8,0.4 

80.• 

' ,.""4 

,-. 
00 

3.4 •.. 1 ° ,... s~s--,-~--.-o--• ", ~ •• 
I . .-: 'Sa~ l.a~. "CondlbcJn" S.mp .. 10 - Ue: ·M:.trrf"if-~ ,Dl'le~n_ji,---------,- .-:~i3iilEj.,,::::c,.,«:;;;;:_,.s<o;~le 10:- As 0 M39748-MF1.wWf 

11 lrz~i "~'"'ZJ.a&J ~"). '721 XKW286.1000t~ 'i:omir.f -"i •mr --' Man4H): ·727 400r3022000." 

Sarr.pl• Index: 9 SAq:ile Inde-x: 
Sa.rrpl.e 1'ype: Ul"llr:nown 4 .:2!. S.,.q,l.• Type: • <Mknown 
ConeM\'ttacion: M/A Conc:~nt:1:ation: 
calculated cone: 1.35 r19/t:IL ~Ieulat:ed Cone: 

1.00 n9/Jnl, 
N/A 

A.ell. o,u:e: snonoa eooo Acq. o.t.: 
Acq. Tim: 12:35 : 33 PN ~q . Tir.9: 

~/30/i019 
12:35:33 PM 

Modi.hK: No 
P.coc. Al9on~hlll: An.dy:1t clustc 
eunchi ng t'._cl':Qr: 2 

1, ::~:•~::~:~~~; l1li~9t9 e~::. 
• , N..m. Smoo'th!t: 1 

Slf!p. Width: 0.01) 
Sep. P..Ught: 0.0 1 
Ex p. Pc-d RatJ.O: S. 00 
£lip. Adj. Rnto: 4.00 
:S:xp. Vd. Rat:.to: J . 01) 
rcr '.11.DdQw: 10.0 s~ 
Expacte<I. Rl': •. l5 mlrt 
uae R•l~tive ftt': Ko 

I nt, Typii : 
R~te:-'lt.lon. TUW: 

! A.na : 
li•iqht: 
Stut T~: 
~ Tint: 

B.iH 'l"o J,o11:,e 
4 . 25 JIU.al 

16323 count• 
6.4let003 cps 

4.1' lll.n 
4.J.J •ln 

5500 Modi t'htd: l'lo 

"""" 
P.tcc. Algorit;m: Aodyst Cl.}:,:.ic 
lurteh1ng Fa..::t:o.c 2 
tto.i.:,e- thtUhold: 14 .JS c:p.1 
>..r:- '!'M'e~hold • Jil. 7'J cp:t 

•soo 

4000 

§ ],00 

.;. 
3000 l J I 
2,00 I 

,N"ua. Sn;.g,gl.h.:,: 1 
S•p. W'idt.h: 0 .00 
3ep. R•lght: 0 .01 
!.xp. PHk bt.i..o: ~ .00 
Elll.p. Adj. Riltio: 4 .00 
E:,.p. v.111. Ratio: 3 .oo 
RT Wl.ndov: 10 .O 
txpected ltT: 4 24 
O::ic blatl•-'~ RT: No 

Int:. Typa: Ra~• To Bas • 
Rettu1tion ·u .. : 4 .24 ain 
Aceil: S2'29SJ count.s 
HelOl\'t: t. 9Ul+005 t:p.• 
Start: rl.l!le: 4.15 ain 

2000 
!.tLd Ti.Ir.ft: t. 42 a.in 

1500 

1000 

, ..... 
1 at5 , 

' 17.S -

16oS ..' 

, .... 
1-a.5• 

13o5 

,,.., 
I 11•5 l 

.;. , ... , 
1 .... , 
.5 .... 

7""4· ..... 
50.4 ~ .... 

' , ... , 

..... 
1.0.4 l 

' 

u 

~I. ~· ,. 3.11 4.0 4.2 •.. •• .. 50 s'.2 
0.0' ,'.. ]~40 

int. Type: 
Rete"t1<;,n. 1'1r,a: 
Area: 
HIU.ght: 
scan: Tih!: 
f:nd '1'.llMi: 

&•.!.• To B-Ase 
1. ,~ 

J6llS (..VW\U 
7. 12•+003 cp~ 

1.28 :1111) 
l.!16 

7500 j 
I 

7000 ~ 

0500 

eooo 

5500 

5000 

8- """I 
f 

4000 

i 3500 

5000 

2500 

2000 

1500 

1000 

500 

0.6 0.8 1.0 ~ 1.2 1.4 1.6 1.8 2.0 ~ 

G-99 

~H'i<ed: N'(I 

Proc. M9orlcha: Analyst Clauic 
0W'1.Chlllljf P',..:t.or: l 
Noi:se rhr•~hold : 123. 79 CJ)-5 

A.tea Tht: el'lhold : (.?8.95 eps 
,H'U:'D.. s»ooths: l 
.Seti. Width: 0.00 
Se!). Hll?J.Qht: 0.01 
t::11'.p. Peat aat:io: .5.00 
~xp. ~. 11.atl..O: 4 .00 
b.p. Vc1l. Riltio~ ) .00 
Rt W.uul0',,,r; 10 .0 !I~ 

f;;tpe:Cted RT: 1,42 Zill 

U311! R•l atl va l\'r: h'o 

In-c. Typo: ~•e 'l'o 111.tos• 
Ret:lf!ntion Tiu: t.43 
A.tea: 1187650 ccu..a.nt:. 
[lai.9ht.: 2.23et-00S cp.s 
St.u:t. Ti.1911:: 1.22 • in 
End Tiroa: 2. lS al.D 

ii 

f 

, .. , 
21.s, 

2..0cS< 

1.9':5 

1 SeS, 

~ ,.s1 
1,Be5 ; 

1-Se> 

, .. , 
1395-. 

1.2•5 

1.,. s 

10.5 

• .,..1 
e.0e• I 
, ... 1 .... 
5.0&4~ 

40e•• 
3""4· 

, ... 
1044• 

o.oL 
o.e 
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Project: M397-18 
Results Path: D:\Ana lyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

Batch Name: M397- 18- MF1.dab 

f"feum -~~~•-r-F~6-iil'1 . ...-
,._ Pmnr)p t;:1[Y(nfn wn1(Ht. "637400#447 200 oa· 

SUIPlC Index: lO Suple Ind•ic: 10 

SM1Pl• Type: unt:n.own 426 SICftPl• f'YJ)e: Unknown 42" 
CQi.lCuttrat~Qfl: NIA concentr&tion: 1.00 .. , .... 3.2e51 

, Ciilcu.li11.ed Cane: • . 96 ng/mL Calculated Cone: N/ A 
30.5j -· Oat~; S/3O/201Q ,eoo Acq. Date: S/30/201~ 

i Acq. 1'UNI: 12:44:H l'M A~CJ. TiM : 12:44:SS PM I 
f'ioditied: No 

,eoo 
Modi.tied: No 

2.e.! j 

Proc. Fugodthrn: Analyst clauj c Proc. '-lgo.t1 t'.hl'.t: JU\alysc Clas.sic 
J!J1.r1ch.ing !!'actor: 1 '""" Bunching Factor: 2 ZS.5 

Nw.::11• ~estoOld: 14.Zl cps Nohe '11lre::11hold: 119.H q,• 
Aceii ThA-,,hOl(I.: 11.04 <l'• 2200 

Area Threshold: s;g,a 
"" 2405 

,H!Jfll. ~th.Jo: l ,-· Smooths: l 

1 • ... ,.,.th, 0.00 S•P• Wf.dth: o.oo ,.,.. 
Sflp. Hei9ht: o. 01 2000 S•P· Height: 0 .01 
£xp. PN.k Rado: S.00 ..... P..,_k R,11,tio: S.00 

E,:p, Ad) . RaU.o: 4.00 ,eoo Ka::p. Adj. Ra~io: 4.00 2.0.S 

lj :.rrpwi::!:.: RaUo: 
3.00 Bxp. Val. R&tio: 3.00 

10.0 ... § 
RT Wi.ndow: 10.0 •oc ~ 

, .... 
j) ~:r~!~:t:~~ RT: 

4.27 1000 £1Cil<'Ctod R'l'! -t.26 ain 
No I 

Use Reladve RT: no ;;; 
1 .... 

!j Int. Typ&: ?liil:S& To 8.11:se 1<00 Int. Type; a.,~ To Ba.!le ! Ii""'•"''·" T,.,., 4.26 ain Retenti.on l'~M: '1.20 a.in , .... 
l A,ce,~: 1142 coonts 1,00 A.l:ea: IU854G C()Uflt:S 

l .Hei.9ht: J.02.-.-00:l cp, i Height.: 3.2le+OOS co• ,.,.. 
'Stut 'tia;;.e: .Q.17 m.m Start T1M: -t.UI ain 
ii 1'nd T, .. , 4 .36 ...,, ,ooo~ &\dTUU!,: 4 . 43 ain , ..... 

000· ...... 
eooj ·-""1 4,0e4 

4&l 

2001 4.00 uo 
2.08• 

•- •• -.~~-t{o-·-s2- 0.0 ..x,-,., 3.6 ,., •.Q • 2 .. ,. 38 38 4.2 •.. 4B ... 5.0 ., 
l]me.,m;o~ 1lnt.l!ilL. 

fflPkN,mt. ·ssr S..-10; - - Fde~M397-18-Mf 1.wl~ Semple Name; "'SSr Sa,mph IO ... - n.: •M39¥-f&-MF1 'wk--

Drnnriaf-::>n, M_!M(n): ·721 .XQ/288.100 O•• IDrnnr ia fa n , lnfn I MH!i(Ht 7D 400l'J02 "20J Da" 

:!bi)le lnde,c: IQ sar.pte I~_1c: 10 
SUl!)le Typ• : unknown •.24 5.u ;ple Type: Unknown ~24 

, CaiceDtration: "'" 3000 ~ concentL.ttion: 1.00 ,,,,,,.,. 
1 

11C'alQ.J.].;1t9d ccmc: 5.18 l'lg/1111. c a lculated cone: .,,. 
AGq. Dllttl: ~/30/2019 3"'0 ""•· Dat:e: S/J0/20U 1.ees 1 I-· .... , ,,, .. , .... Ac.q. Ti.me: 12:44:55 PN 

I t"..odit'i@d = Ho 
3'00 1.s.s .. I Hodificd, 

Mo 
' · PJ:OC.. AJ.gorttho; Maly.st Chssic: 3'00 Proc. Al9on.t:hln; 11.nAl y:!lt Classic 1.4891 

I l!Ur\d'l1nq Tac.tor: 2 eunching rac:to.l": 2 
Noue Th.l"e:ihi:>ld: 20 .~ 9 ... 3000 Noise ThNsh<> l d: 7.q.JS ... 1 3oS--

;1 ~~-~:~~;~~ 
\Ql.95 q,• Area. ·rt,reeholdi 31\ . 71 "P• 

I 2l!OO ,ffua. s1111ooths: I ,~~ 

1

, Sep. Width, o.oo Sf!J). Width: 0.00 
I 3vp. HU.ght: 0.0l ,eoo ' SeJ). Hei¢it: 0.01 
, ~p . Peak Ratio ~ S . OG 1 ••o• Peat Rado, S.OG 11~ --

j exp. 1\dJ. ~at1.o: 4.00 2'00 1!::N'p. Adj. Jl.&ti.o: 4.00 

1 
Exp. Val. R.ati.o: J.00 Exp. Val. :Rat.J.o: :l.00 10.S j 

1' RT Vind.ow: 10 . 0 ••c 
~ 

2'00 AT W,1ndov: l0.0 HC & l Sicpe .. tod £1,T: 4.2~ "'" E.xpected RT: 4 .24 aln 1.064-t 
I U.s• Ralat1v• 'llT: Ko ,,. 2000 Us@ Relative Jl:'t: No ;;; I 

Int. T~: B.a:ic To Sase r 1000 Int. ·type: S.a• To 8"-1• j ..... 
• Reumt.ton Tiae: 4.24 min ! Retention l'iae: 4 • .24 ain ' 
• Area: 9881 """"" 

,eoo A.rea: H9.S2S <:ount:t ::i f HeUJht: J.811:1t003 cp, 
1""" 

He.i.qht: 1.7l!H OOS cps 
!Sta.rt '1'1,00: 4.1' min st.art Ti1>e: 4..16 oln 
l!M !ici.e : <.lS ~In 1200 

sod TioN: 4.40 M n 

•-· 
1QQO 

4,0...) 

eoo ·t 000 

i """ 
2 ..... 

I 
ll)C) 1 .... 

~ . - QQ 

34 36 3.6 '" '2 ... ..• ... Tos:i 3.< 3.6 ... 4,0 4.2 ... ..• 4.8 50 s:2 

1 ~~SST ·s a~10- f1te•,,1397-18-Mr 1wttr" 
I"'* non ·1 s9~-ssr S."1Jl•ID- ... - FJI• "M397•18-MF1.lllffl"' 

T'"!L."VJ 

l~rnn n~fArv 1~•):"288100,11&.1000.- IC?r'1'2r i afo '1Llr f,-, I .. .i68(n). '"294. 1O<Wla2..100 oa• 

.Sanph Index : 10 Suiple :tndcx: JO 

.S~le- Type: 1Jn&.riawn Sample Typ&: trnk novn 1(3 
CMc•ntu.tion: .,. 

'2001 
• concent.r-atioo: 1.00 ng/m1, 2.2 .. 

H C&lcuLated Gone: 21.'1 ngflllL 1 Calculated cone: .,. 
2.1 .. I' Acq. D-ate: 5/30/2019 Aoq. D21.te: S/l0/20H 

,! Aoq. Tillle: 12:44.:S.S PN """"' 
, ,'c.q. 'i'iM: 12:44:~S PH 2.0e& 

,1 
' Mod.i!16d: .. ,ao11< Modihcd: No UeS 

fc-oc. AlQO.l".Lthll: Arialyn Cla!!lsic 3800 • 
Proc. Al.9orittt.: Analy.!lt: Clas.!liC ,.., 

' 81.rtching f•ctor : z Bunc:h.ing r•ct.or: ' lloi•• Thr••hold: :J8.11 ci>• 3400; tJohe Thrnhold: l2J. 79 cp, 1 res 
' 1'.Na Tbreahold: 19-0.83 cp• 3200; 

Mea flu:eshold: 6 18 . 95 .•. --· smootru: i ,Hua, .snoot.rut; l , ... 
Sep. V.1dth: o.oo I !.el). Vldth: O.<JO .... Height: 0.01 3000, Sep. Height: 0.0 1 ,,.5 .... Peak R.atto: ~.00 ,eoo bp. P1:ok R.&tio: s.oo .... ..... Mj . P."tl,.~: 4 .oo ' l,1",,p. Mj. Ratio: '1.00 ..... Val . Ratio: 3 . 00 ""'°' 

l?;xp. Val. R.atia: 3.00 , :s.s 
RT Nlndow: 10.0 HC ii 2400 • 

JtT Win.do..-: 1-0.0 . .., § 
l:q,ec:ted Rl': 1.45 ain Ex~c:t.id ff.t: l .4 2 ... l.2flS 

U:M Hel•tive Rr: No i 12.IJO, US@-Relative RT: •o f 1 11115 

I ;:~~~::'l"tr.e: &aae To Da~e f 2000, Int. Type: 8.t3e To 15.1:Je 10.S 
1~46 "'" 1800j 

~•t•ntiatll 'ht:ie: l.43 
Area: 21801 count• ;t.rea: 1164836 oounta .... 
Hl'!.ight: 4. lte...003 cps 

11i00 
tkight: 2. 206 • 00!1 cp, 

40.4 
$1:4r-t Tia$: 1.3] "'" Start Ti.me: l.24 """ Snd Tim.: 1.62 '''° 1400 End Tb•: l.96 .tn 

,_ 
1200 6"0e4 • 

1000 5. Del 

800 ""' ... l 0.4 ... 2.0ffJ -

200 I Oo• 

1.8 ---i'o-~ I ' . 
,'e - 00 ... '"' 1.0 12 ... •• •• 10 11 1. , .. u 2.0 22 2.• 

Ihm @n.._ .100.. 
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Project: M397- 18 Batch Name: M397- 18-MF1.dab 
Results Path: O:\Analyst Data\Projects\M397- 18\Resul ts\M397 - 18- MF1-F inal.rdb 

=1 =~ affllt: ~~d,; S.mpie ID: - F,r.. '"M387•HM.-F°1.w,fl"' 
~ IPrrmfJct~PiiFb tna(ff>; -029.30l'447 .200 0a· 

i :::~: ~=~: ~~~ 
! ~=:~:::~~~c: No ~~~at08pt 
, A.cq. O.te: 5/J0/2019 ! Acq. "?1~: 12:S~:17 PM 

11 Modified· Ng, i :~~hi~~9;:~~! Ma~y~t Clas s ic 

l :::·~:~:r~~; 1!~0!1 c::=-
~ ,Wl..L!I.. snooths: 1 

J 
.Sep. Width: 0.00 

. S.p. Kdgh t: 0.01 
, !xp. h ak R-ti.o: S.00 
, Exp, Adj. R.at:io: 4,00 
• Exp. val. ~ho: 3.00 

RT Window: 10.0 :te<: 
!axpected RT: 4. 27 .mio 

1

11:H Relative RT: No 

I nt. TyfMI: &•.s• To B.ase 
Retention T.-e: 4.26 1111.n 

& 

I 
j ~!~~t: a.~!;.oo~;: 
11 :~:r;t~~: !:~~ :~ 

230 

220 

210 

200 

1911 

100 

170 

1eo 
100 

1'0 

130 

oo, 
' 70> 

eo, 
i 

50 , 

40~ 

30 1 

353 

3,82 

~L .. 

.... 

473 

.... 
378 :us 

--~- · ,·-~· ··-• ' .,. :3.6 3.8 <1.0 4.2 .U 4,S 48 SD 52 

Sa-npl•t.ia'!II -co~ ~10 - F,lt . ~M8M F'1. 
~nio,_ 

~ ,... .. ; ,,_+,... .... , jlllua(n). '72f ,30CY298. 100 011· 
•nl Aim&bon. -

ii S~b lodvai;: 11 

l! ~=!~t!~~n: Un~~ 

I 
caleul. ate-d. cone: tio lrit.erc.pt 
A.Cq. Dat@: 5/30/2019 
Aeq. Tuu: 12:S4~17 PM 

Modihe;d: Mo 

( 
li 
I 
! 

\BO 

170 

160 

100 

,.0 

130 

120 

110 

100 .. 
80 

70 

eo 

,o 

J.00 
3.77 _ 

T 
436 

417 , 

T 
, .. 

467 

I 

• .• 7 

50 l ,. ... ,. .. 
: 31 

"L . _ . ----~-~ 

~11¥N ~C<>°'dwdc"" s.tnplelO ~F 11e:""M397-18-MF"~ 

~ I leJs.or.toto,s:.,Tl? 1""4(•>· •e37 "°°"'"1 ioo ••· 
s~le lndex: t l 
SUIJ)le ~•: tlrw,QVD 

I 
Cot'tCen.tnt1.on : 1.00 e19/in.L 
Co.lculated Con.c: N/A 
Acq. one: S/30/2019 
"r;q. Ttu: 12:S4:17 PM 

Kod.ificd: No 

§, 
,; 

! 

i 
500 , 

1 
I 

.. o, 

400 

300 

300 

250 

200 

150 
351 

3.92 

100l 

3 SI 3 74 

: -- . 
3.• :HI 3.8 40 

•rr. . "COct.cl( S.l'l'fll610· - N&°-"N397-t8--UIFtWlff'--
jPr nnri Pt~rv lnfn l ''-'Hl;(Hl··ru«nr.)[]2200 oa· 

11 Sallf)l. e lnd11-..: 
Saapl• Typa: VntnO"l'O 
concent..r•tion: 1. 00 119/mL 

1 calculated cone: N/ '-
Ac.q. Dau: S/30/2019 
kq. Till".e: 12:S-4:17 l'H 

200> 

24Q J 
ttodificd: No 

220~ 

200· 

, ... 
UIO! 

§, 
·~~ f 

=I 
1 

.. , 351 

"" 3.74 

oL 
3.4 ,.. 3.8 4.0 

4,27 

... ,. 

• 2 • • , 

:Clml.P' 

4.24 
I 

463 

"" 

.,. 

... .... 

5,04 

4.9 s.o 

4..$34..654.17 498 

~·2 •• 4'• 4~8 -~ 3,4 3 .fl 3.6 4_Q 42 .... U 4,8 50 5.2 

Sa~le Name-: "'CO c:hed:' sa"°"• lri"";:-=-Fil•' "1,1J97-18"'1•1.Wlf" T~~ .__..,..., .... "'-'""'-_..0:::~::,.;;_,-;;.- 0;- He-:-,- .M- 3_"1_·1-..... ~ 1-..... ~------"Ikn!l•_,__min. ___ _ 
Drnnrioton, lnfn "'-nJ:'"294.HKW182.100Cllt' nr.,......,r· .,....f.,....,_, ~M):"289100it7&.f000. 0 

SU'plc Index: 11 
Suiple Type: Unknown 

,

1 

conc.en tnt ion: tl/A 
calculated Cone: No Inteccei;i t 
Acq. Date: S/J0/2019 I Aeq. Ti-: 12:S4: 17 PH 

II Modiriod, 110 

& 
,; 
il 
f 

oooj 

450 
i 
I 

I 
..,.,1 

,..i 
! 

300i 
I 

~I 

200 

150 

100 

50 

I 

Gomm•nt 
,,1,11p111 lndex: 
Saople Typ•: 
concentc .. ~ion: 
Cal.culat9d cone : 
Ai;.."q_. Dau: 
Acq. Ti-: 

liod.ilied: 

notnon : 
11 

Unknown 
1.00 ng/.mL 
H/A 

5/30/20l~ 
12:54:17 PK 

No 

1000 ... 
,00 ... 
e00 
750 
700 .,. 

~ 
600 

;; 
,,. 

J ,oo ... ... 
350 

300 

200 

200; 
1001 

100 ! 
50i 

I 

o!-~. 
0,6 •• 1,0 12 

0-'-' ~ ~-. - .-.• -~,,o-- ,~.,-1:4-_1'.e ~ 1~~ ~ 24 f 
--- -""'.Jll" --"------------------------
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1 -Fina l .rdb 

~ 10,- "'"~1/e •M39"r.18-UF'1.w.'ff 
, .,.i:ai oni;, .,;;;,'-'-"ii,,,.,..t,. ~-<•5)• '"G29 8001«7 200 o•· 

~l• 1r.aax.: 12 
! Snpl• fy5JC: UnkrtQMTI 

I

r Ccneflltr~ti.QJ\: HIA 

1 ~~~o!~~ Cone:: ~;l~~~~:•pt 
l Aeq. Tb.e: 1:03:38 PM 

l! Modi f'1ed : No 
! Proc. Algorithm.! Analyst Clu:11c 

~chin9 f acu,r: l 
No .i::,e fhr:e.!.hcld: U .21 cps 
Ar ea 'thnaho}d: 71.0 • q;i~ 

II

' ;~- .J:~~' 
Sep. Hei9ht : 
13)(p. PHk itatlo: 

1 11:Kp. Adj. !l.ttl.O: 
1 ll(p. V• l . Rat.i9: 

1

·1· ::;;~~::cr, Use fl;el ative RT: 

Int. Type: 
, ltet<-ntiM Ti11e-: 

A.n•: 
Ha1.ght: 
Sta.ct T~: 
l!iOd rute : 

1 
(1.00 
0 .01 
S.00 
t.oo 
J.OG 

l 0-0 
4.27 
!lo 

. .., 
,un 

IW~~ To Hase 
4.25 min 

480 counts 
2.:Z:4e+002 cps 

4.20 ~ 
4 .l l mi n 

3201 

,00 

280 

200 

240 

220 

,00 

II- 100 

~ 100 

j 
140 

120 

100 

80 

60 

354 

>Dj 

O~ - i6 

•r-ncie N•rne "C~IC'" S.,... I "M391-f6-MF1.w.n" 

P~n:'ri~t:::1n, l~fn ~MfH)·'72t .3001296tOOOa" 

1 .$1,1rpl• IM•x: 12 

1 Sa,cgl• Type: Unlutovn 
, Coru:•ntc<&tion: NIA 

c.alcuh ,ted Con,;: tfo lnt•re.pt. 
11.cq. i>atfl: S/,30/ 2019 
Acq. Tl..ClU: 1 : 03:38 rt'I 

180; 
I 

100 , 

I .... ,,, ... , No , .. 
•~j 
1:20! 

1101 
100 

§ ,., 1 

1 00 

70 

"' .. 
40 '3.64 . 

JO 

20 

10 

, ... 
I 

4 ,2$ 

._.. 
,us . 

~.,1 

HT 

3'.8 ~ 4'0 • ,.2 . ... , .8 ·U 5..0 5.2 
I 

.... 

'·"" 

,n 

4.50 
I 

.... 

.... 
l 

'-----•~__.1.,..........-.,....--, • T , • ----

:.\,8 3.8 40 42 •• 4,6 •.9 50 S..2 

Ii I Sa ~ ?leNa~~S • n'4)l•IO:-' ~.tc."M$97. 1i .Mf'1 . .wr 
2P.!~nri ~t~ .rv I ~es): · 2M.100t178. 1000a" 

Saiaple Index: 12 
3 .. 1• Typ•: ttnknown 
Concu1.ti:•t1,on: t,/1\ 
c:.a.lcul• t •d con e : iNo lnt~ccep t 
Acq, Dat e : S/30/201~ 
1.Gq, TiH: 1:03:38 ,H 

r Modit'i~d: .Ho 

§ 

"' l 

600 

'"° 
,oo 

450 j 
..,. 

350 

300 

2,0 

200 

,oo I 
50~ 

! 

___ 11mo .......... _ __ _ 

fl Pja?.,9L\¥1ai1u!9, r:.-~o;; -~~~~~~:-----
1 

Sampla lndcx: U 
.S,i,,q1l~ Type: lJnknO'-"n 
concent.ratiOfl: t.oa 
Cal cu l ated Cone: ~/A 
Acq. Dat"e: 5/30/2019 

I 
J.eq. Ti.me: 1:03:38 \l'N 

Modt.!lecl: No 

n_q/1111. "" :1 I 

..., I 
340 

""' 
300 _, 
... 1 

"° 
ii 220 

J 200 

f , .. 
100 

'"" 3."2 .... 
120 

100 
370 .. .. .. 3.37 

20 ·1 

3.4 s.e 3.8 

j Proorietarv Info 
~ $uiph Index: 12 
• s~c type: un'lmclon\ 

Concentcation: 1.00 
calculated Com;: tl/A 
Ac:q. D.lte: S/30/2019 
Acq . Ti me: 1:03:39 'PM 

n_g/l!IL 

""' 
""' 

.,. 
Nodifled: No 1SO 

170 

"'" 
150 

uo 

130 

§. '"' 
f 

110 

I 
100 

,., 
00 

10 

"' .. 
3.St 413 

~ 3,60 

"° 
20j ~)3 

,o 

182 ,.oo 

oJ-., ~· 3G •• 
I S:iiiit lzrii: T-0 rbed' :;:-,"~ tr>,.,· HE "M:fiff~ij.;w:.l~ 
_ D r ,,...nr iAf,..,n , lnfr,, j U~n , "2~ 100110., 100Dd' 

I Cott1111cu1t "' Annot.:lllon ' 
.:=.usp le Jndu c1 1-
$ 411fll' :~~ un,n-i.vu 
C.Qrn;l"ntt<\U -am I . OD ti'1/ru1- 750 
c at c 11h1 • d co ne: N/'4 

:~. ~:!:: t~~ti!1:N 700 

>todttiff : ~o ~50 

flOO 

550 · 

,oo 
.,. 

i 400 

1 
ii 350 

300 

250 

200 

1'0 

100 

,0 

... 
.,., 

.... 
4.76 

..• s.o 

0 1 - oteO'.s 1.0 12 14 ,.s u 2.0~ o.e o.e 1.0 1..2 {4 7e-- ,:, 20 22 2 . .c 

-----1------------------- ~1111'-ftll~•------
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Batch Name: M397-18-MF1.dab Project: M397-18 
Results Path: O:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

ra Saffp lll!l me: i8ll9r m 10. - F._ 'M38M 8-Mfl ,will"' 

11 • •~:~ ••---.a;o11bot~n-:n). ~.3001441.2000a· 

S-,qpl• !ndiex: 11 
Suipl.e Type: trnkno.m 
conr;-erit .r,ntcn: M/A 

, C-alr:ul&t<:d Coric:: no ln.tero,,pt 
Acq. D,ite: S/J0/2019 

! Acq . Time: l:lJ:00 ft4' 

J Modified : Olo 
i ~roe. "14JOrithll: An.aly:st Chssic 
; 8\lt\ci'ling Factor : 1 

Noisa 'Tbre.:Jhold: 1 4 .2 1 cp:a 
, ArH Ttu;-~hold: 7l.04 cps 
i ,:1'81. s~ch~: 1 

I ::~: :;::~~; g::i 
I EJr:p. Pu.k. R.J.tio : 5.00 

:i::xp. l\d j. Ratio : 4.00 
£:r;p. Val. Rade: :l.OO 

, 'A.T WiMow: lC .O :,ec 
' r;~:pect.4id RT: 4 .Z1 JD.in I Use R•l•tivc ftT: No 

I nt. Type: ~a• To S.:,.• 
! J:i•t.nticn TUN: 4 . 25 min 
'I Ase-a: 100 C<>Ynts 
I t:1u9ht: 6.15..+00l cp• 
II Stut TllM! 4.19 nu.n 
, l!ind Ti me: 4 .21 llll.fl 

180 I 

110 , 

1eo! 
100 ' 

140 , 

•-25 

4.US 

•.77 

80 3.7U.TT3.9'J 

70 

80 

80 
.., 

~l __ 
34 36 38 4~0 · •'.2.... .... •.e 

.... 

4.96 

4,8 5 .0 5.2 

! Sa/T'CMN•rr..'1:lrBr Sampt.lO:- Ft. ; •M397~ ­

j~ r'c2ii,.et,-:--n • ,Lsaf&':.o.c j MNe(n): "837 4()01447 200 00 

Sacple Inde-:r.: 13 
$&:.Jf,le'T'ype: Uh~ 
Coocentutjon : 1.00 ngl&L 
Ca.lculat•d Cone: M/A 
A,cq. Date: S/J0/20l9 
Acq. Tiae: .l:t.l :00 ~~ :1 

2"0 

2"0 

2•0 

220 
I 

it :1 
180 f 3.52 
1<0 

""' 1,0 

100 3.119 

"' 
'° 
40 

,0 

36 

..,. 

.... 

._., 

.... 
•.38 

4.17 

5.02 

' -.--·T~~--~-~ ..• 5.0 5.2 4.0 42 4 ,4 4.8 I 
[
. -, 5a~. ""8"81'" Sample 10; - fil~ •Ma87-18•MF1 vNf' 

..... , ~t ,_ rn :J. ~H). -n-, ..300l29S.100 ca· 
1 Suiple- Ind e.x: 13 

Sa.ple- Type : tJn'knar,,n 
l Cone•n.tut 1on: N/A 

I
, Calcu .ht ~d <:one: No Ince.rcept 

1•0 

rime '"Ml 

• 23 ,,. 
I 

Tlma 9)Q 

r 
l, -s.--,:-pe.NMM -iwei· s.,.,.,..10: - fllll "'M39M8-MF1 ~ 

!Prnnno t :::1n, ln fn j Mwi(ea) '7'D •OOIJ02.2000. • 

~i.. lnd.H.. 13 
~l e Type:• Unkn.own 
onc~1:tc8t:ton: 1.00 og/llll.. 

A~~;::~ Cone;: S/l~~~Ol9 HO 

.,. 
I 

Ac:q, Oilt~: 5130/20l9 
ACQ, TilM! 1 : 13:00 PN 

Moch.tied: Nl;J 
1 Proc. Al.godt~ : Analyst Chute 

I 
Bunching F•ctor: 2 

I~~!\:!:!~~~: lO~~g~g cp~
5 

,t:IJ.I'. SMoths: I 
S•P· Width: 0.00 
Sep. Hc.a.ght: 0. 0 1 
E;i(p- Pe.;ak lt:o&tio: s.oo 
Exp. Adj. ita.tiQ: 4.00 
Exp. Vd. itati,:i: 3.00 
RI' Wl.ndo-..,: 10.0 :,ce 

I ~=~~~~:c~~ RT: :~2s min 
Int. Type: 

Height: 

t

" ::!:~tion """" 
St.art Time: 

. £o:1 Ti~: 

B.i.~.i: To Ba l!I~ 
-1 .21 -1.n 

377 counts 
l.l1e+002 ~s 

~.16 a.1-n 
4 , 28 ain 

1JQ 

120 

110 

100 .. 
§ "" ,; ,. 
I .. .,,,, 

80 

•Q 
371 

j! 

!i 

3.50 

l-10 

0 -

iR~ --r'Dlffi!' ~810:.., FN:- "MllliM&-MF1 wir 0r;;;;;;;n , lnfnr Maa(U) ; -iM1oCN1181CIDDe"" 
canvrient' ·~ AnnOGAaon-•• 

Suipl • tnd ex: 13 
Snple T~pe: Unffl()Vl"\ 
ccncen.tr.at!.oni W/A 
Ca lcul•t•d Cone: No Intercep t 

1 1'.cQ. 0.t•: 5/JO/ZOI9 $SO 
Al;.q. Ti•: 1:11:0<J PH 

No 

400 

380 

300 

, .. 
200 

, .. 
100 

3 • •• 3.8 

.. . 07 
I 

4.36 

.... 

•.53 

,.'5.0G 

;o- i'"2 - .-~- 4'8- 41
8 ~5~ 

...Iiml.!""=- - ---

0 0'6. --o·a Lo- 1.2 ,_. ,.e 1.8 2.0 2.2 2.-4 

''--------------------------' P.IW!rnrJiin. 
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Aoq, Ti me: t;IJ:00 :PM 
100 

Modi fi ed: No 
150 

1•0 

"" 
"" 
"" 

II, 100 

~ 90 •.$2 

j "" 
70 

"' .. .. 3.53 370 

30 3.80 
•.1U 511' 

"' .... 
10 

0 ~, - :,'.e .. :o 4.2 ,. .. •e 4.e ... 0.2 

Nwne,: -Sar'1)teio"=""-f119:'"M397-t8-M.F-1- ..,~ .. -- --- ---'- r~ -
j~ ..... • MJJzfi'"' j "'-"l .. ,-~ 100,1&2100 Da'' 

Saq,le rndex: 13 
S-~ l• Type; Ur,kno wn 
CQOCcnt:.r::ar:lon: 1.00 
calcul•t.tld C<1nc: NIA 
.\cq, n.te: ~/30/2019 
Acq. T ir.e: 1:13:00 PM 

nq/mL 
•so 
eoo 

No 780 

700 

"" 
eoo 
s,o 

it 
500 

.f' ... 
j ,oo 

300 

300 

, .. 
200 

"" 
,oo 
,. 

O.S 0.8 1 0 17 U .~ ,. 20 

--------' !lll',~0---------' 
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Project: M397-18 Batch Name: M397-18 - MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~ illl!lu:toJ= Jm:;:_Jj;H.,.;ID:- File:•M39M&-Mf1'~Mc.r_------ ~-------~-- =, 1.-:C'", -"-,,=,e:::"':a"'.::'!"::,.,e:::"''--a;;,r-:;;"i_--== ::.;: 
n r ,..,. .... r; ..... ,., .-.. , MNII(••) : "629.3oo'447 .200 Oa• 
CGrnrnerlt - ~tlon: -,. 

Unknown 
N/A 

0.0600 n9/aL 
~/30/2019 
1:22:22 ffl 

I Modifl.lld: Go 

~ ~~{11:;9:!~:: ""~f y:11t Cl•nic 
.Nobe Thn~ shcld: ] • . '-1 cps 
An• ff'IU!lhOlcl: 71.04 cps 
, ~. !R1ROth.S: l 
:;qi . Wid th : 0.00 
sq:i. He iqht:: 0.01 
E~. PHk Ratio: S.00 
Exp. Adj. Ro1tio: 4 .00 

f :;iiwi~~tdtio: 1~:~0 S&C 
ll '.ltp.ctM H': 4 . 2, min 

, On Rel•t:.i.Vc RT: Hg 

II 
I lot. Type: 

Retention TJ.:ne: 
8.1.11• To B•:H 

4.27 iru.n 
A.1:fla: 496 count:11 

I ::~~~"~t .. = 
l.5'3e., 01)2 cps 

4 .18 ll'lin 
I End Tiir.• : 4 .32 :run 

~ 
,;, 

l 

.. , 
4.27 .... 

160 

150 

1<0 

130 

120 

110 

100 355 

90 

00 3.91 
4.16 

70 
4.02 .. 

Saiple Ind,;,x: 
.$u.ple Type: 
Conc«itr.at.1on: 
C•lcul&t•d COIie : 
Acq. Dat•: 
Acq. TiDt: 

V.odit1ed: NQ 

nq/mL 

, P.toc. Algoci thln : Nuily.st C:lu1!11tc 
!:lunching Factor : 2 

t 
t:ots• 1hreshcld: 119.86 cp:, 
'-rH Th.n:.hold : !199. 29 cp:9 
,tli.a, S_,oth.s: 1 
Sep . Width: 0 .00 
Sep. l!ei9ht: O.Ol 
Exp. Peak Ratio : !>.00 
Exp. Adj . Ratio : -t .00 

r :.;pw1~:~: !Udo: l ~:~O HC 
E:-::pa<:t•d RT: 4. 26 tun 
u:.w iWl&tiw kt': no 

Int . Typa: B••• To !&:.• 
11:eitendcn Titc.e": 'I .2 6 rain 
Me•: 99g10.l C()Wlt.S 

Hwight: l. 74:i•..OOS q,s 
Su.ct Tt'IM: -t.11 run 
~ t'i&e: -t.U t'lin 

4.20 

3.6"5 

34o5 

3.295 

30.5 ..... 
,. ... 
,..., 
2.2oS 

i 20o5 l 

1 , .... I 
i 1.""5 

1 ... 

,, .. I 
1.0t5 

I O .,,. 

50 .. 
30 

20 

10 -L~ t:.0.41. 

40e4 

2,0.4 

00 
40 '2 4. 4 .8 6.0 5.2 

I~' "-'AM " ·eras: a•mpl9 10· ° Fi'9 ·M397•18-Mfl vwff" 
I, ~ ietary lnf_.~!,.. .. ,,.,2,.300/2961000.-

ji S.lllll)le lnd.ex: 14 
S4!1pl~ Typ e: Unknown 
(.1:m1:.1tul t•tl C:O,.! ~/.}', 

Cdo!!utet ~t.l Cdfll~' 0.00 nq/ llL 

I~- ~~=:~ t{~!~~1!x 

, .Nodifi•d: t:o 
Proc. Algorithm: Analy:,t Clnsic 
B1.1nctun9 ractor : 2 
Nohe Th.ruhold: 38.11 cps 

, A~ a Th.ieshcld: 19() . 83 C('I~ 
, Ki.a. saoot:l'ls: 
S•P• Width: 
Sop. Kci9ht: 

I ::: ::_;~ ::~~: 
Bixp. v..i. ~tio: 

I RT "'ind.ow: 
&11:pected RT: 

l 
o.oo 
0. 0l 
5.00 
,.oo 
J.00 

10 .0 
l.i(.S •o ain 

II Use ~lat:1ve Rf': 

'!! I nt:. 'l'ype: B•se To Base 

l
· R.euntianTi .. : 1.46 ain ~•= ll2¥ c;ou.ncs 

He:i.9ht: 2. 90•+0 02 1;p~ 
I Start Tim&: 1. 38 ~n 
'! "E.nd T1a.e: 1.52 a.in 

150 I 
1 .. 

IJO 

120 

110 

100 

60 .. 
,. 

:1 

=[ 10 . -
3.4 

:I 
... 

I 

:1 
250] 

200 

150 

100 

50 

.. 3.8 40 4.2 4.4 ... 4.8 5.0 -
4.81 

4,34 

4.72 ... 
4 '1 

384 

453 

, .. 
I 

26 38 ..• S.O 

o~- ._.-· ._-.-~ 1.~o-~ 1.,- - ,~_,--,-.o-~1,~0- 2.- 0~-- :u 
TIU& Dia 

5.2 3.4 

I--::=~ ~r::,"': ·r10;•• ........ ,.,....,,1 ..... PiciiDitA ifriti ~85): "727.-tOOIJ02.2000a· 

S.t,iple lnd.M: 1.4 
sample 1'ype : untricwn 
Cor-c.ncrat.ton.: LOO ng/mL 
Calculated COi:~: H/A 
Acq. D&r.•: 5/30/2019 
Aeq. "l'llM: l :2.2:22 PH 

1,9-5 , 
Modlfi.ed : tlo 
Proc. Al.gorithln : An.a.lyat cl&ll'!'llic: 
Bun:chinq Faeto:r; 2 
?aoi.!I• Ttl.rashold: 74.3~ cps 
~11:• Th~,:~hold : 31 .1.. 11 c:p• 
, ,:WQ. $QOOChS: l 

1.865 j 

17.S 't 

u,s i 
S•P· Widch: 0.00 
S•p. u..i(jlht : 0.01 
Exp . ~k. R•t io: s.00 
Exp. Adj. R•t1o: "4.00 
Exp. Val. Rat10: 3.00 
H 11fin<iow: l0.0 i:,et:: 

£J1.P<e(:Ced Rt': -t .24 
Use Relative RT : No 

lnt. Type : &u,;i, To Base 
Ret•ntion Tiir,e: •.24 nin 
An ia : 563372 c,ow,,t.:1 

Rf!i9ht: 2 . lh -+00 5 qi., 
St,ut Tim e: t.16 ain. 
£nd '!ioe: 4.39 .Un 

, .... , 
1 •s j 
1.3&5 j 

I 12e5 f 

~ 1.1.S < 

i 1 o.s: 
I 

::i , .... 
s.o.,~ 
..... 1 
..... 1 

., ... I 
, ... 
u, .. 

0.0 
S.2 ! ,. 

' 1PmnnPtArv lnfn I ~-l 794\00llt0100Da" 
I ~ Nl'IITll!t'-llfilq>• Sl!lfflDle10 -- FM "'M39M8-Mf1 W1tr' 

l Saapl-a Index : ca .t! 
!-,.pl • Type· Un}.nown 

I ConcMltratlon : 1.00 nQ/mL 
~leulated Cone: HIA 
Acq. n.t•: S/3 0 /.2019 

I Ac-q, Tim.: 1:22:22 PM 

~ Modified: ~o 

I 
P:i:oc. Algoritha. : Anialy~t Cl• .u i.c 
&Jnchlno ractoc: 3 

I, ::!:e .. ~::~!~: 6i!~ 9!g c;:s 

i, ' I 

,Hwa. SJnQQths: l 
Sep. Width; 0.00 
Sep. Height: 0.01 
!xp. Peak ~atio: ~.00 
&xp, Mj . ~~ti.o: ~-00 
!,cp . Val. Ratio: l.00 
RT Window: 10.0 
!xpectecl RT: 1. 42 ai.n 
U:11• t\clacive Rl': No 

Int. T}l'P•: Base t"o a.a,e 
Ratention Tiu.: 1-43 lllL1 
Ar;e.a.: UJ120D counts 
Hei9ht: 2. 61•+oos cps 
~tart 1'1M: l.31 
End tll.8: 1.83 min 

, ... , ,._, 
2.2oS 

2.0.S 

, ... 
, ... 

§ 1.4e5 

i 
I 1.2"5 

1.0.5 

..... j 
8.09' 

4.0e4 

,. ... 
0.0 

o.• 

... 

,. 

o.• 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

11 SRfltpArt M'l9:astt11~- ~10:- ~,....M39Me-MF ,.wr 
I ·~~: .'-,; ~ bioft:M_aMf•) •529.30Q1447,2000a· 

t Supl• Index:: 15 
l S.-.ple Type: .stand.lrd 
I Con<:entut: ;i.<11'1: s.oo ng/rL 
.j Calculnecf Corte: 4. 7S ng/mL 
I l\cq. Data: S/J0/2019 
I :1.cq. 'Tl.M: 1:Jl:44 ffl 

l! r..odUie,d: rfO 
;,roe. A.19or.a.th211: Allitl)'st Cl,u;:iiu; 

1 Bwicbi.nv f",111ccur: 1 
I Neu• Ttu:eshold: J.t .21 t:p.! I~:.~.:::~~: 71.~4 cps 

,: Sep. W•d th: O. 00 
1 Sep. l¼d9ht : 0.01 

1
1 £:KP. ri .. 1c Rati.o: 5. 00 

:· ~:: ~I: ::~~:; ;:gg 
[

• RT W.iod.ow; 10.0 
£)(pected RT: 4_;n 

I 
Use Reclo1t1ve RT: Ng 

Int. 1':,pe : f!l,Ultl To 8.11.s~ 
ket:ention '1'11:1e: 4.27 II.in 

~ ~.:~1::_ 
I
• Sta.rt 11.ae: 

t:rrl •time: 

92<49 cuw-.t:s 
J, 4S9+00J cp:, 

4.,':0 
4.35 

3200 

2!!00 

2!!00 

2<00 

ZlOO 

1800 

1&'.IO 

1<00 

I 
1200 

1000 

800 

800 

200 

• 21 

,.79 

~ -1& ,;.:•5'd 1• t.,;;;,. 10:- F11&. iMSiff'-fiMF1.~ 
i&;;i_i,..._+ .... z.J;st~. j Man(fl): "637 «>C>H,47.200 o.· 

Suipla Ind.ex: l~ 
S~lc Type: St ,uKl u ·d 
c:oncentn1ttt1l'l: 1.00 nq/mL 

l ~~;~:~=: Cone: S/l:~~019 

' Acq. Tun: 1:31:4'1 Pl'f 

I Modi Hed: No 
Proc. A19orithm: Analy.st" Ch:utc 
Bwv.;h.it'lg F<1.et:or : 2 
tfoi"t- 'l'hN.s.hold: 119.86 cp:, 
A.tea Thr,L"lhold: 599.29 cpii 
, HUD. Smooth:.: l 
Sep. WJ.dth: 0.00 

I !:: ~!f;!tio: t~~ 
11!.xp. Adj. R.iuo: 4.00 

I 
E.xp. Voll. R.IL10: 3.00 
RT Windov: 10.0 
ExpeCt:@d 111': 4. 26 
U!le Rel&tin RT: t.lO 

lnl. Type: e .. .,. To !M.:ie 

f :~==~r:;on T1m•~oJ1se6·2'~~~: 
He.i.Qbt:: ) . 9Sf!+CIOS cpa 

l Stut Tintc : •· H 
, End Tim.a: 4_40 

I 
3 ••• , i 

' 32-S 1 
I 

3.0.5, 
I , ... , 

2.&e,l 
2.~5• 

' ; 2.2os, 

f , .... : 
!: t e.sj 

1.tieSI 

1..-.S I 

10.5; ..... 
.... , I 
4.00 • ' 

' 2.0. • 1 

o.o~ .. ~ 3~8 - - -- - -- -~ -I 0 37"~3 .. •.0 

1:1 ~~ ••: f•""• IO; = -Fl•"M39~ -ti D;;;a;ahxb~"-~Nol{n)" "72 13JO(J:96 100 o." 

4.2 .... 46 

r~ 
• '.o •,2 "' •.6 4.3 so s 2J 

• ~ lllN.tll'Hl'."'S~~=... Fa.. -MS9M&-MF1 wiit" ___ ____ ,,,....,_..,.,."==~--
ib'"'t""iil~ Mallll4_N). 72.7400i301200Da~ 

t• SN11J11 • Iridex:: 15 

~I ~=!:1:!!~:~: $1,~~r nq/ltl, 
~ Calcuhted cone: S.00 nq/wJ. 

Acq. Dau: 5/J0/20H 

I 
Ac;q . TJ.M: l:ll:4'4 PM 

Modified: Ne 
Proc. Aloon.tho : Andy:,!. Ch,ui.c: 
Bi.mchin.g racto.r: Z 

~ ~:~eJ:~!!~~~: 10~~;;9 c:s 
, .:'l.l:BI. SlhOOth.s: l 
Scv- Width: o. 00 
i:1ep. Heiqht: 0.01 
Exp. Jule Rat:to: S.00 
Exp. Mj. P.a.c~o: 4.00 
Exp. Vd. iWUo: 3.00 
RT Window; 10.0 .se-c 
Expected RT: 4.2S a.l.n 
U:Ut Relative RT: 1'10 

lnt. 1'ype: 
R•t•nt1on !' 11111!1: 
~ca: 
Hv1.9ht: 
St;a["t Time: 
l'nd T1N: 

Ba,H 1o S.:,e 
4 .2S m.in 

l2CS 4 CQ.mts 
,t.&Je+003 ,::p~ 

4. 17 m..11'.1 

4.J2 PUn 

,us 

•000 

3000 

1500 

1000 

500 

Sill~h Inde:-::: l S 
Sa.pl• TYP'S: :!lcand.ard 
r:onc1mtraticn: 1.00 n.g/.m.L 
calculated Corn;: N/A 

• Ac.q. Date: S/l0/201~ 

I Acg. 'l'i.m.e: 1:31:44 PM 

Hodified: tfo 
Proc. Al;o.rith.- : Analyst cla1111ic 
BWJChimJ f,c1(;tor: 2 
Noise rhce.sho)d: 74 .JS ep3 
;iu-- Thruhold: 37 1. TJ cp11 
, lftl:lli. saooth:J: l 

I S~p. Width: 0 . 00 
S~. Hflli;ht:: 0 . 01 
r:x~. Peak Rat:10: '5 .00 
ltx9. Adj. Ratio: 4J .00 
it:xp. V,lll. Ratio: 3.00 
ttT Window: 1 0.0 H-c 

tx-pect•d Rt: 4.24 ,min 
U:i• Reh1ti.ve R.T: t.10 

In c . Typ&: k:ioi: To Slue 
Ra ten ti on Tilllit: 4 . 2• min 
1',st!:a: 595 •8' e.ounu 
Hcight: 2. 25e+OOS cp:, 

J St.art TJme:: 4.16 111.1.n 
~ End Tiae: 4. l9 min 

I 
I 

I 
0 - - - •. - - - ~ L.--- tl 

2.2es1 
2.,.s l 

I 
20.S I 

I 
1 ses ~ 
1,8e$• 

., .. 1 , ... 
15o5 

, .... 

.... .... 
7 .... .... 
S.Oe4 

•.0.C 

,.,.._ 
,. ... 

3.8 3.8 

fl 1~Eii2E:ia~'.: t;=~~·;::~~;<:o~'-
3.4 3.8 38 40 4.2 4.4 4.8- "u - 'J

10 · s'.2 t o.o 3:4 

TITr-J'<D _ _ -- - ---,I . ~ arl ~, wr ~SH P $0~10, - Flle:-MJ»7-18-MF1 .Wllr ___ _ _ 

. Pr nnr io fan, ln fnj - MaM(Nt.""1M tOOl'182.1000a " 
COfffllcnt '"' AnnotMon·..., 

1 Sartpl e Index: 15 
sa~pll!I Type: Stand.ti rd 

I Cenc-toolr • tioo: 2S.0 P!J/ rJ. 
I C.tlC\Jl.a.ted Cone: 25.1 n']'/fll"L 
, Acq. ~te: 5/30/2019 
: A.(".q. Tl"4-: 1:31:·H PM. 

Modified: UC> 
Proc. ~goritMI: .i'l\_.lpt Cl•s:11ic 
Bunch.inq f'ilct.Ot: 2 
No1:h: '!hr•:,bohl: )8.17 CV~ 
,IU"c-;i ·rh'"c$hold: 190.eJ cp5 

i ,t,, •. Sr.lo<>th.,: 1 

I 
Sap. WJdt:h: 0 .00 
Sep. Hu.9ht: 0.01 
Exp. PHIi: R&eio: 5 . 00 
&-.p • .M:). R6t.io1 4 . Oil 

I 
Exp. Va.l. R6tio: 3.00 
RT Window: 10.0 3,ec 
lhtpe:cted RT; l-4!, ctn I UM Ri,l.lllti~ 'RT: No 

I 
Int, Type: a..,e To Base 

I Retention Tl.DO: 1.45 ain 

I

t I\N!~: 29124 count:i. 
Reiqht: 6 . 13e+OOJ cp, 
St....i:t T.i.mo,: l.Jl IIUn 

1 
&nd Time: 1.se llrin 

6000 

$000 

~•I 
@01 

§ 

4000 

.... i 
j 

! 3000 

2'00 

2000 

1,00 

1000 

500 

L _______ _ 

S.ur:pl• Tndex: 1~ 
Sa.ir:ple 'IVP•: SL4nd.:u:d 
C:onc-.o.t%ation: 1.00 nq/a:L 
CJlculi:i Ced eonc: N/A 
.-.cq. Date! 5/30/2-019 
Ar:q. Ti-: l:ll:4J4 PH 

Hod:ifie.d: No 
Proc. l\lqonthn : An.aly!!l Cl,usic 
Bundll.nq t'.i.CLO.t": l 
tlc:iue nu-e:ihoJd:: J2l . 7~ cps 
A:r~ • 1"h1::eshold: f:i18.95 cp.:s 
.Mt.a. Saoot:lu: 1 
S•P· WLdl h : 0.00 
S•P · Haight: o.ot 
Exp. ?e.llllc k.atin: S.00 
E¥,p. Mj. ilatio: 4 .00 
&xp. Val . Ral.io: ] .oo 
RT Wl.ndow: 10.0 Ila<: 
&xpected R7: 1.42 :Ill.Lil 

U:s<II! Ralativ• RT: Ho 

lnt. Ty~: BA39 To 8.a3• 
Rote nt ion 'l't. .. : l.4Z 
~raa: 1)30288 count3 
Heiq.ht: 2 .12e+OOS cp.s 
St,Ut Tiac: 1.2? air,, 
End Time: l.!9 

o.e o.s 1.0 1.2 1.4 1.6 u 20 ~ _ _____ D,>t..a!Jl 

G- 105 

; 

,.. .. 
,.. .. 
2.:z.5 

2.0e> 

1.,11115 

1.'-5 

f_.· 1 4eS 

~ 1.286 

10,0 

O.Oo4 

S.Oo4 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1 - Final . rdb 

' E ~m l, ¥= ~~:: :- ..., ID.•• Fie, •w307.,...,r, will' 
t _P']:'lnn c ~n!_ __ J Maw(os):"629300/,4•72000&· 

m,nent. no 'liOfl. -

Samph Indf!x: 16 
' sample 'rype:: !ita.n&rd 

1 
concl!f'ltration: 10.0 og/mi. 
C• lculilted Cr;,o,;: 10, 2 ng/mL 

! =: ~::~ ~(!~:~~1~ 
~ M.!Jd.1.hied: No 

1j :~hJ.:!9:~!~!:! Ma}yat c:lauic 
N:u::i• l'hrc.,,hold; 14. 21 cp:!1 
Area 1hr•:1hold: 11. 04 cps 
,Nutri. smooth~: l 
;'llep. tn.dt:h: 0.00 
5np. lhu.ghl: O.OJ. 
B.xp. Pea k R:atiO: S.00 
&xp. Adj. Ral:1o: 4 .00 
Rxp. VJ,l. Ritl".io : J . 00 
RT Window: 10.0 sec 
IL:cpo!cted RT: 4 .27 ,Uri 
Use Relative RT: No 

Trit. Type: 
Retention Ti.r.e: 
Artooi.: 

,j Height: 

llil:!11!1 To 5,,Uie 
4.26 oin 

J972Z eounta 
l,12.,_+-00J c:p:, 

4.1& " St.art Ti.me: 
il ~d Ti.:i:i•: 

" 
4.34 min 

1000 

~: 
! 

2000: 

1~~ 
,000 l 
5001 

I 

426 

o~- 3·6- -318 -; 0 .2 4.4 4.6 ---..s ~ ' _____ .......,, ... ..,,,,._ 

lllrl[R!tei:-~017 1f;:~~,,~~.,r 
I Sample Ind~x: lG 
r• SAIDplt! Typt": Star,d,ud 
~I Cartc•ntratian: 1(1, 0 ng/11!.1, 
' C&l,;u.l.<1.t.d. Cone: 1(1.3 nq/mJ., 
ll Acq. \l.ili:: .5/10/200 
il M:,q_. Tl.TM.: 1:0:06 WI 

i! Mod..l.(.i.90: 11'0 

j :~~hi~q:!~i:: An&}pt. Clauic 

,j llo1s• 7hN.sl\old: 20.S.9 Cp.::1 
:1 J,.rea '1:h..ceeMld~ 102.,95 ~ 
ii ,NYi:i. smootha: l 
, St9. W'tdth: 0.00 
I Sia->- Hi:.1.{lhl: . (1.0 1 
' t:;xp . i'e,1k k~t,1,Q: 5.00 

ii::: ~I: ::~~~; !:~~ 
I] RT Window: 10.0 
: exp.ctoed a·r: 1 .2s 
I UM Relati~ RT: No 

1 Int. type: a.:se To Ba.se 
RetentilXl. TUiie: 4 .24 11nn 
Are•; 25712 COJJnt3 
He.iqtit: ~.Eiie •OOl ep~ 
St..rt T.1.ne: 1 .17 lllin 

1 &rut Tlaie: 4 .33 111tn 

' 6'00 ! 

:1 
:I 
10001 
""'i 

l 
0 ' - --·-- -

3.4 3.8 3.8 4.0 

4.2A 

•2 ... 4-- ,48 ... 5.0 

Tirn!,,ii- --------.... ... _,..;;,;, .... ~, ...... ,o- ..... ~ .. 
I n.,. __ ... .,.; ,.. 4. ...... , , .... r.,... t •es)· "?88 1001115.100 Oa" 
~ Carrwnenr. Xnno5Son. ~ 
( Sap1e lnlie-x: 1,; 

S.aple Type: St.andud 
I· COI'l.c~ntr•t1on: ~0.0 n11/aL 
l CAlC1.1ht•d Cone : ~'2./J ng/lal. 

~ =: ~::: ~~!~~~~l:M 
~ MOOihed: tlo 

Proc. AlCJOL".L ti.at: .-.n.lyn Cl,11:~-,,i(: 
l!IW'lching racccr,r: 2 
ltoi:.e Threshold: 38.11 cp.s 
~t"it• 1'h~•"-hQld: 190.63 c:p.s 
,H\D, S:m.ootb.s: 1 
Sep. Width: 0.00 
Sep . H@i9ht: O.Ol 
E)!Jt. hak R.att.o: ~ . DO 
Ex.p . Mj. R&\;}.O: 4 .00 
txp. Val. Ratio: 3.00 
ttT (lfirldow: 10.0 :aec 
Zxpe,:.:l11d R'? : 1 • 15 tin 
U:,e Rvl.-tiv • RT: No 

Int. 't'ype; 
Retention 711,.e: 
A.rea: 
Hit-ight: 
StU"t T'i.-: 
End TJ..m111: 

Daso To !!11::ioe 
1.,u: ai.n 

64912 f;,QUtrU 
l . 33e+004 cp, 

1.29 
1.6S ai n 

1.3e4 

12o4 

1.1e4 

1.0t4 

900110 

0000.0 

! f 70000 

j 6000.0 

5000 ,0 

4CIOO.O 

3000.0 

20000 

10000 

0.0 0'6 0~8 1.0 1.2 14 1.8 1.8 2.0 z'.2 - 2"~ 

~ . WN1me---:"'Sld~ SarnpielO: .. Fit·~7-1&-MF1.w6 
~ 1&;;;£,..f.M/LJ&\;."' j MIS&(ea)·"'37400i4"'72000." 

S~lCI Index: 16 
3~b Type: : Standard 
Conetiltr.at.ion: 1.00 r.Q/tn.L 4.0.S 
Cale11lilted Cone: rl/'A 
~- o,ne : S/30/2019 
J\Oq . T1N: 1:H:06 Pf1 ..... 
H,Qdi{i.ed: !I<> 
ll';-CK.. Algori thJI: Analy3t c1 .. :1:1ic 3.4.S 

&mc.hi?'lq ,act.or; 2 

I 
Noi ,H Tlu"e~old : 119. 86 cps 
Aru Th.ce:.bold: !,q9_ 2Q cps 
,Ntl.r:I . SltlOOth.s: 1 
Sep . Width: 0.00 
Sep. n,u.ght: 0 .01 
BKP. l'.'c;a.,: ll4t1o: 5.00 

37•5 ..... 
2.8o5 

...... 
Exp. Ad3. R.atlo: 4.00 
Exp. Vd. 11,U:ia: :LOO 
R7 Wind~: 10.0 ,e,c 
!.~cl~ RT: 4, 2Ei min 
u,<t Relative RT; K• 

tnt. Type: lla:H!- To B.a.~c 
Retention '?Jail': 4.2.5 min 
ArN: t046'71 counu 

..... 
§. 22.S 

i , ... 
~ .... .. 

,.aes • 
He.ight: 4. OJe+OOS f.."i,':$ 

Start T.I.M: 4.17 11J.11 , . ...s 
!:nd t1.~= 4 . U m:in , ..... 

, .... .. .,.. ..... 
,o., 
2.0&4 

0.0 --, . ,., -·;:-6 

I~ ~~: $ · cr ll> ·•M3""10-MF1 ,_. -pJiiJiF ilii~:: Mns(N)' •n.1 4ClV.J02.200 o.· 
Saapl e Inde;-;: 16 
Sanpl e Type: !i tandud 
concentration: 1. 00 ttg/ftll. 
i:,lculated cooc: .!I/A 
Acq . D.ate: S/30/2019 
Acq. Tir.ie: 1:41:06 i'f"l 

Mod.ifi.-d.: No 
eroc . Algoriet.: Analyst Cla.:uic 
eun.chi09" f'acto~: 2 
NOi:H Th:tHhold: 74. JS q>s 
A.r1=-a Th?:eehold; 37\. TJ ep!r , 7•'5 

Int. Type: 8a58 To e--. 
Retenti on Tiae: 4 . 23 min 

,Numi. SIDO<lth.s: 1 
Sap. Width: 0 . 00 
Sep. Height: 0.01 
~xp. h,,11t Rat.to: 5 . 00 
Exp. J.dj. Rat=Jo: 4 .00 
,g·q., 1/.al, R•tio: 3.00 
Rl' Window: 10.0 sec 
811.~it;ted M'l': 4 .2 • min. 
Use Relative RT; Uo 

, .... 
, .... 
1,4.S 

§. 
,...,; ..... 

t l .t.S 

I , .... 
lu°H: 591St!, «oUnt~ ._.,.. 
Hnqht~ 2. 26.+005 cps 
$t~t l'iac: 4. lt min ..... 
£.""1 Time; 4 . 38 fflin 7 ,0e4 

6.0e4 

5.0&4 

-l >.OH 

2.0.4 

, ... 
0.0 --- · •• , .. 

a nc:r r;m: 
.S.wple lcdcx: 16 
S.llllPle Type: 3 t' .1111d.11 rd 
Co~nc.r.ation: 1.00 ng/al. ..... 
Ca l cul•led Cone: N/A 

' Acq. D.at.c: 5/30/2-019 
Acq. 'line: 1:'1:0& PM , .... 
KOdltied: No 
Proe. Alg<rrithm: p,n.,lyl!lt Chssit: 
Bunching r-.c:t-..or: 3 
Noise ThNlaho.ld: UJ.19 cps 

2.4~ 

2.2o5 
Ar11,.11 T'hn.!!hoJ.d: blll,95 ~ 

,Mm. Sr.aoot::h~: 1 
Sep. lfldth: 0.00 

~ :::: ;::r:~tio: ::~~ 
bp. M). l\&t.iq: ~ .GO 
Exp. val . R.111ti o: J.00 
RT Window: 10.0 :u,1c 
&xpacled RT: l.4< -.in 
U:, e ltltlJ.li.vie! RT: No 

I11t . Type: !Ja.:i~ To Ba111: 
RAltenti.on Tilll«: 1 . 43 ain 
A.r:~a ; 13125'3 counts 
Height : 2. 82•+003 c;ps 
Surt Ttme: 1.27 ain 
!.od Tiae: l.93 a.in 

..... 
, .... 

8 , ... 1 
l; 1.•-5 

I ·-1 UJrtS 

::1 
40M ~ 

~OM1 
0.0 

0 .0 OS 
_ l)mo>..f'llf'llll.Q ________ _._ _____ -------
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4.25 

S ,8 , .o 4.2 4.,4 • 8 '·' fimc.ui, 

423 

•'• 4.2 4.4 .:s s.o 5 _2 
DinL _ ___ ----~= 

1.43 

1,0 ,., , .. 2.0 2.2 2.4 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

Mod.l.fied: :<JO 
Proc. A.190:citha: Analy-3t ChHfC 
~htn9 Factor: 1 
Not.9• Threshold: U.:Zl cp:a 
Area fh,.-.i$hCld: 7 l. Ot cps 
,tfwi:t. $:a,OOtM: 1 
Sep. lfl1dth: 0.00 

i Sep. Height: O.Ol 

I 
l!!XJ). Pe~k Riltio: S .00 
e:xp. MJ. 11.-tio: 4 .00 
e:iw,. v.al. Ratio : 3.0G 

I =~~~ow~t: l~:~1 ~9! 
u,. R•l•tiv~ Rt: lio 

Int, Type: 
R•t•nti.on 'I .1JDe: 
A.co•= 

I."·'•"" JStart Time: 
End n .. : 

B.as• To n.::,• 
4.26 

'38702 coo.nu 
1. 4 4e-+0 04 cpi, 

4.20 min 
4.40 111.irt 

4,28 

1.2•• 

l te4 

1.0114 

9000-0 

11 0000.oj 

j ,~ol 
60CXlOj 

3000.0 

1000.0 

oo~--~--~ 
3.4 se 3.a ,.o -4_2 "" ,u •.a s.o s2 

T1n:m QI) 
sa a N1ome. "'St::! Y Sample 10: - Fit: ~Ma97-t8-MF1 ""' 

Drnnr iotan , u.a.{H) '721.3001218.tOOOa~ 

I SUsJil; ~ex: 1, --

1 

SUl[)h TYPf!! Standard 
; Cor,.canr.ratt.ori.: 20.0 09/m.1, 

I! ~~u~~~ c:unc S/.l~~i~n ng/n 
11 Acq. T11n•: l:S0:28 fM 

Modified : N'o 
Pree. Al9orithm: Analy~t clanic: 
Bunehi.?'19' Factor: 2 
tfot.u "l"hr•shold: 20.!i9 cps 

I 
Are• 'thr:t!~hou1: 1~2. gs cp& 
,"1.V:I.. St'lQoth.:r: I 
Sep. 1hdth: 0.00 
Sep. He...91ht: 0.01 
E,;.p. l'eillk J11,1;t.io: S.00 
Exp. Adj. Jllatio: 4.00 
l!Jep, Val. Rat.ic• 3.00 
RT Wi.o:iow: 10.0 :soc-

! 
Ex,p,ecu•d Rf: 4 . 2S min 
u- Relative RT: N'O 

tnt. ?')'P•: 8,t,~ To Base 
Reu,nuon TUN: 4 .241 min 
AN•: 50675 counts 

..... I ,, .. 
, .. 4 

1.5e4 

1~41 , ... 
, ,.. 
, , .. 

l t0.4 

i ~OJ 
- 60000 

4 .. 

Height: l.lSet-O(lt CP!f 
5U1.rt T1r..e· 4.11 Jein 

7000,0 

!trtd TJ.ae: 4,39 11\ln 600001 
<000.0 

~o 
30000 

2000.0 

•~o 

0.0 
_, __ ,.... 

, .... 
3,6e5 

~.edified. Yo 

I ~~~i~9:~~:; J.na?sc Ctauic 

Nct.!le Th.t'eshold: U9.86 ~ 
Ana Thre.sheld: S99. 29 cps 
,Nua. ,sooths: 1 
Sep. Width: 0.00 
Sep. Hei1,1ht: 0.01 
Exp. l"tlillk R..illt.i.o: S.00 
Exp. Adj . .R.llltio: •. oo 
811-p. vat. Ratio: l.00 
RT Window: 10.0 ::ice 

I ~=:•:~=t~~ RT: :~26 min 

lnt . Typa: h::ic To Base 
R•tent1on 't'ime; 4.2$ mJ.n 

3 .... 

3.2e5 

3.0.0 

2 .... 

2.695 

2 .... 

l 22.S 

?/' 2 .... 1 
I I , ... 1 

A,tea: 1028183 cnunc.a .... 
Hdght: -i..Ole • 005 c:p.:11 
si:.111rt Time: 4.15 ru.n t,"'95 
:tnd Ti.M: 4.47 lllin 

1 2•5 

I 005 

00.4 

60.4 ... 4L 
20.4 

0.0 
34 

I sample N9.IM. 's111 §I s.mphi C) - Fie ·"197-f8-Mr1.wffl" 
jDrnnr io tan, lnfn j Mha(M)''"TZ1400r.lDZ200Da~ 

sup I;' r:'.!x; n:.i 7 
Sasple Type: Standard. 
Cone.ncnticn: 1.00 119/al. 
Cdcvlat~ Cc>nc N/A 

2.3e5 

~q. D.Jte: S/l0/2019 
Ac::q. 'fi'Pi•: l:!»0:28 PM 21.s 

Y.o:::l.1.fied'. No 2-0.5 
Pl'..X:. Aloodthro; An•ly!it Cl,ustc 
B~ching lP'actor: 2 
No1s• Thr4!shold: 74.lS <:p:i: 
Ju"~• 'Uu:eshcild~ )11.7'1 c:ps 
,ltua. ~:ao0t.h:s: 1 
Sep. Widch: 0.00 
Sep. H•1.¢1t; 0.0.l 

I:~: ~r ::~t~; !:~: 
lxp. Val. R•~io: J.00 
Rr Window ~ 10.0 
tl(peCted RT: 1.24 ntn 
Use Relattv@ 'RT: No 

Int. Typa: Base To Ba•• 
Retention 'fi.-!: 4.2:3 rain 

, ... 
, ... 
1.7•5 

1 e,s ..... 
t ~5 

& 1 ... 

f 
, ,.. 
u.s 

I 1.0e> Ar••= 602919 C'OW\U 
H&ight: 2.Jle½OOS c:p& 
St.rt TilN; 41.16 a.in 

9.0.4 

oo .. 
t:.n<l Ti!l.e: 4 . •9 ain 

70.4 

00.4 

so,, 
4.0.4 

30. • 
,_ ... 
1 0.4 

00 -
3.4 

,-

•• 38 

4.20 

4 .0 4.2 4.4 ~-~5 0 ~ ~ 

UPI rnn 

423 

42 4 4 4.0 5.2 , .. 
fl SMipjp Nr1me~ llfflll&~N : "'M397•18-MF1wtr nr~~r;~..,~~• I-.i: ~ jt.laM(•) '"2oelfOOll761000.--

•• •• •.0 4.2 4"4 "4.6 48 S.o S.2 =~ eName•...,,-- s.m,..,o--·-,~ .. =.,.,-.,-.,~...,=,,-.-~------_..,,. ·"'" 
~ !:~~~~;: Annota~r-

Sq>le Type: Standard 
Ctll"lc4!ntratlcn: 100. n;/ol. 

I Calcuht6l't C.:mc: 9!:i.6 nq/oL 
Acq. Date: S/JQ/Z0.19 

• Acq. T1.1:1e: 1:50:28 l'K 

Mod.ifhd: Ko 
Proc. A.l.90.dthm: An.iilyst cl.ri:i:iic 

• Bunching F•ct:or . 2 
MoLse Threshold: 18.17 cpa 
A.rlta Thl:"•!ihnld: 190.83 cps 
,Nwo.. Sciooth!$: 1 
Sep, lf1.dth: 0.00 
S@V. Hu9ht: 0.01 
B,ip. PH'k Ratio: !).00 
Exp. Mj. P.at.io: 4.00 
t:xp . val. Ratl..o; .).00 
R'f W11\d~: 10.0 !$eC 
f!xp,ected ll1: l . 4S min 
u~. R•l•tlvo;: Rt: No 

tnt. 'f'ri>e: l!iase To aue 

i ••t.•nt1on t11ne: 1.46 .Ill.in 
Are~: ll7791 counn 
Hel,ght': 2. 4 e.+oo• cps 
Start Tim.e: 1.34 min 
EM ri.ae: 1.60 Ill.in 

2 ... 

22 .. 

206' 

, .... 
, .... 

~ 1.4-4 

r 12 .. , 

,.., .. 
8000.0 

..... 
·~~;;~ -:f~~c:;..~ j Mus(nt '"294.100,182.1000.-

Su:ple lnd,ax: 17 

I ~::~t:~~~n: Sta~~~~d m~/..S. 
C•lculat:M ccnc: N/A 

I J\c~. O~t..•: ~/J0/20Hil 
Acq. Tl.Dl.t:: 1 :S0:28 PM 

Modified: lfo 
Pl'.oc. Alqoc.i.<.hm : Arwly:,;t. Classlc 
Buncbin9 ractor:: .l 
Nohe Threshold: 123. 79 q,~ 
ArU, Tht'•!ihCld: 618.9~ c:p:,; 

, , lfum. 5:aooth:i: 1 
Sep. Wi.dt.h: 0.00 
Sep. He:i.g'h.t: 0.01 
!xp. Pailk R•t.,1,,0; !i,.00 
r:x:p. Mj, ~ti.o, • .00 
Exp. vat. R•ti.o: 3.00 
RT Window: 10.0 

I Expected RT 1. 42 m1n 
U::i-e ltel.llt.l.W RT: N-, 

lnt. Type: Bue To, flase 

I 
Recent.ion Ti.a:.: LU Iain 
Ar ••: u,1199 ecunta 
Heiqht. 2. 11 .. 00~ cp3 

Start Time: l .JO AJ.n 
!net Tl.-: l.90 ttin 

!i-

2-8.S 

2.4e~ 

2.2.s 

2.oes 

t Oe5 

a.o,. 

1.43 

0000.0 

=:L_ 
0.5 01!1 1D 12 1.• 1.8 11 2~ i, ~ ________ rJmo.JD11 

:::L 
20., 

OD- -
o.e o.a 1.0 
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Project: M397-18 Batch Name: M397-18-MF1.da b 
Results Path: D:\Analyst Data\Projects\ M397-18\Results\M397-18-MF1-Final.rdb 

I I ~Name- ." Std~ s:;;i.10::- F.i.;-·M397.1e,.M~1,wffr 
, In-~~-; ~•~~. jMaatn), 629.300l447.2000e 

:1 su:r,tn~:~.:: Aillloiiie'" -
t Saq'Jl* Type: SC.tn.dard 
1 Conc.eot.ntton: .S0.0 no/DL 

C&.lculotcd Cone: 49.9 nig/ai. 
Acq. Dat •: S/30/2019 
Acq . Tute: 1:59 :49 PK 

l'loditied: 
Proc . Al.4;1ori thr:J.: 

1 &unclnng Factor: 
noue Th.re-shold: 

l Al"H t11te$hQld: 
, P.'u:a. S!I.OOth.1: 
Sep. Width: 
Sep . Hei9ht: 
Exp. Pe•k Ratio: 
Exp. Mj. Rat1o: 

, 11!:)lp. Val . Ratio: 
1 ar W.1ndow: 

t;xpiilct.-d RT: 
Use Rel•Uv• 11:T: 

Int. 'l'YP9: 
ltetiMt..10.'1 Ti.me: 
Ar~~= 

No 
Analyst Claaalc 

l 
14.21 cp:1 

11.04 cps 
l 

0.00 
0.01 
~ . 00 
4.00 
:LOO 

10.0 :1•cc 
4..21 ain 
No 

Base To Bue 
4 .21 ai.11 

~135( counts 

!I He.1¢ie : .J.'45e-+-OO~ cpw 
~~ Sta&t Ti-.e : 

11 = TllN, 

ii 

4.19 llli.n 
4 .37 Jilin 

..... ] .... 
3.0IA ! 

2 .... 1 
,. ... , 
,. .... , 
UMj 
2.0.., 

~ 1.8114 

i 
! 1.6a4 .. 

1.4114 

',., 
'""' 

eooo.o 

IJOOO.O 

4000.0 ,1 

2 000 0 ~ 

0.0 ... 
' . ~~•mo · 'il!U: s,....,,o .·· ,,,.·w391-18-MF1....-

I Pi.ii,i§t~ ci:uJ .. M_:N(n): ~n, .JOOl'M, 100 o.· 
I Sample r~x: 18 

I 
SAmple Type• SUnda.rd 

I C~11;ntcct-,1.on· SO.O nq/r,J,, 
C,deulat«l Cc;inc; O. 2 11.9/11.1. I Acq. Dat•: 5/30/2019 

,. Ac;q. ti.me: l:S9:49 PM 

I•: Kod.it'ied : No 
1 Proc . Al,qorttha: Maly.st C1Usi('; 
Ji Btm.eht:ng Factor: 2 

:I ~~!01i~:~!~: toi~9~9 ~::s 
;I , tllm. S1000th1: 1 

t ::: =~t~~: ~::~ 
Ill Exp. Peak Ratio: 5.00 
, 11:xp. Adj. Rau.o: 4.00 
1 l!xp. Val. btto: 3.00 
• R'.l' Window: 10 . 0 :,ec 
~ e'JCPir-r-t:~ R"1'· , . 2~ .to 

I 
Us• R•lattv• R'l': N'o 

Int. T)"P4': 11 .. ::19 To a.ii:,. 
Ret.ention Time: 4 . 25 ain 
Area: 121'2'1 countll 

1 H•ight: 4,62a+D04 cps 

·1 ~u~1:.e~= ::!~ :1~ 
•I 

It 
,; 

J 

,-1 . ., .. 
, ... .... 
3.494 

32<4 

S.0.4 

:Z,81• 
:z.eie• 
2.4-• , ... 
2.0. , • 

'"°"1 
1.&M j 

1.464 -i ,,..1 
,.,..J 

,.21 

. .. 3.8 •O -4,2 4.4 •Al •.8 5.0 5.2 

--~r !!!!.--------

,.25 

~r · ·s!d .-=-~'";-10· .; RI-: ·M397.uM,r1 ~ 
1 lp£~d AfAXfJrJK- IA9N(n)· "837,~7 .200 o.~ 

S~le lndu;: 11 
S~l• Type; ::Jt~ud 

~~~=~!:~i~~c: ~i~o nv/mL s.e.s l 
aeq, 1).ate: ~/30/2019 
N;q, TJ.me: l:5!>:-19 PM 3.4.S 

ttodl!f6d; tlo 
Proc. AJ,9Qc.i.tlw: A.11,o.lyst. C].e.s!l!C 
Bunc;h.l .09 racltor: 2 
t.loise Thr.ahold: 119.86 cp• 
Al'H Thru,hold: 59t.29 cpa 
,NLm... Saooths: 1 
S11:p. Width: 0.00 

, S,ep. Ket.ghc: 0,01 
ft;,,p. P-lc bt.io: 5.00 
Exp. Adj. P.at.io: 4 .00 
l!l;..p. Val. Ratio: l . 00 
RI' Window: 10.0 
E~•d RT: 4.26 run 
Use Re l at.1w RT: No 

Int. Type: B.a.se T'a &Ase 
,tetention T irr.• = 4 . 26 r.tlrl 
Ar•.a: 101070 COYnt.:I 
Height:: 3. 79e+-OOS .;~ 
Start Tine: 4.17 min 
End Tt11a: 4. 40 m.in 

.. ,.s 
30.S 

,. ... 
26e5~ 

2-495] 

22-5 ~ 

a- 2.0.S 

t , ... 
i 1,e.s 

, ... 
1=1 ,.,,. 
,_.,.. 
S.°"4/ 

·"""l 2,0.4 

00 · 

S.~ ffllle· "SJ:to ~ 10·"" F_-""M3fl77i.,;ii1,..;.. 
irz;.;;..;;::p---+ ... zndak: Ma.(- •)· ·n, . .mrJ02 200 o.· 

Saapl• Indu:: 18 
' 3.aa,ple l'ypc: 3t,.ndi1tcd 

ConC6ltration: 1. 00 n.c,/mL 
Calculacad Cotic: Pf/A. 

~ ~q. Datil: S/30/2019 t Acq. TU!~: l:St:49 PN 

Modltled: No 

21.S• 

Proc. Alqor.ithm: Jvidy.:iit Cl,u:,ic 
U1.IDCbirMj1 t .. ctoc: 2 
Nohe Th.reahold: 74, JS cp• 
Area Thr~•tlold~ 371. '11 cps 
, Nun. Saooth!I: 1 
sep. -width: n. oa 
Sep. Haiqht: a. 01 
E:,cp. Put R.atlo: s.oa 
Bx,p. A.dJ. Ratio: 4.. 00 
11.q>. Val. it.cio: 3.00 
ftT WJ,~°"1 : IO . O 
R.)qH"cted P.f: t.2~ min 
U:i• Rel•tive RT: Ito 

Int. Type: Dase To 8.a.n 
Recent.ion Time: 4 .24 m.1n 
A.tea: 5832U oount.a 

, .... 
1.So6 .... 
, .... 

§ l.2'0 

f 1.195 

1,0.S 

··""' 
Height: 2.20e • OOS cp.s 
Stal!'C. TIIM! 4, ll Zl.n 

.. .,.. 
!nd 1'irae: 4.n 7.o.4 

··""' 
50o< 

4.0.C I 

30,, , 

20.4 1 

I

. ~il. 
o.o ----~- - .._ ________ I 

,,, .. L 
0 .0 •.. 34 38 31 -4.0 ... 2 .114 -46 .. fl S.O 52 l 

-~ JfflL.lllJn t~'To;;:?:r~;?:7="!;.~~~=1wfl'' 
Ii 1ur:z111m.n~ ~ n--· 

Se le Name: ~std 4'" Se 10: ·- file,; ~M3W- 1S-MF1 ....r 
DrAnriAf'ln l lnfA ~et), ,94-. t 00/1&2.100DaR 

' fnt. type: 8.11.se To lli•~• 
:Retention Tl.la.&: 1. 45 
A.rea: 294.409 count6 

Suiple Indotx: 18 
II S:.-ple Type : .St,11nd4,d 

C:cm.eentratlon: 250. ng/llL 
. Calculated Cone: 243. nr11/rJAL 

~ ~: ~=: ~~:~~!:l~ 
~ H.od.Hied: No 
~ Proc. Algor l.t hla: Ana.lyst Classic 
11 Bunchin.q Pac"Cae: 2 
I Plol a• ThrHho\Q : .3S. l7 ~p~ 

I Ana 11u'e:1hold: 190.83 cps 

1

, :,1...,. l5moQth.:,: l 

I ;:~: :;~:~= g:~~ 

I 
l!ixp. i'eit.k ilatl.O! S.00 

I 
EJl.p. M:), P..11.'tl.01 ·\.00 
&xp. Val. RatJo: ).00 

I! :!;!:~w~T: I~::~ into 
' Use Relat~VQ RT: tlo 

.... , 

U5 

$f'-J'lle TM•x: 18 
5H11Pl-e Type: Standud 
Cunc<11m::ro1ti<m: l.00 t19/11lL 
calculated Corle: it/A 
A~. Dat•: 5/30/201!> 
Acg. Time: 1:59:49 PM 

>todiC'tM: ~ 

l'coc:. AlC¥JriC.1-: Analyst Classie 
B•.i,m;h.i..nc;, P'•cto.r;: J 
Nc.iH Th.r;uhold: 123, 19 q>$ 
Area Thre s ho ld: 618. 9S cps 
, m..,.. Saooth:,:. 1 
S:ep. Wt.dth: o.Oo 
.sep. Height : n. 01 
EllP- Peak R.e.ti.o: s.oo 
"S.Jlp. Ad"]. lh,t.1.0: 4.00 
lx-p. V•l- Rti,ho: 3.00 
RT Window: 10.0 $~(; 

BKt,ected RT: 1 . -42 Min 
Use ~&1.ative RT: No 

InL. Type: Baae To s.aae 
Ret:endan Ttme: 1.. 43 at n 
A.tea: llllS27 oounta 

~0.51 
, ... 
2.2o!J' 

,.,., 

1 ""' 

, ... 
~ 
~ 1.41P"5 

i ,2<'5 

He-i9ht: 6.1'1e • OO-'I ~ 
!,tart Tt.-: 1.3 4 !!Un 
End Ti..rne: l. "13 Dll.-.l\ I U.i9ht: z.netoos cp~ 

St.art tim e : 1.26 au.-11 
tnd 'fi.-: 1 . 93 mln. 

, .. , 
40 .. 

60 !14 

,o .. . ... 
00000 2~ 

0.0 -- ------- ~ o.& o.a 1.0 1.2 1.8 2,G 2.2 2 .... 
00 •• 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

--.-:s.mo1e N:amo: •std 5" Sample 10: • Fi .. ·-•-.f387:,"i,.w1.wtrr 
: 1 lprf"lnriot~n, p,19Ni(ee);•&29D'JU47 .200Da• 

I •-t:··:,~., "'"""rt'' 
~anple T}'P41: st;mdo11.1"d 
CW1cenc.i:auon: 100, n9/'1JL 
C&l.11;:ull!lt:ed C4nc : g,7. 4 :ng/r.L 
AOq . Data: S/.30/2019 
Aoq. t;a. .. : 2:DS):ll P~ ..... 

: MOdJ.tilld: No 

ll :=hi~~!~:~; M•~y:1t. c1-,.,1e 
, ~QJ.5e 1'hte&ho l d: 14 . 21 Cl).!-! -'re• fhnshold: 71.(H cpa 

,Nl.Jo. :.i.&ooth.1: 1 

o .... 

.... 
~ Sap. Width: 0.00 
It Sep. H01,.9hl!: 0 .01 

Exp. Peat htio: 5.00 
• Exp . MJ. PAt1.o: 4.00 
' 11:,qi. V• l. Rat1.o: 3.OG 

RT Wit\d.ow: 10.0 Sf!C 

1 Sxpe,;tcd ilT: •. 2, ain. 
UH A•lat!VI! RT: tlc 

' '.I Int. Type: Bil-H to 811 ~e 
Retention t'UA!' : 4.27 1111.n 

' A.Na: 179931 count., 
'I Ha1qht:: 6. 7Se • 004 cp~ 

J ~J;;~~: ::~~ :: 

.... 

..... 
! ..... 
i 
! ..... 

..... 

.... 
, ... 
, ... l 

,000.0 

l 
o.ol..-,- ---.. 

34 ,. 
;] :moleN:;;-·w!'I' s."1"10·- r=a.,----;--U:;191.~ 

_D ~ nrir.~n , I MaB&(M): ~721 3001296 lC00.
0 

ii S1111!pl~riw;~:x: Annoti~· ·· 

I ~=!:t~!ri!n: S
t

.t~~ nq/aL 
, calculated cone: 99.6 nq/1111. 
, A¢q. Dat•: 5/]0/20HI I .-.cq. r .u21e: z:0-9:11 PM 

I Kodifhd: Na 
Proc. Aliiorith.lll: Ana..ly~t Cl•nic;: 
Bunc-hi.n9 rou;:to.i: 2 
Noiu Thtt:,hold: 20.S9 cp• 

1 J\.r,ea 1!'tlr,eab.a1 .d.• lfl2. 9!,. cps 
, N'Wn.. Ssooths: 1 
Sep. Wl.dth: 0 . 00 

I 

~f!P. Haight.: 0.01 
g ;,:p. PUt A.At.to: 5 .00 
&;;p. A-Jj. R.llt.~o: 4.00 
IDcp. val. R.litJ.o: 3.00 
RT Window: 10.0 

1 &xpec:ted R1: 4 .2~ 
I Use Relative RT: No 

i Inr. Typ•: Ba.!@ To Ba•• 
1 P•tan1:1on Ti.De: C .2S !D.ln 
' Ar.•: 2510~1 count • 

X.i.9ht: ~- 62~•00-4 cps 
.surt Tiffie: , .11 Cl.in 
End Tll'le: 4.44 

7 o., j 
8.5641 
e.o..j 

§. s.s., ! 

f. •-i .!ii": 4.~•j 
4..0&4j 

' l .SM j 

30.C i 
2.s.4: ; 
20.4: 

t 5H ~ 

10M ~ 

I !000.o l 

3.8 ,.o 

oo'-' -,-,-,-.-- ,~.a·--.,0 

11 • rm "Sl:J:j~• SarrlJkm'"' Fil•."M3'9]-18•~ 

lc:iu11110•---+ ... 2umuJ. ~esl. "2$8..100/176.UIOOd" 

SH!pl~ Index; 19 
I SM'ple Type: St•ndac-d 

c-onc-entr.ation: 500-. ng/1111, I 
1 C-a.lculdt•d Cone: 491>. n,q/mL 1.2085--j 

Ar;q . Date: 5/30/201' 
Aeq. T11Mo: 2 : 09:11 PM 

• liodifi~d: Ho 
Free. A.19oritM: 11n,11yu Clas:lic 

I &un.chu,g Pacto.c-: 2 
i Noba Th£uhold: J8.l7 cp=i 

i ~:-~~~:~!1: 190 . !3 cp.! 

Sep. Vldth: 0.00 
Sep. lie•i;,hi:: 0.01 
.S~p. h._i. Ratio: !LOO 

· Klq), Mj. ~t'l.01 4.00 

I !iWi~:~:'\atJ.o: i~:~o sec 
I E.,ipected RT: l .<GS mn I UH Rel&t1wi RT: Ho 

• Int.. Type: : 8-a.se TO 8,ne 
1 P.•te.ncion t~: 1 . 4S lllin. 
I A.Na: 611083 cow:1t:, 
I H•ir;iht: l . 2te +-00'5 cp:s 
' Staz:t Tioe: 1- JJ oJn 

&nd rim.e: 1.61 llln 

1.10c5 

1,00,s 

...... 
6.0094 

& , ..... 
- I 

-f ,., ... j 
c I 

I 
0.00o4 

4.00o4 

3.0~ 

1.00e4 

4.27 

• 2 4.4 4-8 

Dntu'!~ 

1.45 

a.oo-- - ------ ~ 06 0.8 1.0 1.2 

7 11 -""-...... -,.,.-.. ~ . .., .. ,.,_,,, .... 
Drnn n o f on, lnfn MMe(••) ~40Ql"'472000.. 

Suiole Index : 19 
S ,u 111pl• T'ype: St~..cd 
Concentratu1n 1.00 ng/t:IL 
Citlcuh ,ted Cone: N/A 3895 
Acq. Dat e : 5/J0/2019 

•• 0.0 

Mq . Thie: 2:0~:U eM 

~oditii!'-d : flo 
Ptac. Jlilgorithn: hl•ly:1t Cl•:,sic; 
Bunching Fact:or: 2 
Mi.-i:le Thre:st,old: 1a . 86 c;p• 
JUH, Thn-,hold: S99.29 cps 
,Hum. s.oorhs: 1 
S-1!(). Width.; 0 .00 
5ep. Hei9ht: 0.01. 
txp. Pe-at Ratio: S .00 
g-,:p. Mj. Rati.o: 4 ,00 
!:ll"P• Val. ltat:to: 3 .00 
RT Wi.ndow: 10 .0 sec 
expected tu: 4.26 ,r,fn 
Use Rehtive ll't': lfo 

Int. type: &.1-,e to l!loo~e 
P.~i:cru:ion Time-: 4.26 J11J.n 
A.i;~a: 10218U oowtt.:11 

I 
Jidgh,:: 4 .OO@•OOS cps 
St•c-t. T.1.~: 4,l'T ti.fl 
lnd TilH: 4.45 JIiin 

H.oditi&d : t.lt:1 
Proc. Alqt1r1t.hn: AAalvat Cla:1:1h; 
l'lunel\i.ng F aclor: 2 
Hou• Th.ct"::!11\old: 'Tt. 35 cpa 
Me-,. Thl"eati.old: 3'11.7'1 c:p1, 
,~. S::aOOCh:!1: 1 
Sep. W1.dth: 0.00 
Sep. lt9.ight: 0.01 
Exp , PM\ R•ti<1: ~.00 
Exp. Adj. Ratio: t.00 

, l:xp. Val. Ratio : 3.00 
Rl' Window: 10.0 s•c 
2kp,,!e'C~ RT. 4. 2.4 ain 
Usa Relative l\T: No 

Int. Type : Bue ?o Base 
Retention 1'l. .. : 4 •. 2t min 
Are.ii: 5!"4371 counts 
He.lght: 2.22e+O-O.S cpa 
St:ut Time: 4. 17 min 
2nd 'l'i~ : 4.46 

fr 
i' 
! 

9.685 

34&5 

32,51 
30.0 

20,5 

, ... 
.... 1 

' 2..295J 

2.0.5 I 

l ,8e$ : 

1.S.5 ~ 

1.4e5• 

12e5: 
I 

10.5 1 

8De4 1 

' 60.41 

40.4 i, 

2-llM; 

0.0 ........ 

2.1-' I 

21>••i 
1.8e5 I 

, ... , 
17eS 1 

1.Be6 ! 

'""1 , ... 1 

,. 

,.~, 
& ,,.. J 

f .... 1.006 

·- 1 
&Ot4 

I 
1.0o4 

.... ~-
t ,0.4 

,.,. 

:u1 9.a 4.o 4,2 4.4 "a 
___)lme..10L--.. . 

... 

..• S.O~ 

::i 
00 -~· 3'9 40 42 4... 4.e 

Modified: t,!o 
i:icoc. Alqodthm: Analyat C:la .ulc 
l'luru::h.ing l"&ct:or: 3 
"o15• Ttu:-esholcl: 123. 79 c=ps 
AN• Th.cc:1hi:>.ld: 618. 95 cps 
,rt1.1111. Sm0eths: 1 
Sep. Wid.th: O. 00 
Sep. Hei.qht: 0.01 
Bx.p. l'ed; Ratio: S.00 
EM.J), lld). Rllltio: 4.00 
Exp. Val. Ratio: 3.00 
JitT Window: 10.0 
Sx~cted RT: 1.42 111in 
U:.e fti!l.at.iv~ RT: Ho 

Int. Type: Bcie To Ba.ae 
Retont.i.on 'Tia.: I . •.l a.in 
Ar:ea: 1321826 count:, 
He1 c;ht: 2. l-9e+OOS c::p:s 
Start Ti.aa: 1.30 QJ.n 
E~ Tioet 1.U mln. 

G- 109 

1.43 

:Z,49' 

2.:z.> 

2.oe.s 

, .... 
1.6<$ 

§ 

f 
, .... 
, .... 
1.o.5 

, ... 
O.Oo4 

..... 
2 .... 

O.Q ... ... 1.0 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rd.b 

~l~ .,..,..,o·-,n.,-..,.,., • ...,.,_ 
'; I 1gzi:iai!/i~Z J ~m(N):•&2t.xio.tM12000.· 

Sample lndH: 20 
s~i. Trpc: ~t•ndard 

1 CODCeRtloiltioo: 200. 
Calculated Cone: 203, 

ng/llL 
n9/nL 

Acq. Date: 5/30/2019 
.I AQq. f:i.•: 2:18:Jl PM 

~Od1[1ad: Ho 
, Proc. A19odthm.: Alwly~t Cl,n::,;,11; 

: ::!~i~r!!~!f~~ 1 
H.21 cp, 

, Area Thr:eabold: 71.04 cp, 
,itullt. Saootha: l I ··•· Width, 

o.oo 
Sep. Height: 0.01 

f lhcp. Peak R.atio: 5.00 

t Exp. AdJ . l\at:t,o: 4..00 
j Exp . v.i. ~t:a.o: 3 . 0-0 

RT Window: 10.C HC 
•\ E~ected RT : 4 . 27 m,n 

ose Rel•tive RT: No 

] inc. Type: 8.a~e 'to 8A:!e 
1 RetentiOt' Ti.me: 4.:Z£ min 

A.Nia; J736~4 cc;iunt~ 
Haig.ht: l.Ue+OOS op• 
:itart Tll!MI: 4 . 17 Din 
end Time: 4.41 Din 

'"" ,.,.. 
1.to6 

1.0.5 

.0,4 

!!-
a.0&4 

t YA>•• 

!; . .,.. 
so .. 

4.0.. 

, ... 
2.0,4 

4.20 

0.0~36 r-i, ~ ••o-42 4.4 

I , " 
I Suple Index: 

S.-ple 'l::fPe: 
Concentu1t:Loc: 
calculated cone: 
A.e:q. 0..'Ctl: 

~ A.cq. Ti-: 

20 
:t.Lnda«I 

200. n-q/m:L 
U'1. n,q/mJ. 

S/J0/2019 
2:18:33 PK 

f 
Modi !t.•d: No 
Proc. Aloocitha: ).n.aly~t Cl•:uoic 
IS1.Dehin9 f"•1;to1;: Z 
Noise Thttshold: ZO. 59 cpa 

1'. Jr.?:•• 1h.:eahold~ 102. 9!,. cp:1 
, Nuo. SlllOotlu: 1 

~ Sep. "fidth: 0.00 
j! Sep. llflight: 0.01 

EXJ). Peak Ratio: :, .oo 

I ~:: ~L ::~!:: ~:g~ 
f RT Wtndow: 10.0 
: Cxpectell Rt: 4.2~ 
~ UH Rel,1tivG Rt: Ho 

!! ~::~n~~::Tlle: s.a
3:.i: B•H 

11 Are a : 49<1099 count& 
Nettjhc: t .8le • -OOS epa 

I!=~;;!!~: ::;~ 111n 

1&!6 1 

t 7.S 

1 .... 

1.6~1 
1.4..S 

1,3o5 

1.2•5 

1.t.S 

J 10.S 

f 9.0,4 ·-7,0,4 

·-·-4"'4 

3.0.< 

20,4 

1.0,4 

0 .0 
3A I Se~e Narr. '"Std fJ" Sil~ JD. - Fa. "M3rll-le-MF1 wtr 

I 
n ..................... + ........ , .... -i:::. .... ei, "2ee.100111a..1000a' 

CC 11,tcl,C Aili ..,.,J:.ei t ... 

!1 :::~: ~~- s~!~1.d 
,j Con1;entc•u.on 1000 n,g/11'.L 

Cc1lculat1?d cone: 9~. nq/ML 1 
Aeq, Oat.•: S/30/2019 

• Aoq. l'l.M: 2:18:33 Pit 
'4•5 f 

Modili.M: No 2.2o, I 
Pree. JUgocH.ha'!: Analyac C:lautc 
Bwl<:hi.nQ Factor: 2 
r-.'oi!l'e '1'h.cuhold: JB.17 c;p:, 
Area. Threshold: 1 to. 83 cpa 
,NIUffl.. S1n0ot:hA: l 
Sep. Vidth: 0.00 

: !ep. Hdght:: 0 . 01 
. Exp. Pea •. Ratte: 5.00 

hp-. Mj. '-•t:io: 4.00 

' !~lfi~t •t;.O: l~:~O ~C<: 
l;qieeted kT: 1.-GS llllr, 
OH ftela.dve a't: No 

lnt • Type-: Balle l'o Ball~ 
Reeention TilM-: l . -QS min 
J..rea: 1203910 counts 
Height: 2. S2e+oos cps I :::·:.:!'."' : , :: =: 

I 

2.0.S • 
' 

1.8•11 
1~1 

~ , .. ,J 
ii 

i 1.2-5 ; 

1~j 
..... 
..... , 
.. , .. I 
,_ 

0.0 •• 

___ ...,Tirne.miq,,_ 

4.2A 

-,s~ - 4.2 .. _ .. 
___ .--J)rw.l'I"-

,., 

0.0 I 0 t.2 ,. , .. 
r-im ma 

4.8 4.8 5.0 

Saapl<I!! ll'ldtuc: 
SU111Jlc: Type: 
C:onc;w:Jtc•tidn: 
Cll..lG\ll&t•d cone: 
Acq, Dau1: 
Acq, T.1.-: 

20 
!ltandard 

1.00 ng/lal, .,. 
S/J0/2019 
2:l8:)J Rt< 

I 
Modified: No 
Proc. Al9ociti•: Andy~t Ch~~i1; 
8\l.nr;h1rt9 F•ct:or: Z 
HOi5e ~reshold : 11~.86 cps 
Al"H f'h;ruhold: 5-99 . 29 cps 
,t:um. Saooth:J: l 
Sep. Width: 0.00 
.Sep . Height: 0.01 
Exp. P~•- Ratio: S.00 
J!xp. Adj. Ril,tl.o: 4.00 
Z:-.:p. Val. Rat:1.0: 3.00 
Rt Windov: IO. Cl 
Expected R'T': <11.26 111.1n 
U.sa ~•l•tiv• RT: Ne 

int. type : b.a.se '?o eas• 

I Retention Ti:sie: 4.ZS JUD 
A.ru: l0UI00S CQWlt.S 
HdQbt: 3. 82e • 005 cp5 

~ Stott Ti~: .g. 18 lllrl 
;1 End Tb_.: 4.5.l 

S.OeS1 

' ,. ... 
,. ... 

, .... 
, .... 
'·"'" . .... .. .,.. 
•o.• 
20.4 

5.2 34 •• •• 4,0 I 
00 • "T 

~~ ~~~ .;_T•r -1D·•• -,..., . ..,.-,.,.--,,M-.. --~IiiaiiciE MH•Hi 
4

727AaVJaUOOO.~ 

5-fflple Index: 20 
S&:lp.le "rype: St.andat:d 
c~ntcation: t.lMJ ng/l'tL 
C:•lCl.llU.~ Cone: NIA 
~- D•te: $/30/2019 
Aeq. TilQIIS: 2: 19:33 PM 

2.20• 1 
21•51 
2-0eS l 

Modified: No 1 0.5 ~ 
Proc. Algor1tbm.: Anilly•t Clo11:,~ii; 
Bw!.chinq f'act.or: 2 
tJoise Tht'.~.!hold: 14.35 cpa 
Are,a Thruhold~ 371.17 cp:a 

1.S.S .J 

1.7.S 

, Nu.in, $1Woth:,: 1 1 &95 .. 
Sep. Width: 0.00 
Sep. lf•.111bt.: 0.01 
Bxp. hall: :Ratio; ~LOO 
R.ilp. Adj. R,.tio: • .00 
B~:p . Val. :Ra.1:io: l.00 
R'i' Window: 10.0 
Ek~Ct~d RT: 4.2.; 
O.!• hlative Rt : r,o 

tnt: . 'T'yp~: Ba,9:e To easfl 
lt.etention 1'iac: • .23 .ain 
A.r;~a: 585901 oounts 

1.SeS ~ 

~ : 
13&5i 

§ 1.2o6 I 

" 1.1.~ .. 

J 1 Oe$~ ..... I 

Hei9trt: 2.?1.+00S cps 
sure Tiae: 4 .14 ..... 
£ndl Time: 4,59 , .... ..... 

SOM 

4,0,4 

, .... 
2.0<4 ,,.,.. 

.. 

4.2 4.4 

""" 

423 

~ 00'-- --- -39 40' -.. .2 • 4 

4.e 4.e. so s2 JI ~.,.,.i;,,rtlt';si~ ~ ~ 10,- Fk'Mm-10.MFt.: - •• Tl""'-""1,.. 

, .. 2.0 2.2 2.4 

,. H&Grii~t~ciittil MIM{tt}:°"29' 10CV1$2100 o.· 
~ Sa;apl• lftd.e,;: 20 

!:ample Type: St..nd..cd 
ccn.oen.tration: 1.00 nq/ml. 
CalcuJAted Cone: M/A 
Acq. Dau: 5-/30/2019 
Ac:q. tiJw: 2:18:31 PH 

Modithd: ~o 
Pcc,,c. Al.90:cit.hlll:: 1'.n.aly.st Cla:,:,ic 
Buncbin'jjl ?"o11c::t~: 3 
Hc:,1:!e 'l'btt.shold: 123. ig c:p.s 
Al"eii Thte!!lhold: f.18 . 915 cps 
,NI.a. Sooot?ls: l 
Sep. Width: 0.00 
Sep. HeiQht::: 0.0 1 
Exp . Ped; ltilt\.o: S..00 
~xp. Adj. htio: t.00 
Exp. Val. Ratio: 3.00 
JU' Window: 10.0 
exp4ct.ed RT: 1. 42 min 
Us• ftlllat1.V6 RT: No 

int.. Type; i'Alse To Base 
Retention 'l"ira: l. 4.3 oin 
Aru: lJ0J ~s.z counu 
Hei9ht: 2. 67~05 cps 
Start Tiae: 1.JO m.n 
End Til!Mt: 1.67 Ill.in 

i 
-! 
! .. 

2.•.sl 
2.4.S 

,, .. 
2.0115 

, .... 
u~ 

, ... 
12.s 

1.005 

·•- • i ..... , 

4.,.. I 
2.o.f; 

I 

0.0 
o.• 0.1 
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Batch Name: M397-1 8-MFl.dab Project: M397-l8 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~.rr. . "&d s,,..10 . - iG!. ~M397-1a.-MF1 .wflr 

1 !!ample 1.ndu: 21 
I Sample Type: St.and.t.l'd 

coneentr&ticm: SOO. 
, CalCUlilteG Cone;: 4 91. 

Acq. Dot•: 5/30/2019 
, A.l;q. fimie: 2:27:55 PM 

II Kodif i.c<L: No 
1 P:z;oc-. J.lgodthm.: J\n.!ilyet Claa.!IJC 
, Bunchinc;r T•ctor;: t 

N'Ol.H Thr.:ahold: 14.21 c;p:i 
A.rH. Threshold: 71.04 <:p:J 

' ,Ht.lb. 9aooth.s : 1 
-'ep. Wldth : 0.00 

· . .S•p. Hei,;ht: 0.01 

1

1'. £.xp. P19-!k ht•o: 5_00 
.i Exp. AdJ. Ra~o: 4 .00 
, E:q,. Val. R~Uo: 3.00 

RT liiindov: 10.0 :iec-
.l!:1.~~t~ RT: 4.27 Ill.in 
U.se Re-lative RT: No 

Ii Int. Typ•: l!.aae To Bas@ 
,' Retent1.on Ti.me: 4 .26 o.1.n 

I ~~~t: 
JI SC.rt Tl.me; 
I End. T1Wll!I! 

908Ei8Z counu 
3. S 0e+00S ~pa 

'1 .17 DUn 
4 .39 m.J.n 

3."-5' 
32t,5; 

,.oes ~ 
2BIIS• 

,. ... , 

' ,. ... , 

I 
2.2.S-j 

' 2.0o5 < 

! ,_1 
f 1.oe-sj 

1 . ...S , 

1.2e!l 
I 

1.0.0 

e.Oo< 

6.0.4 

40o4 

2.0e4 

0.0 

i~. Semple W.rtlll "$td T S• mpll, ID. - ta. "M307-1i-DF1 wfft" 

1; 1t:oifui--;,ii~'~fu w2n.~~M)· '721.3»"296 ,1000a" 

li Sa:upl• J:nd.9;;: 21 

jj ~:!:i:~;n: su~~~d nq/llL 

1: ;;!~~=~=~ C:onc;: S/l~~:C)u r,q/iaJ. 
,. A,cq. Time: 2:27:SS PM 
II 
. Kow.filld: No 
; P.z:oc. Al90rithm: Arui,1,yst Classic 

Bun,chin9 tactor: 2 
Hcue ThNahold: 20 .i9 cp:r, 

I
• A:r.ea ThN:aho l d~ 102. 9S <:p9 

,thn. sn>oth.s: l 

I 
Sep. Width: 0.00 
Sep. Hei.ght: 0,0l . ~=: ::;~ ::~r:: :~~~ 
E.xp. Vd. Rat:.1c: 3.00 
M' W111dow: 10.0 sec 
!.Jtpectll<I A'J : 4. 25 min 
lfsa Relative AT: No 

Int. TYJM: :i,.,_:,v 'to ea:iie 
Reter1tion Ti.De: 4 ,24 tun 
Area: 1215676 count.:11 
H•ight:.: 4.-UuDOS cps 
Sta.ct Jl.Q.t:: 4. 17 min 
~d Ti.Ile: -t.,t6 ain 

Modif ied: No 
.Proc. 1'.lqo".i.thD: AN!l)'H clauic 

! lkaich.i.n9 r&e.tor-: 2 
tiloiae Th:r:ea hold: :::18 .11 cp., 
ANA 't'hrMhold: 190.83 c;p:11 
,Mum.. SlllOOtM: l 
Sci,, . Width: 0 .00 
s~. Metqh-c: 0.01 

' txp. P•ak A.at.to: S.00 
liqt, Mj. '-at~o~ 4.00 
BAP- V,d. Ra.-eio: :3.00 
:RT Drllndov: 10 . 0 s~ 
Expected~= 1.45 mn 
trs1:1 Relative RT: t<o 

!l'lt. "l'ype! &a.se To 8•:,• 
1 Re-ce!"ltt.on Tt .. : l.'i5 mn 
1 Are•i 3114291 ccunu, 
, Height: 6. 44e+ 005 c:p.a 

St;act Tim: 1.33 ai.J'l 
Ind T&M: l.114 

..... . _.,.,. ..... 
, .... 
, ... 
32o6 ~ 

I 3.0.01 ,_...I 
a.s, 

§ , ... , 

f ::! 

ii 
i 
f 

,_...j 

:·:j 
12e5· 

1.oes; 
ao...; 
.Oo4, 

'""'i 2004 ·: 

.... 

.... 

.... 
,.... 
3Ge5-

2.jclj 

,..,.. .~ 
'"" 
~ .... 

4.20 

4 0 42 . . .. •.e U (;0 S.2 
__,J'Jg._min 

•• .. 50 5.2 

Sampltl~r S.mple!O·n ra.• -M'JSMB-Mf1 .WUF 
n)· "'e37.40Qi4(7.2DCI o.· 

CQnYl'lent 
S..q,l• Index: 
S.uple 'r'ype.: 
concantr;at:1.on: 

Annotaton: 

Ca.1culilt4td Con.c::: 

21 
St.nd.ud 

1.00 
N/> 

S/J0/2019 
2:27:55 et{ 

Ai;;q. D.lte: 
Aoq. 'l"ime: 

HW.ihed: Ho 

no/mL 

h«- A.l.9odtha: Millyn Clu:,i~ 
Bunch1nq ract.6:r:: 2 
NOi:tft 'I'h.i::nhold: ll9. S6 cp• 
Area Th.ruhold: S99. 29 <Cfl.!1-
, Nua. sr.ooth•: 1 
Sep. Width: 0.00 
Sep. Height: 0.01 
txp. h•k Ret.i<i,: 5.00 
c:p. Adj. 'Ratio : ,LOO 
Exp. Voiil- RaUo: 3.0U 
llT Window: 10.0 

II 

£xpected RT: 4.26 lrl.n 
a~~ Relative RT: No 

t nt. Type: ""'" TO !N.lJe 
R•t•nti.-.;in Ti.ll'le: 4. 2S nin 
An_.: 1012924 CO\Ult:f 
Kei9ht: 4. 0~&+005 cp:, 
Start 1'im•: 4.17 min 
Eri.d T>.ae: 4.. 40 nin 

, ... 1 , .... ..... 
,,.. j 

:.:1 
,. ... 
,. .... 

§ ~,.. 
-t , .... 
~ , ... 

I 

, ... 1 , ... 
,_,.. 
, .... 
00o4 

00o4 .... 
, ... 

OD 
34 

.... 

38 u 4JJ •2 ,.. -141 U 5.D $.2 

-=.,......,.,...,,,,,..---- --1 II~?> --­~ H.,-.. asld r Sa,.... I[)--;. Fit· ~M39Ma.Mf1 .... tf 
'ai~ ,t"+,w;W;&&r· ,.~ .. ~ ·,v 400002.200 o.· 

SUl,ll"I T11de1t: 21 
Saapl• Typa: 5tilll':U. z:d 
e«icentr•t.igo: 1.00 n9/ml, 
C.alculoiited Cone: NI,. 
A.c:q . Dilte: ~/JC/2019 
>.cq. 'l"ire: 2:27:!iS W. t ... 

Moda.Cied: Nj) t ... 
P.coc. 1Jgoritha : 11nalyat Cl•~:,i.,;; 
6i;nchtr:4 ractoi=: 2 t , .. 

fiche 'I'h.z:nbold: 74 . 35 cps 
~. Thc~l!lhold: 3'11. ,, coa , ... 
, Nua . Snooth.s : 1 
S~. W1.dth: 0.00 
Sep. HC1i91lt: 0.01 
I M.P• Peak Roiitio: 5 .oo 
Ellp. Adj. Ratio: 4 .oo 
!S.p. Val. Ratio: 3.00 
H W'it.dow! 10.0 
lixpvi;;,.e;:f,I RT, ".2.4 llin 
Uae R•1 attvec Rl: 'Ko 

lnt. Typca: &a:u• To Baae 
bte.ntion Time: C.23 Din 
Area: 567124 counts 
Height: 2.10•+005 cpa 
S t.11tt: 'l"i.me : 4. l2 Cl.In 
Q1d Tine: ,4;.40 

, .... 
, .... 
, .... 

§ 
1.2t6 ,. 1,1e6 

l , .... 
-" 8.0o4 , 

~ ... 
, .... ..... 
5.0o4 ! 

I ,.o.•1 
3.0o4 j 

20o4 J 

1.o..4! 
I 

00~ .. 36 

. Fis. ·M397-1&M~1 wlf 
a,:;;,;mrf.r'"'-',,lf,n\~il,,---l ~d) . "294.100/132.100 Oa'" 

S~le lnd~.x: 21 
S.mplc Type.: St al'Khi.rd 
Conc.ent:.rattM: 1.00 n9/al. 

I calcult1t•d Cone;: HIA 

I 
J.cq. ~te: !i/J0/2019 
Aeq . TilM: 2:27:SS PM 

Modi.t:1.e.d.: NQ 
tcrx:. Al<J<>.r.itlll?'l: Analyat Cb,ulc 
&.Inching Factor: 3 
1'1oiH '\'tir•shold: 123 .19 c;p:, 
Aru ThN:iihold: 618.9S cpa 

I s:;.i· wf:~~$: o ~ oo 
Sep . He1.,;ht: O.Ol 
Zxp. Pea.Jr: Ratl. o: !,, .00 
lli,p. Ad). Ratio: .q.OG 
S.Xp. Val. Ratio: 3.00 
Jl'I' lrtndON: 10.0 
&x~1;t~ Rt': 1.-1.2 :.tn 
V:6• R•l.ative R'I': No 

Jnt. Type: s.:,e To ease 
Reten.t.1.0!a T.1.-: 1.4'.l min 
~•: 13S 1915 oou.nt.31 
Mei9ht: 2.9bt005 q;i-:s 
$t..rlC 'l'iM: 1.29 Or.I.ti. 

Sod li3e'. 2.01 t11n. 

,....,, 
2.Aes-. 

22•S 1 

20.S~ 

18t.5 • 

' 
& 

16e51 

Ji 1 4f!l5 ~ 

l ' 1.1e~ l 

t 

1 0a5 j 

80M • 

6.01!4 J 

4.0e4 ; 

2.0K ..a 

1>0-·---

• 23 

---~ · 

~ 
1.43 
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Batch Name: M397-18 -MF1.dab Project: M397-18 
Results Path: D: \Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

r ~Nama. ·s111 tr Sam$1~---:f&-MFf:WW,, 

1 

••~r '~x.asa!-fill(-).:~.300M4r.2000.· 
1 $uple lndElx: 22 
I S-.ple 'typ11: Stiandard 

I 
Cc-u;;..,cratien: 1000. 09/111.1., 
C.lcu.l.•t~ cone: 984. nq/mL 
Al::q. J>.illtct: 5/30/2019 
Jl.cq. Tir.e; 2: 37: 11 PK 

it Mcdif1•d: No 
Ir Pr oc. l\lg:~rithffl: Andpt Classie 
t Bunching r~ctor: 1. 

N'Ci!U! Ih.te »hold: 14.Zl c;ps 
Are. Ttu:eshold: '71.04 cp& 
• t.'u:a. smooths: l 

Ji ~::: :!::~: . ~:~~ 
!~ ~-=: !:;~ ::~t:: ::i~ 
Ji :;P.;,i~:~: Racio: 1ti0 

:.ec 
J· £x.,.<:t1:d M : 4.2? :II.in 

I
I U:,• Rclatiw R'f: No 

I Int. t~: El-II~• To k:ie 
Retention 'l'lU: 4 .26 m.in 

j Acea: 1779022 c:ou.nb 
I' H• i9bt: 6.89e•OGS ,:p.s 
i· surt Ti.ae: 4 .1 3 .au.a 
' !:nd. Tim•= 4. li min 

; 

e.595.i 
I 
I 

60.0. 

.,.., 
S.0.01 

2.5&5 

f ::l 
:LI 
,.o,,s 

·-
DO 

3" 3.6 

5JI Name. ,r s:....,e. 90 •• Fil• . ·Ma97:1&-MF1 ...ir 
f Pr n n riohuv Jn fn _ .. , ·121.~1000.i· 

li Saaple· Index: 22 

I 
:!liMpb Type: Sttmd .. rd. 
C:ancentrat1on: 1000. n9/aL 

'. C•!.!.uloted Cone: 1020 . nq/aL 
. A!;q, Dilt•: 5/30/2019 

Acq. TUM: 2:.17:11 PH 

II 
M<Xilfio<i, no 
P.coc. Algo.Iithn : Andyat Clas.de: 

; Hunching Fact.or: 2 

[ :;;:\~!~~~~: 1<l{~9;9 c:~:, 
j' ,Hu.. S~ths: l 

11 ~::: ::::~; - g::~ 
, Exp. i'11tiik Mta.o; 5.00 

l :::: ~~: :!~!:~ ;:~~ 
1 Rt lfirulw: 10.0 :'!t!C 

I 
£.xpect:lt'd R1.: 4.25 ain 

! Use R•l. at 1.Vf! R'l'! No 

! fnl.. type: 86..se To Base 
,1 R11ttimt1.oo 'ti.mi:: -t.24 ain 
jl .a.na: 2506915 ccunt21 
•1 HeL,ght:. 9. 7J.f00S qn1 

~ ~;i~~ : !:!~ =~ 
•, 

.,.. 

..... 
8.6"5 .... 
7 ... 51 
7.085 ..... . .,.. 

! ..... 

f ·-..... ..... 
•&• .... 
2.5o5 

2.005 

I.SOS 

, .... 
..... 

.,. 

3.B 40 -4.2 4.4 

DJWff'in 

4.24 

... 5.0 

11 
Sam~• N•m · :St10: S•:·,t0~, •-~ 

jDrnnr io f on , ln fn MHa(N). "837'.400H-47.200 o.• 
COfflfNll'IC - Arnot»tlon. 

Suipl• lrl<k.,JI.: 22 
S.aJil• T)'IJ'l: S unda rd 
conc.icn,tion: 1.00 n9/m.L 
c.alculatr.l Cone; tf/A 
Acq. I).lte: 5/J0/2019 
.M:q. T~ : 2:37:11 Pt-f 

Moditieti: NO 
P,1;1,1,e. Alg.orl tha: An.Jl;tet Ch•,iic 
Bunchin11 factor: 2 
rloh• Thr•.shold; 119.e& cp:, 
~ea Thrnhold.: 599. 29 cp~ 
, Num.. Sm.ooth.:t: J 
Sep. ~idtb: 0.00 
S•p. Heiqht : O.Ol 
!.xp . P•alc br.io~ !>. 00 
!.xp. Mj. R.t.tio: 4 .(10 
8.Xp. V..il- R•t.io: 3.00 
RT Window: 10.0 
Expact&d :RT: 4 .2~ 
u:.e Rltliitiw R'r: P'o 

tnt. 'l'yptl:: '8&3& 'to 8as• 
R•c•l\tJon 'l'lme: 4.25- OLJ.n ,\;a;••= 100151:3 ooun t s 
He.i¢1. t: 3. 6te • OOS cp~ 
St•rt ft-: 4 .11 min 
End Time: 4.fl 

.... 
3.0•."i 

2 .... 

, .... 
, .... 

fr 2,o.5 

f , .... 
~ 1,s.5 

,, ... 
10.0 .... 
:::1 
20.•1 

4.25 

... ~; ______ _ 
5.2 L-...... .:...iiia:;;.;uE::J;:.;;;;;;:.,...;T.-:;;;;;;:r.:;m,::;3 ... • _ ·_• __ ._. __ ._·._·-_T,_,:,,.,.•= .... •·• 

11 i rnnriPt~~ lnfn !..°~.:{:!12~:: 
1 

men 1U • 

Sai;aplis lridiu.: 22 
S.mple Type-: St:Andu'<i 

' coocentratt,or,: 1.00 ru;/.11.L 
1, CAlQ.ll•t..d COflc: :NIA 

I Acq. D•t•: S/l0/2019 

I 
Acq , liae: 2:l7: 11 Pk 

Kodl.fied: )lo 

Proc . Algorithm..: An.aly a t Clauic 
bu.nc::hit1g Paetor: 2 

I :!:"T~~=~~~~: 11i~;~5 ~ 5 

, Num. Saooth..:t: 1 
.sep. width: o.oa 
Sap. llu.abt: 0.01 
!xp. Peat R.ttio: ~-00 
Exp. Adj . Ra.ti<l: ".00 

1 Exp. Val. A.aicic: J.00 
RT Vinck:11,,1: 10 .0 
!xpecti:d RT: 4',24 min 

' U:i.e R.elar:ive R'l': WO 

tnt.. type: 8a9e To 8.ase 
Retention Ti .. : 4 . 2l a.in 
Are.a : 517235 COUrLtS 

Hfliqht : 2.21a .. oo~ c;:p:, 
Start Time: 4. lS aa.i,n 
!rtd T1..e: 4 . 44 ain 

2.2-5 

' 21•5 ~ 

2.0.sJ 
< ,_g.si 
' t&eS • 

' t.7eS; 

u.s l 
, .... 1 
UeS j 

1.3.S1 

§. 1285~ 

I 1.1it5 i 

70-4 ~ 

60o4 j 

so.• 1 
•0-4 -

30.41 

' 20.4 • 

10.4 j 

• . 23 

5.0 

00-- ,..- -,.-.--:u -- ,~.o- .. .2 , :.. -48 « ···~ 00-'-- -- --- ,.o 3' •.. . .. i2 •• 46 43 5.D ~ - - ---r-. e:'.•'.=:~::· ~·o,,- Filr" M3117•1 .... f1 .-' ~I i riwafj~tai£=)- .. 1, .,.. , ... ,,. ,000.· 

F !:ample Index: 22 

jl ~:!:t:;~~: 
st;=~ nat.i:. 

j, Caleul•ted Coni!: 5070. n9/aL 

li ~:: ~::~ ;~;~~f~1:M 
liKod.1.fi&d: 1'o 
Ji Pzoc. Algoritha: An,d y.:tl.: Cln:-,.ic 

Ii Bunch.lrtg Factoc: 2 

I :~!!e ~~!:~!~: 1 ~~ 9~ 1 c~~ 
J! ,NWI. SaQoth.$1: 1 
ii Slltp, Width: 0.00 

S.-p. H•i¢lt: 0.01 
«xp. Pealt Rat.l.c: $,.00 

,: exp. Ad] • 5\.9.tio~ 4. OG 

]1 !~Wt~:!.:.: ttat1o: i~:~o 
, Expe,cte-cl RT: L t5 
l tin Relativ11: RT: No 

Int. 'l'YP•= ll'l8H To B.ase, 

I.

' R1ttenc1on Tia.: 1-4~ .ain 

I ~~~t: 62~~i~!+oo:eunC:! 
Start rt .. : l. Jl ain 

,i End Tisi&: 2.01 ain 

11"'6 

, .... 

& 700"5 ; 

f B<J0o5 

,.,.., 

I ODlt~ 

0.00 
o• o• I 0 \' 

~~ - - --
M...C•) ·-2941 00t1&2.1oooa· 

1.45 

Sample. Index: 22 
• Sa.mph Type: St.2nda.cd J Conoentr&tiM: 1. 00 nq/aL 

I 
CalCYlat6d C.Mc: 'NIA 
11.cq. Dat•: S/30/l019 
Acq. T~• 2:37:11 PM 

~ 
Modified: No 
Proc. A.190Lithm.: Aniily~t Clu.:ti.c 

l :~r!:~r~: 12~. 1t !;p~ 

ArN thc-•.Shold: 618 .95 cp9 
,Jtua. Sw.;,oth.:I: 1 

I Sep. W1.d\.h: D.00 

i Sep. Hei'ifht: 0.01 
e:~. l'&alt Ratio: S.00 
!,rp. Ma:,. Ratio: •.OG 
£xp. V.al. Ratio: 3.00 

a :;p:!~~: 1
~:~2 

I Use hlat..V.: RT: Ko 

: Int. Tfi"'; '.ft.a!le To ea21111 

I, :;~tl<>n Tim.~3260•~-0~0U:: 
K"'19ht: 2. 69a+OOS eps 
Sta~t Tim:: l.2i 
!nd Ti~: 1. 90 n.in 

U1 20 22 14 

G- 112 

2f3•51 
2.•e5, 

; 
1 ~•Si 

Ule5 ~ 
j § 

f ::::: 
1.0•5 1 

I 
~.OM• 

i 
8.0 ... i 
4.0 .. ~ 

2.0 .. 1 
I 

oo..L......--.---------
0.~ OD 
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?roject: M397-18 Batch Name: M397-18 - MF1.dab 
Results Path: D: \Analyst Data\Projects\M397-18\Results\M397-18-MF 1-Final .rdb 

~ ~ •- -co· rtO.-n.-~39 1~ I itfrontloto£¥.aa -~n):-e:i!9 30014412000.. 

Sar11Pl• Ind • x: 23 
!'I~• T~ : Vnl;.no,,tn 
cancentn1tion: M/A 
calculated Cone: ss,. 
,-e,q_. Dllte: S/J0/2019 
~- Ti.ae : 2:<16:38 ett 

ng/!1!11. 

700 

~ Modi.fiisd : l(Q 

~ :~~M~~:!~~; A.n11!y:,t Cla~:a~c 

· Hois~ Threshold: H . 21 cps 
A~• fhrul\'o l d: 71.04 cpA 

""' 
""' 

1 Jfut!l. S~t:M: 1 
, Sep. Wi.dth: 0.00 
' Sep. Height: O.Ol 

Bxp. Pflak htio: S.00 
11:xp. A<h. bt1.o: 4 .00 

• ttxp. Val. Rat.1.0: J.00 

..., 
,00 

'"' RT Wi.!'.ldow: 10.0 sec 
&.11;pectf!:d R?: 4. 27 min 

j Us • R•la-c1ve RT: ,to 

j tnL. Typ•: B-.l.1-9 l'O a.:.e 
· Retit ·nt ion time: 4.27 min 

~ 400 

f 350 :!! 
•J Area: 2377 C0W\!;:I 

•I HeJght: 7.37e • 002 cp:, 
, Stut 'l'i.me: f.21 ::nin 

5nd tu:W'! : f.17 min 

300 

2,0 

200 

1,0 351 
361 

100 ,. .. 
,0 

427 

3.02 4.08 

.L_ ,-~ ,,_ . 
34 3g 3.e ,40 4.2 " ·" 

I""",.,,~~ ""'.Jlll!. 
I I r· NM)ft ~ t,;"" ,.,.::-;;:;-,-M387.\8-Mft wiff' . 
~ @.~~ at~;;;: M.!'M(•) "721 300l29S 100 oa~ 

I Snple Index: 23 
Suipl& T :,,p•: Unknown 
conce.nu:atlon: NIA 
calculated cone : lfo I ntercept 

,_,. 
I ~- Dace: S/30/20 1 9 
I Jwq. Tiac: 2: •6:38 PK 

I Modified : Y.s 

j :~hi~CJ~!!~~ An.a!y.1t Clauic 

, NOH!? l'hrit!ihold: 18.00 cps 

I
: M&a. 'lhn,ahold~ %.G2 q>!! 
j ,tfUl".I.. sacotM: 1 

!1 !i: ;:r~~~t\o: t!! 
ii !.xp. Adj. R-9tJ.o: 4.00 
ii &xp. Vill. R.ltJ.O: l.00 
1! RT Window: 10-0 !I.C 

ii ~:~!:t:~~ RT: ~25 min 

j rnt. Typf!!: Base Tc B.ue 
J R•t•ntion T1-: 4 .2 6 r.dn 

000) 

"" 

l 
AA•· 19 19 counts 
He1,.9ht: 6.99~0 02 cp.s 
St.rt: 1'ine: 4 . 21 mn 
End Time: 4.3 3 min 

300 

.... 

•.s2 ... e7 

$0< 

•-• 4.8 · -~ 

..... 
4.94 

=LS2-393 "

9 4.4<]4_ 70, 
4 79 

,0 ' 

I o ~-.- .----

l
-..---=--~-= ~ ~ 3 • 3.6 3-8 4 0 4 2 u 

I 
on- Sff"'d• ID:- Flii""'"M397~ -- I nt• . rrun 

1~Wa~c!£i!n~ ff) "2138 t00,17$1000$" 

I Samph Index 2J 
II Sample Type: UnknCWII 
•1 Conc e ntration· ll/A 

t1 ~4!~~:!~ Cone: ~~J~~~;~f pt 
; A~ . Tir»A: 2:46:38 PM 

•1• Modi fi,dc Proc. Alqorittml: 
Bunehing Facto.c: 
Nobe ~uh:>ld: 

I~• '?lu"e!JhOold: 
, ~'1.11. SDOotlu: 

I::: :t~~~: 
!.xp. N il 'k Riltio: 
lol't:P. Mj, R•t.lo: 

I ::'~i::!;: A•tio: 

' Expec~d Rr: 
I U.!1!! RelatiV@- RT : 

No 
Andy-st Cl•:,;sic 

2 
38, 17 c:p:1 

19 0, 83 cp 5 
1 

O. DO 
0. Dl 
5.D0 , ... 
3.00 

10. 0 
1-4.S 
•o 

:1 Int. T)'pe : Base To Scl,e 

]. ~==~ti¢n Tu1c: 156!.46~: 
i: ::!~t~ime: 3.S0~~~~2 :~: 
i: end Tl.U: 1 • .S4 TD1n 

L__ 

... l 
''° 

:l 
•so 
600 

550 
§ 

500 ,; 

I 4,0 

400 

$501 
,aoj 

~o~ 
200 1 

1501 

10oj 

50 : 

0.6 0.8 1.0 I 2 1 4 1 ti 1.8 20 2.2 2.4 
flfflQ rrin 

-f;: . ~ ~-r---m - •~ .,,...,.,....,1_ lPL~!?J.iJtafr.}bfa I ... ~,): •$3, .•0Q/••1100 o.· 
Saaple Ind •x: 23 
Saple Type: IJnk:rio,,m f CtmcMtrat:ion: l.00 ng/mL 

f Calculated Cone: It/ A 
Ar;q. D•t•: S/3012019 
Ac'Q- 't:i.oc: 2:-t6:38 l"~ 

Modified: »o 
Proc. Al1j101itha: Analy.1t Cl•-S5i.c 
eunching Factor: 2 
Nobe Threshold: 1n.86 cp:, 
A:ce.a '?'hr•ahold: 599.29 cps 
,Hun. Saooth-S : 1 
Sep. WJ.dth: 0. 00 
Sep . Hei9 h t; (). 0 1 
EX'p. Puk 'Rado: 5 .00 
Exp. AdJ, Rat1.o : 4 .oo 
t;,;p . Val. Ratio : l.CO 
RT W,l,tdow: 10 . 0 sec 
E:'iPec;titd R'l': • .26 min 
Use ~•l•t1.v• R?: tlo 

Int . Typ"l': 
R•tent1on Time: 
llrea: 
Hci'lht: 
.Stare t':ime: 
Rnd Ti'": 

O..s• 't'o n,., :,ia 
4.26 IIW1 

2369 ~u 
7.B~002 cps 

4.16 !Ill.Tl 
• .•O min 

"" 

""' 
mo 

550 ... 
•,O 

; 
400 

f 
i 350 

300 

2"' 

200 

.,. 

4.73 4.88 
,4.96 .... 

150 
S.53 3.88- 4.~ .. 4 1.2 

100 

50 ~ 

(): , .. •,-r~""'""!l: Il;mo!• ,n-- ,., .. ..,., ... .,.., ~r l~iil 0 foAln2.itr IAa-n(• ii)-·m . .aorJ02.2000.· 

Saaple lnd<8.:.: 23 
Saapl111 Type : unknmm 
concentr:a.tion: 1. 00 ng/lllL 
c:.&leula ced. COII.C: NI A 
Ac.Q. Date : S/30/2019 
Ac;q. ti.ac:: 2 : 46:'.39 PN. 

>DO 

""" NOdified: 'tH ,.. 

'"" 
220 -

§ "'' 
,; 

"" J ,.. 
,,. 

""' .. 
"' .. 
20 

O• 
3.• 

""' I 
_ •. _. __ ,._. _ .. _o_"'•"'.2..., .. •_·· __ .u ~·o -·-sz 1· 

_ Iinr n;Q • 

42$ 

I 

4.79 4.93 
, <.89 

462 

3 ... 4.Cl2 
3.$3, 

.,5.0S 

30 •• 40 4,2 •-• •-• u 5.0 52 

I ~~~he ""Ci :'.w1e10 - ,.. "'IDo1-, .. MFtwlJ!"-l6midPlil[Yjn}1 M•~9, "79' ,....,112.,000•· 
Ss11tipl• Imlei,c : :l 
!11..1:bplei YYJ-t@!: Uhlt/1.Q.J,1'1\ 
C:o.aCftl t.L.Jit l.011: I , tHl nq/,r. :, 900 , 
<;o.l c u.l•ttiO Ccin i:• tl l.A 
Ai;.q 1J1..1~-.: ~/JO /;J DI~ 850 
.Al!q. T;~. 2: 4i..l ) II f)( 

11oolft«1: 
600 

7,0 

700 .,. 
ooo, 
550 

; -"" I 

i •SO: 

I 400 f 

l,O 

JOO 

2'lO 

200 

··1 \DO ,. 
0 •• •• ,-. 12 u ,. 1'.s "io 2~2 i:.. 

l!ITNl..alll-
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Project: M397-18 Batch Name: M397- 18- MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

Hod.Hi ed: !~O 
P:c:oc. Alqocithm: Analyst clauic 
8tmchinq Factor· l 

1 ::~:• T~~:~:i!~: 11~0!1 c~:3 

,NUr:i. SDooth": l 
, Sep. Width: 0.00 r Sep. HR..i,ght: 0,01 

Exp. Peak Rat.lo: !t,00 

!1::: ~?: ::~!:: ~:~~ 
'j :~::~w~T: I~:~7 uc 
I; UH Reliltiv.. RT; NO 

11 ;.:~~n~~==T~: 1111":.~: aa:.. 
l M'U: 28891 COW\t9 

', Hei9ht: l.O li:+004 ~p.s 

I :~-=~.:7e= ::~; :!~ 

8000 

7500 

,000 

8000 

8000 

! 0600j 
;c: ,ooo) 
! ,soo ~ 

"""' j 

3500 ~ 

3000 j 
2!',00 

2000 

1'00 

1000 

""' 

San"tM rum.· •QC Low" S•mp19 10 - FM, "M.397 HI MF1.'lllil'r 

Prnnr i ,:::i,t~rv lnfn •-)."63 7 "00J,4472000.. 

Suiple lnde:t: 2• 
Sample Typ•: QC 
ccncent:uuon: 1.00 nq/m.L 
Caleu.J.ated Cone: KIA 
Acq. Dote: S/30/2019 
Acq. Ti.Me: 2:56:01 PM 

Modl.fhd: f'{c,i 
l"roc;:. Al.90.rithla: An&Jy.s.t Cl&,ui.e 
B..mchin? Factor: 2 
Nol!'@ Th.ruhold: lU.96 c~., 
Aru Thtt3h0ld: S99.29 cp:, 
,lf@. SfllOOths: 1 
Sep. V1,dth: 0.00 
$ep. ».19ht: 0. 01 
s:tp. fNk R•t.io: ~. 00 
&xp. Adj. "n ·io: 4.00 
Exp. Val, R.atio: 3.00 
R'r Window: 10.0 HC 
llxp,a,eted RT: 4 .26 min 
lJ;ic R~l~tive RT: No 

Int", Type: P..a5• To .8a11e 
R4!1tent1.on '1'1a.: t.26 
Are.ii 102 •0$0 c;ounr:s 
H•ig.ht: l. §lle•-tl05 epa 
Start THll'!: 4.17 a.in 
l!r.d T11H: 4, 41 ai.n 

§. 

f 

ss.s~ 
I , ... 

34e5J 
I 

3.285• 

30o5 

2.8e5 

2.8e5 

2...S 

12.o 

2.0.0 

1 .... 

18e5 

, ... 
1,-5 

::, 
eo.• 

I 

""' 

.. 00 S2 • 

:::L 
00 

3 • •• •.. 4.o 4.2 4.4 ,s ~o-~,, 
i , ._,_,,,ft!"?= •nr, ... .., 5afflplelO:- ...... M397•1&-Mri".'Wlfr 
I _D rf"\nnA f,....n, _ Mln(n) •721,3CO/"l99.100t>e• 
i Cotrwnant - Annocarlon.. -

S~le Irlfie.x.: 2-t 

l ~:~:1:;!'it~~= IS~ ng/-1. 
C-.l,r;W.eted C'~'"!A;; l'S.~ m,1/.t. 

S/J0/2019 
2:St:OI PQ1 

I :~~i~~onct-.m.: An,1;~5t Cl.isaic 
eunchU'lg !"actor: 2 
Not.A• ThNS'hold: 20.S9 ep~ 
Area 1:\l.Cl!!!holdt 1<)2.% c~ 

1 ,t,lu». Si.ioottl:..: l 

11 :::: ~~;~~: g:~~ 
]! exp, Peil ~tio: 5.00 

t::xi>- Adj. htio: 4.00 
l!lxp. Val. Rat10: 3.00 
Rl' WindCN: 10 .0 :,vc 
l!ixpect...:!: Rl': -I. 25 nu.n 

;i· UM R@lati.Vtti RT: H'o 

I Int. ':yp:: 8,a:111: To 941:,e 
R•t•nhon 'l'.i.&w: • .24 m.i.n 
ArH: 402911.i C.OUMlt:.,; 
Heig,ht: l.5Se-t00 4 cya 
St.i.&:t T.i.11.e: 4 J.l .111.l.O 
Krul Ti.IDe: 4. 42 :111.n 

. 
f 
f 

1.S.•1 
1.••• 

::j 
t 1••1 
1 O.• 

IIOOO.0 j 

8000 .0 ~ 
I 

7000.0 

fJCNXl.0· 

5000.0~ 

"""'·o 

,0000 
I 

20000· 

I :_" TOI• U• '."" ·~ ~ Ji0 r: 10 - FO, ......,.101<~1 -oz~~~Fiilli.: Man(n) 7.l7 4Utf302.2000.· 

----l S11V.~- -

4 .24 

Saapl• Irldex: 2 4 
Sillli)le Type: (tC: 
ConeM1cra.t.ion: 1.0:> nq/al. 2.3o5 
Calculated cone: N/A 
11,c,;q. Dat•: S/l0/2019 
Acq. 'time: 2:56:01 PN 

Mod.:i.hed: No 
l>roc. Al90.ri.t"hln: 11.iu,ly$t Cla•sic 
Bunchin9 't•c;l:o r; 2 
Noi.!e 1'hr4!13hold; 74.35 <:p:J 

1"'5 , 

1.Bee I 

Ar e,iJr, Th.re:.ho ld: 11.1..11 ,::P!S 
,NYl!I. smooths: 1 
Sep. Width 0.00 
!'iep. Ha.:..ght: 0,01 
&ii;p, Peo11.t Ratio: 5. 00 
B•P- Adj. Ratio: • .00 
ttxp. Val. Racto: 3.00 
~T Windov; J.0.0 
Bxpect.cl RI': 4.H njn 
Use Relative P;T: Nl.'I 

Int. Type' IH~• To O•:J• 
Ror::tertU.on Tia@: 4.2t cin 

17 .. 

1.s.5· 

1 ... 

1<e5 

"'"" ' !!-

f 
12"0 

1.1-5 

1.o.5 
.Uea: 614l75 count& 
H•l.ght:: 2.J~OOO~ cps ·-St.u-t. Ti,Sl,I!:: -l.16 m.1.n 
i;nd. Tu.a; C.45 min 

,0;.0.4 

6.0o• 

··-• Oe• 
3.0M 

2.0e• 
Ulo4 
'l 

00 --
34 36 1~:L~ -~----------34 3.8 3.15 •0 42 •4 4f 4& 50 52 3',i 4() - -4.2 

L...._ =-,,=,,,=·• •- . ------" ""''""--------...a.· =~ ________ T.IIM.,ff"D 

rl 
SarrolcN1me-"'OC'-ow"' ~•o- .. · !=le; ~-,3911&-MFtwtr I s::n:nette.m,1::-,X,Lmic lf"'!ml •ID---:-=-F"H••"MJ91-1a-w,1 'Mrr 

- ~: :_::.:;-f. _,...7i;.;;;:;;:.J .'!81i6(n):'"2&&.tOIY17'1.tOOCW' i jnr,...,,...,r ; ,...,,+ ........ , I .... ~,..,, 7 .!w(ea):"294 l00i182 .100Da" 
.... .,., ... ,_ ........ ,,..,_,,, Coll'IITlefrt"'"' Attf'~•-

Sair.pl• Ina&..W.: 2-t Saapl• lmt.1(: 2t 
Sd:ple Type: oc 1.45 !!aapl• Ty-pe: OC: 

lj c~~u:ion: ~!:~ ~j:: 2_a.. ~~~:;~:i~~c: ~i1o ,ig/at 
•' ~q~ o:~.: cone: S/30/2019 u1.. Aeq. D-ate: S/30/2019 2.6«> 

A<::q. t.U..: 2:S6:01 1>1' Acq. Ti~: 2:56:Cll P.H 

U3 

i t'.od1!1M: No 24-5 Y.odt.fied: No 
1.9e4 

Pl::o<:. Al-.rortthm: An•l:r:iit Classic 
Bwlch.i.n9 Facto~: .l 
Noi se Thr•.d1.old: 12J. 79 q,s 

' 

Area '!'hn . .shold~ 618. 95 ~ 
,Mum. ~.ooths: 1 
Si:p. Wi<ltb: 0.00 
s~. Het9ht: O .01 
lxp. P•ak Rac1o: 5 .00 
B~. Adj. P.at::i.~n 4 .00 
hp. V{ll. Ratio: .l.00 
RT Wind~: 10.0 
'f:xp.cted RT: 1.42 aln 
Use Relahve RT: No 

Proc. Algo.rithm: Malyst elude 
Bunchin9 raccor: 2 
t.oise Threshold: 3!3.17 cp:, 
Jlru thr•shold: 190.83 cps 
, lfur.i. Smooth:i: 1 
Sep. Width: 0. 00 
S•P· Heiljlht: O.Ol 
txp. PHIi: Ratio: S.00 

! ::: ~l: ~~~~ ;:~~ 
RT thl'ldov: 10.0 
txptu;:ted RT: l.4S m.1n 
UH Roelo1tiv~ RT: bl'o 

Tnt. 'l'yp•: l!l•.s.• To !'lase 
Retent1,rm TUN: l.lilS 
A.H: 91647 CQWJ.t$ 

H8l.gtl.t: 1. 99tt+OO~ cps 
Start nee: 1.29 rln 
End Tim e: l,61 

l.7e4 

Ule4 

1.5e4 

1404 

1.3'4 

1294 

i 1.1e4 

j Uk4
1 

j IIOOOO 

8000.0 

70000 

Int. 'l'yptt: &as& To B;ue 
R•titntton Tlae: 1.43 
A.ea: 1353194 count:, 
Hei9ht: 2. 76e•OOS cps 
Sta.rt Tir.-.: 1.31 min 
~ Ti.ae, 1.90 i:u.rt 

2.2.S 

, .... 
1,kSj 
,e.sl 

& 

f 14'•51 
12e5i 

, 0esl 
I 

5CIOO.O 8.0N J 

6000.0~ .... 
60000 • 

3000.0 ! 40.4 

2000.0 1 
2c. • 

1000 o l 
0,(11 ---.--

06 08 1.0 1.2 1,4 1.8 1.8 2.0 ~ i .. 0.0 
o.e o.e 1.0 1.2 

i-------------------------' 'm<...IIIJI.-

Page 24 of 97 

G- 114 

--~ ~1 20 2.2 2.4 

Obtained via FOIA by White Coat Waste Project



Project: M397- 18 Batch Name: M397-18-MF1.dab 
Results Pat h: D:\Analyst Oata\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

rs;;;~ -· 0:C ~ Simp'9 IO. - rile. -..a97-18-Mf1 . ...Mr° -- - --- ~ -- ----- - -- T -W::::!::=c:..a=== =~ ;;i, io=-- rii!" ·M.1&M1t- MF1 ::irf 
l i] f iis,ilf/4'l:.~~ M-8N(u):"12!1.300f4-47.2000a· Pr~~i P.t~N In fo MIS&(H)·"S3/AOOl447.2000." 

i ==~: ~;::~: 25 QC 4.29 :::i: i~:~! 2S QC 

1 ~~~r;~:~1~:.c: :~:: ~~:: 2.!es g~~~!::!i~~: !i!o 09/mL , ... 
I Acq. ~t•: S/J0/2019 AA;q. o.n.e: 5/J0/3:01Q 

Acq. T..mr-: .l : OS:2 3 PM 2Ge5 Ao:!- Tit:»: 3:QS:23 iM 

f Modified : l lQ 

, .... 
I Proc. Algot'it tra: ArH1ly:1t. Clasu.c 

, ... 
sunc.hin9 P.t11ctor: 1 
!iois e TaNsbold: 14 .21 cp:i 
ll.ra4 Thruhold: 7 1. 04 cp~ 

2.285 

, NUIJl.. Smooths: l 
Sep. '.ddth : 0.0 0 
Sep. Height: 0.01 
Kxp. FH.k R&tJ.o: S.00 

l !!:.p. Adj. fl:•tio: 4.00 

II ::twl~~~: Ratio: 1~JO Ht: 
11 g:ii;pec t~ R? : 4 . 21 :u.n 
II 11:ie R~l~t.lvc RT : Ho 

jll tnt:. TYrAII : . !\as• To Base 
Rete. nuon T.ia.: 4.26 ain 

, A.n;a; 162652 C01.1nl;. 3 

2.0aS 

, .... 
§ 18e5 

f , ... 1 
1.2'15 

Height. : 2. 89e•005 cps 

I 
~r..art .Tlr.1e: 4. 19 II.UL 
End Tloe : 4.<G0 sin 

1.085 .... 

::L 
2:0e4 

0 .0 - ~-
34 36 3.8 4.0 "'·' -4..4 

. -- - --- ~ " ,mn:e Nerne·~ rt7 :iempie ,D. - File; ·M397 1&-MFt .w.ffl" 
! ...E..!:r, n r ir,t'"' n...!..- _ ""'(fl).'721.300/296.10009"' 
I e,arrwnin.- :1111on:-
I SUJ1'1': Index: 25 

•1 s.....,1e Type: QC i Coru:.entraU.an: 400. nqln'L 

j i~~u~~~ c~m;: S/l~~:()19 nqll:ll. 

i Aeq. T.1me: 3:05:23 ff< 

I Modir1.M: Uo 
: tror; . Algorlt.ha: Nlil.ly a t Claaaic 

91.inc:hinq Paetor : 2 
Nohe Th.cashcld: 20.!19 cps 
'-"ea lhrc~ho1d : 102.~'5 cps 

I , N\.IO. 5:aooth:s; 1 

i ::: ~;1~~~: ~::~ I P!xp. Peal R•l.io: !>.00 

:I::: ~i: ::~t~: ~:~~ 
I ::.=~:~T: 1~::s =~ 

UH Rcl•tlVII!; RT: No 

Int. 'f~: 1-,te tu .B.ue 
Retention Tine: ,g .2:4 .U.n 

l Mea: 1006127 councs 
HeHJht: l.16etOOS <:P> 

1 $t.art T ime : 41.1, ain 

1! •nd. riiin : 41 • .11s •in 

Int. Type: ea.,. To e;u• 
~•t•ntlon Ti .. : 1.,u tllll 

J..A•: 2!>2g951 COWlt3 
Mvi9ht: S. 15e t-00S cps 
start Ti1111:1: 1. 3 2 Mn 
find Tine: 1. .83 1:1..l.n 

, ... 
, ... 
, .... 
, .... 
, ... 
, ... 
, .. s 

1.S.5 

1.:Z.5 

, .... .... 

2 0.5 

J 0o(3 

4.2• 

... 5.0 >.2 

Modi fied : No 
proc;. A.lqor1t.hin : Maly at Cl •:11:u.c; 
Bunching rAr.to r: 2 
Moue Thn:iihold: 119.86 cp• 
.A.r~a Th.u~h old: 599.7 9 cps 
,!tu.a . SUoot:ha: 1 
Sep . Wid th : 0.UO 
s~ . lteigb. t : 0.01 
EJLp. P-..k. Ilalio: 5 .00 
Bx,p. Adj. ht-lo ; 4 .00 
EJl.p. Val. R ... f".1.o: ].0 0 
llT Window: 10 .0 stte 
ltxpe c ted RT: t . 26 mi ro 
U~• ktil<it.ive RT: No 

lnt:. Typ e.: 84:,i@ To Base 
Retentioa t .im@: 4.25 mlT\ 
Al".e-i.: tOJ(6J .3 counts 
He-1.gtu:: 3 . 9!e • OOS cp:, 
Start T.1me : • .17 mi.n 
r,™1 T1.- : -t.40 nd n 

, .... 
3,,.. 

:,005 

, ... 
, .... 
..... 

i 2.2"5 

i 20.0 

! , .... 
, .... 
1 ··~ 
1.295 

1.CJoS ..... ..... 
'""' 
2.0o4 

0.0 
34 3,.8 

rl -.J;isiiiiijji,;jN:iijjji:~::liiJ~i]i~Cs.~~iilo·"'" 1:ir. •M.)9~ n£2;ibi£fi, lftM4ut.·,21·400f302-200o,· 
Sample I ndf:I~: 25 
5.anph Type: OC 
Cort.c.ntra tion: 1 . 00 
C&lcuhtad COll'C: rl/ r., 
Ac:q. Uate : S/30/2019 
.Ac-q. TirM : J:05:23 i't"l 

ng /l!IL I ,.,.., 
2., •• 1 
,_ ... 

Modi fied : NO 
Proc. Al r,oi:ithll: AnAlyst: Classic 
Bun.r.h\ng Facto.r: 2 
Noia• Thru1hold : H . 3S cp~ 

, .... 
, ... 

A.c-o:o Thce ahold: 311.. r1 Cf:!& 1.7"e6 
, t'un. S!IOO<ch!i: l 
S•P - W't.dt.h: 0.00 
S•p . Hi::1.ght: 0.01 
ZX,P. FM .. ltar:io: S .00 
Exp. Adj. hr:io: 4 .00 
! xp, Vd. htl.o: J.00 
RT WirKloY : 10 .0 .sec 
£)lp~ted RT : 4.2, l!.ln 
Use Relat.1.va RT: Ko 

Int. TVPQ: s.ae "to s.u• 
Rat"ention Tiae: 4 . 24 min 

, .... 
, .... 
, ... 

fr 
,,.. 
,,.. 

t ,, .. 
j 1.0.0 

ArH: 603S13 QOYnt:11 .... 
H•1.Qbt: 2. 21! e-+-005 cps 
St•rt TU:.: 4 . 16 ml..n ~ ... 
£nd T:t..&: 4 .40 min 7.o.• ..... 

S.OM . ... 
•-- 1 
, ... I 
'o.• 

o.o ·-- , .. 
•~ ':<:t,t,- ·.::ll!::M_,. ~ 0 ••• Rt, •i.&i- 18-WFI..,;.,. IJ:i.icilFJBiiEtR 7 Men(n). ?iM .100l182. 100 oa·· 

, .Sa!q) le Index: 7.5 
Sampl.e Type: QC 
Cqn~ti=ati.on: l.00 
C11,lcul~t.ed COhc: ti.IA 

' Acq. D• tc: 5/30/2019 
~ Acq. Ti W1e: 3:0S:2 3 PM 

i ~:! ~i:1~ odthm: ,',roa~;st Chut.c 

} :1~~~r!:~!~~~ u!. 19 c:p~ 
~ a\.rfll& Thr1!-"'0ltl: 61 1L9!i Cp.8 
• , Hum . S.r.c:,oLh.!1: 1 

Sep. Wid th: 0 . 0 0 

t ::: :::r::tio: ~:~~ 
£,xp . iw,. 11.atioi -LOO 
Er.p. Val. "R3tio: 3.00 
MT Window: 10.0 !l•c 
t )lpe c l:e d RT ; 1. ~ 2 ru.n 
U:lil tt.l.t.tl. V'=> ~T: ll o 

Int. TYP• = 1'111,~ To Base 
Retention T i.me: 1 . 43 min 
Area: tJS3U9 cmmu 
Keignt: 2.G~oo~ cp!I 
Stu t 't'l wi.: 1.27 rain 
End T1u: 2. ll n.in 

.... ,, 

2.0.s l 

1ees! 

16 e5 • 

It .... , 

-i ~ 
_ 1.2~5 1 

J 

1.0.s: 

e.oe.e...: . 
e,o.,.. .. 

... 

.,. 7 

3.8 •.O .. , .. ..• ..• 5,0 ..., 
Jl~rit 

7 
• 24 

'.ITS ... 2 4.• • . eu -- -;o s'2 I ~~J'O!D~------- -~-
1.43 

,o .. I 
oo- -

0 8 o.e 1 o 

::L 
00 oe o:a 1.0 1.2 1.• u1 ,:a 2.0 2.2 2.4 j 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Resul t s Path: D:\Analyst Data\Projects\M397-18\Results\M397-18 - MF1-Final.rclb 

11 ~:7!~•,. "?~~·:f<r2.rit-Pr-.tW s.rnp1e:10:= FJ. \ai9718MFtv,i,ff' --=----------SFi iii' sampi.N.,...;•0t1-M-Gp2-0l.P~1H" S•"l)lelD- ~·M3,91:1s.a i1F1.~ 
I l~w-tH1Y,"'_""'J.:'~.aea(-)."829300i-M7.2000. · lqcnn:Jiotan, lt:'fr. Maw(n,)."ti3?.4CNY

447
.2000.· 

': ~•,q,le I rxiex: 26 S&q:ile Index: 26 'I SU11,1le Type : vnknown 4_26 saaple Type: u"Jmown 
Concentr.atlon: NIA j (:Qnc~u:ratfon: 1.00 nqlaL 

,

1 

c.lculat.ad cone: o.S9S rNjJ/mL e,1eu1at:ed cone: H/ A. 
Acq. o.te: 5/J0/2019 SOO' Acq. 0.t•: S/30/2019 

~ Acq. Tun: 3:H:4.4 PM Acq. Ti.u: 3:H:H eN 

. Modified: • No 4S01 l",«hfuid: t,lo 
·1 Proc. Al9or.1ttu: ArHly!lt: Classie P.roc . 1'190,l"i,thm: Malys-c Cl..u,ic 

S\.lf'lchin9 Factor: 1 &unchi.n9 l"actor: 2 
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!.xp. PH k Ji..t i.o: 5.00 Exp. PH~ ~atio; !).00 
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. r.xp. vd. Ratio: 1.00 EitP- v.111. Ratio: J.oa 
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· ~=~~~~~:tim•: ~u:.i: IY:n f 
250 !:;~n!r:;T1aie: Ball:.~~ Ba.=c 

Area: !566 c;:OUhtll Area: l067ZH counts 

:1 ~:!~~t~i~: s.11::1:2 ~ 200 499 ~!~~t~tae: 4.2°:~~~s :: 
1 Snd TH:MII! 4.40 lllin tnd '?'im• : 4.4S ain 

,I 150 

3,51 
100 3.7~ ~3.&4 

.. 
l.4 3.8 3.8 

t:n:::•TP !"·;•;:-'lt.P,. 1H' -~,oO - •••· "M391 •1 ...... i ;,;,,­l~~f::t~ l~r.- ln.(n) . '721.300"M.1Q00-~ 

I Samph ; :i.u: ,lib 26 , 
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I 
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C..l cu lated Cone: 0. 455 n9/.X. 
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Acq. Timf!; 3:14:44 PM 

I ~~~i!t~o.cHtw: An.:a~;~c CHutc 
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nch• Thceshold: 20.59 cp~ 
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I 
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Batch Name: M397-18-MF1.dab Project : M397-18 
Results Path : D:\Analyst Data\Projec ts\M 397 - 18\Results\M397-18-MF1 -Fin al.rdb 

1:-1; samp!iN•me: "011-M-Gp2 01~1H" s.rnp1&10·-· ,=.."'M397-1&-NF 1.wilr 

lj ~~~ A~no~.J n;~ti9( M)·'"fi2')X)Of447 .2000. .. 

I' S~H lndex: 2'1 
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, Acq. D~t~; 5/30/2019 
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!:.lip . Val. R.,uto: 3.00 
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1
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Acq, Dillte: 5/30/2019 
Acq. Ti. me: 3:24:06 P1'l 2.1•5 

Int. Type: Bue To k~• 
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Batch Name: M397-18 - MF1.dab Project: M397- 18 
Results Path: D:\Analyst Data\Projects\M397 - 18\Results\M397-18-MF1 - Final.rdb 

11-. 2-08-Pro 1W sin;,..IO:~"M397 •18·MF1.Jir 
~..ar;a(M) " "628 :nat447 200 0.-

Cormi.nt - ~t5on: -
SuplE Inoli ;r;; U 
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Cal'\e•ntrat.1on : N/A 
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Exp . Val. Ratio: 3.00 

' RT WiDdow: 10 . 0 i,e<: 

!xP'!cted RT: t.2? t:dn 
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j 

70 

60 

:I 3.74 

3.4~8 ·-~ ia 

~~ ' •i~ ~ -08-P,•IH" _ ,o,- ... :"M38MO-MFt .. r ). i Pii-0¼t~n{§j _.-n).'"2M.t00111s1000e" 
I: S~le · lndu: 28 

11 

5aq;,le Type : unkn01..-n 
concentrat.ion: MIA 

! Calcul&tet:I c:onc: S/3~ii~
19 

n9/1nL 

J! :=: ~:;.:; 3 : 33:28 eM 

Ii Koclified: No 

1

1

1 Proc. . Al,goci.t"ha: AnAly.st clusic 
, Suri.chi nq t actor: 2 
1 Noise Thr@l!lhold; J8. l 1 cps 
! A.rt.a Thteahold: llilO , l:ll i;p:,. 
I , :.ua. s-.ooth.s: 1 

Sep, 'W1.dtti: 0.00 

'J s-r:,. n--19t1t.: 0.0 1 e.x_,,. e ... k ll•t.~o: 5.00 
r.q:,. M). 11.ilt~o: •1.00 
l!xp. Val . llatio: ] . DO 
Rr Windov; 10. 0 .s~c 
E;;.pact..cl RT: i . 4S ain 
Use Relative P.T: No 

f ~::;n!~:: Ti..: 
Ba:,e To 8•sc 

L.4.6 ain 
20"'4 count~ 

4 . 19fl002 cp~ 
l .JJ llin 
L52 a.in 

A.e.ia: 
HeiqM;: 

!; Start TUN: 

1-·-· 
,I 

.,. 
800 

350 ~ 

; 
300 1 

I 

~oi I 

200 

150 

100 

so 

0 .8 0.8 1.0 

.. ,. 

4.0 

1.2 

•$ 

4.3• 

4.n 

4 9" 

4.8 

~~~!~~ com;: 5/3=~~019 2..2«J1 
Acq. Tine : 3:JJ:28 ii~ 21~ ] 

Kodifi.d: No 20.S 

~~9;!!~~; IU\aiyst Cl&nic: 1 095 / 
Moi se'?hn1shold: 1t.3S ~ 1&t S~ 
MeA Thre:11bold: 111 . 71 cps 
, Nun. smooths: l 
Sep. Width: 0 .00 
5-ap. Hei9}1t : (LOl 
lxp. Peek Rati o: 5.00 

1

1:r;p. Adj. RAt10: 4.00 
Exp. V•l - R.U.1.0: 3,00 
R1' W.ind<JW: 10 . 0 ".e 
Expect•d Rt: •. 24 11.1n 
Use R,el•t i v. RT: No 

I ~::;n~ro:: =Tiu : Bas:_!: BaH 
Area: 6 1 4746 counts 

I 
Hei.gh~: 2 . 32• +00$ CP5 
St.act. fl.,lllt!": 4-1~ 1111n 
~d Ti-: 4.40 

17•5 

1,sc-S, 

t.1.5 ..: 
I 

1 Oe5 ! 
I 

90.4~ 
1 e.o.• ~ 

, .... 
e.oe .. ..... 
4.0o• 
3.0e-11 
,._! 
1.o.4L 

0 0 
3 • 3~t, • ~ .. :O 

-----~ 1J!~m~woo:'.:···QJt[!1.;;M~' E··oi.i-fa!li:ff:'.t~H"~ie"10:~ie·•Ml97-t8-MF1-.,rr 
Prnnr iPf ::trv lnfn tsS(n). •29,uoo,1a2.1oooa· 

Suiple Index: 
Saqile Type: 
Coricentc•tto!\: 
C411lcula t:ed Cone: 
Aeq. nate: 
kq. Ti.r.le: 

,. 
onknCNn 

1.00 n9haL 
N/A 

S/J0/20L9 
J:3l:28 PK 

HodtnA<I: No 
Proc. AJ.90t•t...m:li: Analyst Cl.a :1:1tc: 
B1mehing l'ac::tor : 3 
.Noise Tbn:,hold: 123.79 cps 
Ar-ea 'J'hreahold: 618. 9~ cp s 
1 Nun . soooths: 
Se~. Widch ( 
$f!cp. Meiqht: 
tr;:,,i_p. Paa.It R.at1.<>: 
Exp. AU:i. Roti<>: 
l'.xp. Va l. Rati.o: 
RT Vi~: 
Kxpectr.:.I RT: 
U.se Reliltiv• M: 

l 
0.00 
O. Ol 
5.00 
,.oo 
3.00 

10.0 
1 . 42 .-in 

"" 

I Tnt. l'ype: Ba:,ec To Bas e 
R•t: .. "\tlon Ti• : 1.u ain 
Ace,11.: 142661S e.ounts. 
Hei'}ht: 2 . 87•t-OO~ qJ, 

St.rt ·TJ,_. : 1.24 a.in 
Wnd 't'i.iu: 1.516 .J.n 

I 

:Ue5 

, ... 
2.••5 

22@5 

2.0e5 

, .... 
! 

~ I.S.-5 ~ 

,; l 

I 1.4e5 i 

1.2es.; 
I , ... , 

' 8.0e-4~ 

•- I 

4.0e4 

2004 

00- - -
0.8 0.8 1.0 1.2 

ii 
1: .... ~,, - ,-0-- 2-.2-- ,.~. I ------J ~.i1-a,.;______ _,_ _________________ _ 

Page 28 of 97 

G- 118 

4.2 -4.• .. 6 .. ~ .. 52 
J,renpn _ -- --

t 43 

, .. u 2.0 2i 2.4 
rmmn I 

Obtained via FOIA by White Coat Waste Project



Project: M397- 18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

S.u:;ple lndc,".Ji;: 29 
.Supl• type: UnknQVn 
COfte@nt:c•t i on: JIJ/1\ 

1 ~!~:,:~~ cone: sn:i!t19 nq/mL 

I ~'Q- Tim.e-: l:42:5O PM 

¥.od 1.he<1: No 
P.i;oc. Alg o dthlll: AtWl.)'H Cl&:!!lic 
BWldling Pacror: l 

• NQU• Thr.sho l d: 14 .21 eps • ?.I•• Thre1h.o l d: 71 . 04 cps 
, Hw:1, Sir..oot:hs: 1 
S~p. 'lri"idth: 0.00 
Sep. Hei ght: 0.01 
Exp. Peat. Ratio: 5.00 
El'IP- Adj . R.-.tio: 4 .00 
~xp. vd. l\otio: J .00 
RT Window: 10.0 .He 
11!,tpecr:ed. .-r: 4 .27 Din 
U!16 Rel •t iv• RT: No 

' rnt . Type: 

i 
Rer.anc .1m,. T1me-: 
AA.a: 
J:feiqht:: 
.Start 1"uw: 
&!'Id T i?M: 

Base To a...se 
4 . 27 at.n 

16991 COl,I.Ot:, 

6.Js:~~~l :~ 
4.34 IIU.n 

4.Z, 
I 

90C()j 

l 
5500 ~ 

0000 

4600 

""'° 
~ 3500 

,;. 

i 3000 

2"<)0 

'""' 

0 
' 3 4- "3'6 - 3JI -. ... 0 -- 4.2 4.4 

------ ---.llaLJ!io fl~?::o•T-:!"w.,.p..,1,r ,._.m-••"M39t-11H,1F1w111" I _•Pr2,~1~ta~ _ _j ~ .. , "721300/200,1000." 

' Su,plc lrY.1¢~ · 29 

I
I S~le Type · Unkn.avn 

I ~:~!~~ .. ~~c. ~t2 nq/.Z. 
Acq . 0..t;& : 5/30/2019 

J Acq. TUle: 3: 42: SO PN 

I Hod1Cied: No 
I; P:f,K;. Al90,U.ti'.111: An.clly:.t Cle,-::u..: 

Buru::~1"9 Putot: 2 
No1.s• Thi-e-3hold: lO .. '>9 ~p.!11 

!; ~~=.t~:~~~ 102.r; .:p, 

; Sep. Width: 0-00 
'! Sep. Ha1.,ght: O.Dl 

Bxp. Peak Ratio: 5.00 

I! !~: ~{: ::~t~! ;:i~ 
:, .RT Wind:O'J: 10.0 
t,?:x ~i;tc<J at: 4-2~ 
1' Use Rehti~ RT· No 

1 
tnt T~ • e.:aa to k:ic 

· Ret~ntlon Tiae: 4.2'5 min 
' Are a: l076i counts 

Height: l • 1'1•...004 cps 
: Start T1r.1111: 4 .16 min 

Ind T.i.~ : 4.34 1111.n 

1 ,00., 

B000.00 · 

0000.00 

0000.00 

7500.00 

7000.00 

& tiS00.00 

,::: .. 
s. .5000,00 

4500.00 

3500.00 

300000 

2"00.00 

200000 

1500.00 

1000 .00 

,00 .00i 

000 -'--.- .. -- ... -- .~ -- .- .-- .• , - •.• 

~ 
i] I =~11~-oa.POlt 1H" S#llJie lO .. Fite· "M3!',71--S:-Ml=1 wit' 1~!£l!1.!:ifil.~rv-'!-< .. ~., .. ,..,,,..,,000.· 

It Sample Index: ~- 29 

l 
$ample Type· 1Juk.llown 
Coru::~tC"-' tion · N/A 
CalC1Jlat ed CQnc: 208. t1g/J:1t. 
Acq. ~u· S/30/2019 
Ac:q. Tim&: 3:42:~0 PK 

.... 

•I Modi tied: iao 
I ~roe. Uqo,rtchct: An•Ly11t C.lauic 

11

...,chlng ractor. 2 

.Uo he Thtc:ihold: 38.17 eps 
Ar•• Thre ahold: 190. 83 .:p!t 

I , NLa. Saooth•: l 

'1 ~::: :!t~~~: ti~ 
Exp . Feak Ratio: s.oa 

..... 
, .... 
, .... 

I :::: ~1: ~~~~~ t~~ 
.RT Window: 10,0 
!!xpeeted ll't': l.45 It 

, ... 
I U:ia l\•lative F(t: ~o 

I ~::~n~~:Ti.'H : Bu~.!~ &.tos• 

,;. 

i 2S.. 1 

A.re.ii: 2SS122 c.ount:s 
H•1.ght: S.2le+004 cp3 20.-4 
Sutt: Tim~: 1.30 ftin 
t:nd T t -: l. 70 nin 

, ... 
10 .. 

5000.0 

... 12 1.o11 , e 

l ~ --~:t~:209 -1H" ...... ,0c-Fw"M3117-18-~1"'11" P.T».i§f:U¼, frifu i MHl(H). ~7.~7.20008 ~ 

!lacpla tnclez: 29 
$a:51l11: Type: Unlmown 
concentutic;,o: 1.00 nq/mL 
Calcuhr.ed Cone: N/A 
1\cq. Dau: 5/301'01'9 
Acq. Tl-.e: 3:42:SO l-'K 

Mcdi t1ed: Ho 
Proc. Al.9ot'itta: Analy Jil. C:h:JJ1.i.<: 
!!wu;h.u:i.g P.actor: 2 
Nohe Thr!P!shold: 119 . 86 cps 
Arll!ta 1'tl1"e•hQld: 599.29 cps 
,tfLa. Saooth:11: l 

Sep. Hei{Jht: 0.01 I 
S&p. Width : O. 00 

£:,tp. Peak Rat:10 : S .00 
, Exp. Adj . Racio: i .00 
~ bp. Val. R4t.io : 3.00 

Rr W'.1ndov: 10.0 a@:C 
g~c,;ed RT: •.26 l!l.in. 
Use kdativa ~T: No 

Int.. Type- : Has e To s._.,. 
R• t:encion Ti • e: 4.26 oin 
~re.a: 1Ul21l6 couot.2 
Heivbt; l.97e+oos cps 
~t • .rt 'l'.i.-ei:: 4 . 16 mtn 
imd ti.Jne: 4 .42 mln 

, ... 
,. ... 
, .... 
3.2-5 

3.0.S .... 
,. ... .... 

§. u.s 
,;. 20.5 ~ 

I 1.815 1 

1-.s! 
1 q 5. 

1.2-S l 

,.o.5l 
I .... 

8.0.4 

4,0e• ..... 

.... 

,.2 •.• ..• •• .~ •.o ... ! ~--~=-~ _ o.o --3. 35 38 •.o 
~ SaM;;L\Nlll'n& 6Q11-M-G~11--r Sampl•IO-- F ... M397"•1"'0-"'w"1'°.~-..,-:;--..Illlll,Jllll..---------l 
I irzsMMt+"MIJtil&i pnt"-r-rn 40Cll302.200 o.· 

SUJllft Index: 2!) 
s.a.p1e TYl)I!" Un known 4.24 
Com::c:-ntr;atton.: t .00 n9/"'-L 2.2951 
Calo.il4c6d cone: tf/J.. 
Ac.Q. D.at•: S/J0/201!1 2.1~ 
Ac;:q. tuu;t. ) 42 SO PM 

2
.00S 

I Modified: lito 1.M 
• Proc. A19orithlll: Andy•t C:l•:ni.c: 

Sutaching faccor: 2 
Noi,c Thre.!hold: 74.35 ep~ 

'I Me• 'thN.!oMlc!! 371.'17 epa 
,NWA. $.WIOQtti.,i: 1 
Sep. Width: 0.00 
3ep. Nlligh'C: 0.01 

I exp. P•~k bt~o: ~-00 
Exp. AdJ, ~t.10: 4 .00 
?xp. val. Ratio : 3.00 
RT V1rtdow: 10.0 
!xpee.ced. RT: '1.24 Din 
u,e Iwlative RT: No 

Tnt.. Type: Ba.!oe To Base 
Retent..z.on tim.e: 4.2t 

18"5 

1.7o6 
1 .... 

1.S.0 

1.4e5 

,.s.s 
§. 1.2eS 

f 1.1115~ 

la t .. , 

Are•: 596121 CO\ffl.lCS 8.0.4 1 
Hei,ght: 2.25,e+-OOS cps 
St.iltC T1.lll9: 4. 1 7 Rin 8.o.t ~ 
EM. TUiie: 4 . H ain 

70.<C ~ 

6 .0c. ~ 

s.0e, i 
,.0e.~ 
30e,4 
:2..0.,"i 

I 
1.0o< 

00.l_ ____ _ 

:u 3fl 38 40 •2 4.4 .. •• 
I ~·· -~~ ~:;::"7,~• 09Po,t1H" S. .... l<>c-F,le. '- •10:..F,-~.- 1'mo min_ l~fafaetafrii@ j "-< .. ,, "294.10011a2.100 O•" 

Sample Inde:,;: 2'1 
!.Ulple Typ e : unlt.no-.,n 
con.:entrdltion: 1.00 ng/T'lL 
CalcuU.ced Cone: K/A 

1.<13 

Ac.q. o,,u,: 5/]C/20151 
Ac.q. Ti.ma: J:42:SO PM 

ttoditied: t,10 

Proe. Algcr1thm.: .a.rtalvst Cla:nic 
Bwlchl.ng fil.ctor: 3 
No.1,.se 'fhruhold: 123, 79 cps 
Mc~ Thr:eshol.d: '18. 9S cps 

2.2"$ 

2.Do<l 
• MU'II. saoottis: l 
Sep. Width: 0.00 
S•p. K•i;ht: 0.01 
Exp . Pe .ak ~tio: s.oo 
&11.p. Mj. Ra.tio~ 4.0() 
E~.p. Vil.I, P.n io: l.00 
RT Win.do,;, : 10 , 0 H(; 
Exp~ted RT: 1. 42 
U"s• Relative RT: No 

lnt.. Type: ~!le To 8ue 

i 
R•tMition Tifl'A: 1.•.l • .ill; 
Al:::e11: 1333090 c;ou.uls 
Hei9ht : 2. l!i .. +005 q,s 
Sutt 'ti.me- : 1.26 • in 
End 1'1-: 1.96 lain 

l .e.6 

1.0e<l 

§ , . ..s ;;, 

j 1.~ 

1.0eS 

8.0e4 

6.0e• 

'4.0'4 

2 Gc4 

,.a io-- n"""u o.o- ae oJs 
--------~r lfDILJD(J,_ ____ _ 

,.o ,:2 U 1.8 1.8 2.0 22 
_r 1memo 
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Project: M397-18 
Results Path: O:\Analys t Data\Projects\M397-18\Results\M397-18-MF1 - Final.rdb 

Batch Name: M397-18-MF1.dab 

I I $1mnlc N=~-N~ -01S-Pre1H" ~io . - flie.-wssM&..ui:'1.wir · 
I• _ Prnnri$~nf,-J hlna(,n)."829.300M472000a• 
I conment lolllofl,-

i :::}: ~~ ;: trrl~own 

I canc.ntrat.100: H/A 

----------~17 r-;~iiiii:Eii,,i ·;:j•01fil,ati. !!i>8-<>lJ1~s--"'°'1"H""""-"="="1Di<'.'lfW...,./ .. r..'7.=,;"30,r7•r.1e.'"MT<F,1,7e...,.a.-~=-----------'11' 
Prnnr ipf;:uv lnfn MM.t->.'"837,400'«7.2000.· 

Sample Inotlx: JO 
• 28 Sample Ty p.: UnkOQWfl 

Cone,entr,:it:ion: 1. 00 ng/r.tt. .... 4.20 

C•lc:ulatll!d cone: o.434 n9/aL 
A.(:q. J>.ate:: S/30/2019 

\ A(;q. 'J'iffl•: J:52:H PH 

Kodi!ic-c.l: tfo 

I :~~hi~g;;~~=~ All•~y_.t c:1.uslc 

I Nca@ rh.:::eshold: H.21 cp:s 
j A.J'o:ci Thce-shold: 7 1. Of cps 

l $~~-wt8::~hs : o~oo 
[~ Sep. U.ir,,ht: 0.01 
iJ Exp. Ped f\o1ti.o: S .00 
~ Exp . Adj. Rnio: 4.00 
'! Exp, val. ltat:io: 3.00 
!I RT Window: 10.0 3VC 
· l~c;ted M : '-21 m..D. 

Ui,.e k~lative RT: Ho 

'1 Int. TYP41: eue ft;, luc 
Retentlo.n Ti .. : 4.26 Din 
A.Na: 11S~ c;::QI.IJ'lt~ 

I 
H~I 9ht: 3. gse+002 cp• 

. Stut Tl.ml!: 4.18 min 
I &nd !'uic: •. JS lllin 

f 

380 · 

320 

200 

260 

2 .. 

22D 

200 

180 

100 

140 3,51 

Calculat~ C«1c: N/A 
M:q. D-t,ta: ~/l0/2oU 
A.oq. Ti.~ : 3:S2:11 PM 

4.80 

I 

Modif1ad: No 
Proc. AJ.90.dthln: A,n.a.ly:1t Classic 
Bunchin9 r•ctor: 2 
Noiae Thre.!!.hold: 114-t-8b c::ps 
1'.Nla 'fh.ruhcld: SH.29 cp~ 
,lfua. $6'M)Ot.h.3: 1 
S•p. Width: 0.00 
:,;vp. ~~ight: O.CJ 
Exp, Pe •k ht:io: S ,00 
Exp. Adj. Rat:io: 4.00 
hp. Val. lwt:io: J .00 
JtT WindO\I! 1.0.0 
Expected RT: 4, 26 
uaa Ralatiw RT: No 

Int:. Type: 8.a&I!! 'l'o l!lase 
Retention Ti- = 4. 25 mtn 
;a.:cea: 990554 ouunU 
Height: 3.82.-tOOS c;p.s 
Start Ti~: 4 .16 Jlllr 'l 
!:nd Ti ttle: • . 40 •lln 

:s.eos ..... 
3.2•5 

30.5 

, ... 
I 

2 ... •1 
2.4e5~ 

§ 
2.2o5 1 

~ 20.5 1 

I I S.5- , 

, ... , 
, .... 
1,295 1 

,20 

1()01 

~I 
387 

4,01 

,2 . :. /5 - ,_e 5.0 62 

1 Ot.~ ' 

8.0o,41 
&Cli!Ml 

I 
4'09-41 

2.0o,4 

0.0 -~ 
3.4 , .. 3.e ,.o .. , 4 ,4 •• 4.6 5.0 34 3 .8 3.e. •O 

a,rp•Name:"011-M-Gp2-015-P.-.1H"' ~-io . - - F1e ~M39f:'18~ -­

Prnnr iofon, lnf n au(es):~12,~10009" 

Illf1')9,._IJlll ___ ~----· ~ [;j~ iiii:j5i Q[B~ -~W~-~1~1tf" Sa""'9 ID ... F .... ~M"7-18-MF"Lwif'f"' _ _ JIIP"'"IWl11!!1.-----
'6,'iioli,/ir;"e:..,,m..,,;r--' M:ta(nJ '727.4'00IJ02..200 o-· 

I Sample Ind1!1X! 30 • 
1 sair.pl• 'Tn:,4: Unknown 

Coneeritration: N/A 
Calcula.ud cone: O. 195 n9/ti> 
M; q. Oa.ce: 5/l0/2019 

J A.cq. Time: 3:52:11 PK 

t'.od1.hed: t:o 
P.coc . Al9'orithJl'I: ArMly~t C\--,,.!iic: 
Bunclu ng P'act<Jr: 2 Moise Threshold: 20.59 cp:ii 
1u.f!e. Th.1t:£>1!1h.()l.d1 1<)2.9!> cpt, 
, NUl'I. Smooth.s: 1 
Sep. W1dt.h: o.O0 
Sep. H•ighc: 0.01 
.E~p. Ped, R•tio: S.00 
g,ip. Adj. Rat.to: 4.00 
!xp. Val. Aat.io: 3.00 
NT •.t1,ndow; 10.0 St,: 
Expected ~T; 4.25 ain 
Use Relative JIT: Ko 

r In.t . Type: 
ftf!etl!nti0n Tiae: 
lU'•A: 
Hn,ght: 
Sta.ct Tiac: 
Dld Tiln8: 

Base To Base 
4 .2fi llln 

50J eou."'l.t3 
1.201;-+002 "-'P~ 

4..15 Min 
4 . 32 oin 

! 
i 

i 

4.20 

120 I 

110I 
I 

100 i 

90 
I 

.. 4.12 

70 .. 
l 3.98 

sc i 

.a! 
,_.. I 

3.n 

'"" 

:I 
34 3.6 3& 4,0 4..2 •.4 

l . b-~•~--•~--~·~o:~•~u~c~-~~p,-=- •-,~-- •~- ~-40--~.-fi~,.~.-•-~-~-,-,,M-f~~-w~-~ ~~ 
II _ Drnnr io fon, lnfn PN(e• t: ''283100/1781000¥' 
I Corrment ·- Anno-'on· -

Simph lnd.x: 30 

' ~=!~t~!~~~: vn~~ 
Cal.eui • tedl Cone: 3.31 nq/mL 
Ai;;Q. 0.t,;: 5/30/2019 
1¢q. Tiine: :l:52 : 11 ~ 

Modifhd: tilo 
Pcoc. Al.9ocHhli; An,aly:,t CU~si<1; 
Bunching F._c:tor: 2 
Nois• 'Yhreshcld: 38.17 cp:11 
Area Ttlresl1.oldl: 190. 83 cp:t 
,NL.m.. S!l:uoc.~: 1 
Sep. tii'ldth: 0.00 
Sap. Nai9ht: 0.01 
l.xp. PHk ~tio: !I.CO 
E.xp . Ml. ,._tioi , .oo 

I :;r\;,i~:!;t•t!o: 1~:~0 He 
I Kxpect•d RT: 1.45 ain 

U'H Relat:ive- RT: No 

I 

Int. typo, 
R~te-nt!on Tiu : 
Area: 
Jt•1.ght: 
SU.ct Tia,.e: 

I: l>tld Tiu: 

Ba3a To Bu6 
l.U i c:dn 

2103 coun."s 
4.5ta • ~02 cps 

1.38 'IU.n 
1.56 min 

:J 
600 

,i,o 

..., 

..,, 

& 400 

f lSO 

100 

250 :, 
100 

"I 0 
1.E o, •• 10 12 " [w:11 l1J1l 

'75 

4.58 
I 

... 

,. 

, ... 
..... 

-1.98 

2 .0 22 2A 

~ -'ample l:nd.u: JO 
1 Sample Type; Un\novn 
11 concen.uadao : 1.00 rig/at. 
~ calculated cone: N/-' 

a.t::q. Dau: 5/30/2019 
Acq. Ti.r.a&: l:5'2: ll PH 

Modi had: No 
Proc. Al.Qonthm.: ~•lYllt Cl.a.:s.!11e 
Dwi.<1;h.r.n9 t" •cto:;: Z 
Noi.se Ttue:shold: 74.3S cp.S 
Ar- Threahold~ 371.11 cp~ 

~ ,N1Jn. Smooths: l 
' .Sep. W1.dth: 0.00 

1 Sep. Height:: 0.01 
lxp. Paat Ratio: ~.oo 
Zx-p. AdJ- Rado: 4.0-0 
B"l). V•l. R~t:j.o: .l.00 
i.t Vindow: 10.0 
Expected Rt: 4 .2 • 
UH bL .. tiv• l't: tlo 

Tnt. Type: ~.se To k~• 
R•tenuon Ti-: 4 .23 .m.i.f! 
.Ar<=a: S8.5881 oount:.s 

21.Sj 
20.5 

1.S.S 

,e.s1 
,, .. 1 
Ule~ 

, .... 
, ... 
, .... 

fr 1.2.S 

·f 1,1.S 

i 1.0.! ·-Hei.9ht: 2. 1,~oos cp.a 
St.art !'l-: 4.0i' min 0.004 

gud_ 'ti me: '4.51 nU.J'I 7.0o4 

0.004 ·-4004 

3.0o,4 
20o4 

'°"' 
0.0 

J4 38 .:. 

I = Name::"Ot1~ -DtS..Pre1H" ~F.-e::'U397-1M,11F1.wfff" l½t•.-.,rii6£ j Ma&s(es}:"'294.loot1S2 .100~ 

S~l• l ndAJt: JO 
Saaph TyJJe: 1/nkootm 
concent.1:~t.i.on: 1-00 'fl.9/'td. 
C-a.lculated Cone : 1.1/1\ 
Ai;q. D.ate: S/30/2019 
~- Time: 3~52:11 PM 

ltodifi~d: No 
Prne. "1.gocit.ha: Malys~ Cl•ssic 
&unchln,; f'•cto.r: 3 

,Hwn. saooths: l 

I 

Noise 'l'hr•~bold: .t.2J. 79 qis 
Me.a. '!lu:eshold: 618.95 ,;:p....: 

.Sflp. Width: 0.00 
Sep. Hdqht: 0.01 
&.lq). l'e..tk Rat.lo: S,00 
t:,i:p. Adj. bt100 4.00 
ti;p. VU. bt.,10: J.oo 
RT Wa.ncl.ow: 10.0 !!lee 
~pec;t~ P:1': 1.42 min 
oee J1elat1V4 lt'r: No 

Int. T~: Base TO ~~·· 
5\ett:ntion Ttme: 1. •2 min 
Area: 1310699 cow:tt• 
HeiQht: 2.69e+OOS cp s 
stut 1illl•= 1.29 a.in 
P.nd Tiu: 1.89 a.if\ 

& 
.; 

I 

, ... I 
I 

u.oj 
22951 
20d 

, ... 
, ... 
1.05 

1.2-' 

'o.s .... 
.... 
4.0o,4j' 
, ... 

o.o-· ---
o.s 06 1.0 

•o 

• 23 

42 
Tl'l'IL 

U2 

... 4.8 

1.2 1:-1 U 18 

-----L----------------------- """'-""'--
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Project : M397-18 Batch Name: M397-18-MF1.dab 
Results Path : D: \Analyst Data\Projects \M397 - 18\Results\ M397 - 18 - MF1-Final. rdb 

5-aq)le !ndex: Jl 
saq,1* Type: unkncwn 

' Conc:antratlon: N/A 
C&J.cuhtW Cane:: 13.i n11/ml. 

9000 

I A,;q. D-ilte: 5/30/20 19 
i Acq. Tir.e: 4:01:32 PK 

I N.odih.ed: No 
i Proc:. M,o-ocithm: Analyst Classi.c:: 
1 r.unching: P'act:or : 1 
, No.ue Threshold: 14 . 21 ep.!1 

Ate• threshold: 71.04 r,;:p:i 
'NUD. Saooths: l 

, Sep_ W'i,dt.h.: 0.00 
If Sep. H•i1Jht: 0.01 
I t::J(I). PHI. fwtio: ~.00 

i
i Bxp. Adj • ~tio: 4 • 00 

Exp. Val. Ratio : .l.00 
ft.? Window: 10.0 

I 
Eq,~1.:t~ RT: 4.2? a.in 

,, U:1! Relat ive RT: Ho 

Int. T~: ease 7o n..se 
'I Retention T211e: -t .26 II.in 

Area: :?5405 oounts 
Keight: 9.19e +003 Cp~ 
~tart Tiu : • .18 m.n 

;I""" T,-,,, •. ,. 

8500 

8000 

7>00 

7000~ , ....,, 

: j 
§. """"i 

i :j I 

:/ 
cWOi 

I 1soo; 
,.,,,j 

=I 
0 

H D Sa •. N~me. "Olt ~ -01~.Palll ,w s--:"'"m-;. m -
lj rt"\nr10 on, 

1
;M_n-<-).t21.300l296 ,100o.-' 

f1 Sar,tile Index: 31 
:1 SH"Jll• Typ,11: Ul1k.nmm 

I conce.ntration: N/A 
c.il.culated cone: 18.7 nr;,/aL 

! ~: ~::~ !~~~~;~1~ 

I Mod.ifiv-d ; NO 

I 
Proc. Alqorithn: Ana.l)'at clas31c 
Bunching Factor: 2 
Koae 1'hre3hold: 20.~~ cps ·~ ~-,:=~~: 102.!~ <:p, 

'II Sep. Width: o.ao 
. Sep. Height: 0.01 

&itp. ?e«k 1\.11.io: S .00 

1:~:: ~l: :::i:~ ;:~i 
~t Window: 10.0 HC 

, l!xpected RT. t. 25 ain 

l'I u.n R•la.tive RT: lt'o 

! lnt. Type· Ba:,.e T,:, &l~e 

I 
RMent.ion Til::1e t .24 ll,ln 
AN,& . 47J60 cQUr\1'.S 

, H"-1,;ht: 1. 78--tOO<t Cl):'! 

St•.c-t t'im.e: 4 . l l min 
(<ndTime, 4.l4 min 

~ I 

1., .. 

70000 

0000.0 

5000.0 I 
4000.0 

3000.o, 
1 

20000 • 
I 

tOOOOi 

34 38 38 .. 

00 ' 
3.4 a.s 3:a 4.0 ,,-~~r ~l: -~t 2-01~Pootnr -••o:- Fk"M307t8-Mf1-:>iiir Pf@§fiiri: ~u):~ee.100,1M.1000e· 

So1111Pl<a index: 3 l 
S~h T'ypfl: Untn.o.m 

fi 

Cancentrati.an: N/A 
calcula.ted con.c: 24!1 . nq/llL 
AL-q. Date: ~/30/2019 8094 

I Acq. Ti!QI!:: 4:0l:JZ 1'11 

! Mixl.if.i•d: H'o 
: ~roe. Alvorithlll.: AL..;lly•t Ch . .,31C 
! D-un1;:hn19 racto::ir: 2 
• ),lobe Thre.5hold : lO. ti cps 

..... 
',,.. 

Ana Th.re.shoJd: 190.133 cps 
,~. Sllll)O tt\s; 1 
Sep. W,idt'h: 0.00 4.s.t 
Sep. Hetqhr.: 0 . 01 
£.Ip. P .. k b1;10: S.00 

· t:Kp- AdJ. i\~t:i.o: ,.oo 
EJlp . V•l. Ratio: 3 . 00 

4.0.4 

r P:T Wi.r.dow: 10.0 see 
•1 i=.XpKteQ RT: 1.4S .aun 
I U,e Relative RT: .No 

I Int. Tyf)-1:: flase f'o P.!,ue 
Ret~nt.100 Ti.me: 1 .46 w.n 

!: ~~~t; J:~;::+00~
0

~ 

I
i Scact T'1ma: 1.30 ain 
, tindriM : 1. 75 lllin 

Ii 

I 

§ .... 
,;. 

I ,. ... .... 
2.0o4 

1.5M 

1.0e4 

)0000 l 

o.oi- O.s --ne 

. "' 

, .. 

4.2 4.4 4.S ... 
t~ W, __ 

1.46 

2.0 

50 0.2 

5.0 •-• 

2.2 

Acq. Date-: 
Acq. Tillle: 

Ul\lmavn 
l.00 n'J'/mL 
M/A 

S/30/201~ 
4:0 1 :32 PM 

Modifiel1: N.o 
Proc. A.lgt1rithzn.: Ar'utlysL Cla.ss.l.c 
&u.ni;hi.ng F• ctot : 2 
?Joi.!11• 'J'hrashold: 11SL86 cp:i 
~H Th.ruhold: S99.29 cps 
, ?ll.UII.. l:lo:JOt}u: 1 
Sep. Width: 0 .0 0 
Se-p. ~tght: 0.01 
&xp. J>-.k RAit1o: S.OD 
Exp. Adj. R.U.u: 4 .00 
txp. v,tl. R.itio: 3.00 
RT Wil\dov: to. 0 HC 
l:11pected RT: 4.26 min 
U:58 Rel~tivo RT: No 

~ ~=~~:r::Tt-.: 6114:.i: 85!:n 

I A&c:a: 10'707 t;0W1.t:11 
He:i.¢it: 4. OJe+OOS c;p:11 
St:.tt Ti .. : 4.19 •in 
End Time: 4. •6 llfn 

.$u,ple Indf:x: 
SUtpl.e- Type: 
Conc.nt.tllti~m: 
CaloJ.latR Com;: 
Ac.:q. O•t• : 
Acq. Timrle: 

JI 

""""'"" l-00 nq/mL 
NIA 

~/J0/2019 
4 : 01 :ll PN 

Mod.Hied: No 
Proc. Al9u~1lh,m : Anbly:i;t CJ,0:11:i;.i~ 
6,unchtng Paeror: 2 
rtois.• Thrft.llhol d: 74. lS cp, 
An• 'l'hr•::shold.: 37l. 17 1:;:p:11 

,,--,,... ~moot.h:s: l 
!:ie-p. Width: C:t.00 
Sep. HeiQht: 0.01 
bl). P&il.t Ratio: 5. 00 
e;.xp. Adj . R.tt:io: 4 .0 0 
&.~p. vat. Ratio: l.00 
RI' Wl..rtd:ow~ 10.0 
E.-;pc:ct.oed RT: 4.24 
Use Re-lat:lw RT: Ko 

Int. Type: D•:s• To B.aH 
Rvt•ntion Ti.M : 4 .2 4 min 
A.I:e.a: 59SS?8 oount.s 
ffei9h1:: 2 .22 ... 00s cpa 

' :~it~~: ::!~ :t~ 

4.0.5 1 

3S.5 i 

3.5'15 1 

3.405 l 
,. .. , 
, .. , .. 
,. ... 
, .... .... 

i 2 .295 

f 20.6 

i 1.8e5 

Ul@5 

, ... s' 
1.29.51 

I ,.,.., 
ao.• 
e.o .. 

··-,. ... 
0.0-

3.• •• 3.8 

I 
2.1.s~ 

2.0.S~ 

1 eesJ 
, .. , 
t7.S 

, .. , 
1.S.5 
, .... 
,.,.. 

§. , .... 
f 1.t-6 

,.o.o 
Bo.< 

80.4 

7_0,e4J 

"-°"• l 
50e-4• 

'-""' . 
3.0a4, 2.0o<L 
'Oo4 

00 •-• 3 .8 3.1 

-~;~r ·;i EZr-515.s; 1H' Sample 11,- Fk : M397-18-Mf l_ ..... IJ?.'01!."'.E rv ~'-' - !'""' .. ~ "294 1001102 100 oa 
• A.I . 

!&q)l6 IMex: Jl 
SM1,1le ty~: Unknown 
Cooeentutf.()o: 1.00 ng/aL 
CalcW•t.d Cone: N/A 
Acq. D.ite: S/30/201' 2.885 
Acq. T Ul9: 4:01:)2 PM 

KodHhd: Nt1 
1 Proc. Algoritta: Analyst Cla.!.!t.e 
I Bunching F41CtOc; J 

f\loi~~ nt~~hold; 12). 7i cp:1 
Aru ThtHhold: (;18. ts cpa 
,tf\.a. Soooth.,_: l 
Sep. 'Width : 0.00 
5e-p. Hd 9"tt: 0.01 
ltl'l.p. Ped: Ral:in: S.00 
gx,p. Ad) . Ratte : 4 .00 
£.lf:p. val. R.a.t:io: l.00 
RT Window: 10 . 0 
lt.lt~etM Rl' : 1 . 42 arl.n 
OH Relative M': t~ 

Int. T~: a.a • To Baa• 
R.111tent1.cn Tuae: l .4.3 a.in 
AAo11: 1348SS!> COWlta 
.1-t.eight: 2. 78e+OOS cps 
Start. Ti-: J. • .23 min 
!nd! Tl.me: 1.135 111.ln. 

2.2e.Si 

l ,OC5i 

t Be:$J 
I 

! ::::j] 
i ,_,., 

,.,,.. 
..... 
8.0e4 

._,,.. 
2.0o4 

' o.oL-­
o.e o.a 
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Project: M397-18 Batch Name: M397- 18- MF1.dab 
Results Pat h: D: \Ana l yst Data\Projects\M397 - 18\Results\M397-18-MF1-Final . rdb 

'I I Sarrm'n Nrn:m ~~ -GnZ,()72.P,. 1H" S.l'lllple 10. - FIi&. "M3&7-18---MF1.wir 
'I _ Dr,-,.r-,,r i,-,,f'"' ~~f ,-,, Jt-{ H) . '329..300,447.2000." 

CQrttn'ltfl l.- lllbL-
l :sample ln<J4!,i,:; 12 
: Sru.iple Typa: unkn-own 

j g~~=~i~c: /;~l ng/aL 
r 11,cq. Dace: S/30/2019 
; J.cq, Tiae : 4 : 10:SS PM 

!l .ttoc1.1t1itd.: No 
ll Proc. Al,gontha: Mail)'st Cl,u1.ne 

&un.ehinq Paet:o:c: 1 
: .N'o,u• Thc-e:,h¢ld: H-21 eps 
' An• Thc•:Jhold: 71.04 cp~ 

,J,1U,a. 5190ot.h-,: 1 
S4!ep, Wtdth: 0.00 
Sep. Hei9ht : O.Ol 
B.xp. Peak Ratio: S.oo 
. e,,.p. Adj. Rado: 4.00 
Exp. V•l. ~&tto : 3 . 00 
RT WJ.Mklw: 10.0 :,c,c; 
l'.i:qiected RT: 4. 27 .au.n 
u~e Relative K'J': NO 

Int. -r-ype: Ba.se To Base 
, ~=~t;J.Ol"I T!Jw: 

97
; - z, cou:: 

f-lei9ht: • . Oh+o02 eps 
Stillt'.t Time: 4 . 21 ai.&ll 
End TlDU: 4 .30 niD 

! 
f 
j 

,j ;~:;n!=: l'u•: &:,~.!: »•:n 
Area: 1763 CO\llll;$ 

Height : 4 ,04&+-002 cpa 
Start: Time : 1.34 II.in 

: Q':d T~: l.Sl sin 

"" 400 

380 

340 

320 

300 

2'0 

""'' 
'"" 100 

140 

120 

100 

BO 

110 

"" .. 
"' 
70 .. 
:j 
:L 
·: 1 

550 

500 

•50 

J SO l 

l OO 

2!SO; 

,oo I 
150 

,ool 
so 

0 

, .. 

3 $3 

9.87 

, ... 
3.96.4.02 

.... 

•.26 

4.82 

.... 

• 2 ... ~- ,. ... e· • e 
.t.no • .!Jlln._ 

•.25 

.. ,. 
'·'°' .... 

.... 

0.0 

.... 
I 

5.2 

. 5.05 

[l~ ~~22-Pli1t-r S.,..KJ·- Fi19·"M39M8-MF 1.wrt' 

@£'?;i ..... t?u7.GJ'2,f[' ,.. ..... ,: "637.40014A7..20D o.• 
S~l • Ind•~ : JZ 
Suiple Type: unknown 
Concent .ntio.n: LOO rt.g/flL 
Calculated (:qnc : N/A 
Acq. Date: 5/30/201~ 
Acq. T1lllll: 4:10:55 l'N 

11 ~!~1
:'i~or.ltt-.A: Arul~;at Clu:»i.c 

Buncrunq racto.t: 2 
~ tJoin ttu:e:!!hold: 119.96 cps 

~ ~.:!.T=~=~: 599.~9 epa 

$e-p. Width: 0.00 
Se-p . Height : 0.01 
£,w . Pebk Ratio: S.00 
1:x-p. An,. Ila.eta: 4.00 
Exp. V,111. R.tio: 3 . 00 
RT w,ndQw: 10.0 aec: 
£:,:p€-Cted RT: 4-2~ •in 
Ua11 'Relative RT: llo 

Int . Type: Base To &ase 
Metcnt lon T'i ee: 4 . 2S min 

I 
A:caa: 1050263 COWlt:I 
HnQb<t: 4. lie+OOS cps 
Stilct. 'l'i.Jn•: 4. ll ain 
£nd •riae: 4.43 ain 

& 
,; 

I 

$11J')pla Inda::: 32 
S-.mpl11t Type: Unknown 
Conc:tntr.aticm: 1. OD n.g/•L 
CalC\llat.d Cot1e: N/A 
1',cq. Date: S/J0/20151 
Acq. l'llNI: • :10:$5 P?II 

Nod.Hied : tlo 
Pr oc. Al9or1thffl.: Analyst. Cliil:tai1.: 
!i1.1ndu.n9 Factor: 2 
:toi:»e 11uc~qld.: 

0

'4.3S qi!\ 
Ar•.a T'h.r:•:!lhold: 371. Tl cps 
,!fUln. Snooth:.: l 
Sep. W.ldth: 0.00 
Sep. Heiqht: 0 . 01 
B1q). PMk Ratio: 5.00 
EJl.p. Ad.J, Riltio: 4. 00 
lb,p. Val. R.ltio: 3.00 
ltT ti'indow: 10.0 :.ec 
t:itpact.~ RT: ".24 m.n 
fJ:»e ftcl,o,t1,..,e R'T: t+O 

In't. 't'ypl: 'IY111! To Ba~e 
Reunti.on Time: • .2J. IIIU.n 

! 
-f .,, 
.s 

Area: S908) • <:OUl'lt:S 

Keigbt: 2, 2~e+OOS c;:p~ 
surt Tima: 4'.16 a.in 
!nd Ttne:: 4.38 a.in 

40.S: 

' 3e,e,s. . 
3.S.5-. 

,_ ... I 

3,051 
30.S ..... ..... ..... 
.. ,..1 
2.0.0 

1&o0 

1 .... 

1 '4S 

12o0 

,.oes ..... 
e.o.• 

··-, .... 
0.0 .....---, ... 

. , .• 1 
2.1•5 

2.0.s, 
1.S.5 , 

1 a.5 -: 

1 .7-5 ~ 

1.Ge~~ 

1.S.5 : 

1..s • 
1..31151 

l 2951 
1,1.S I 

1 00${ 

•- j 
&.OM) ,_, ..... 

3.8 

::L ..... 
2.0 4• 
1.0o4 

0.0 • •• •• 

... 

·3e 
----- t, ~&ic:.l ~,,'.:iiii;w:iia;J~-Pre 1W Sarrpl,e 10: ..-- F~-=:"UJiii7---:-1e-M7f.­

~es): ""l84. 1OC)l10"2100 l)a" 

..... ..,,,,,.,,.""'""-','""'"""'..--' 
I Sa:q,le lndflx: 32 
~ S•IIIPl• Type: unknown 

, ~!~~~!::i~~~c: !i~o ng/lllI. ,. ... 
Acq. D-ate: S/30/2019 
i\cq, Time: t:10:~~ tH 2.4e5 

Modltied: No 
Proc. Alqortthll: Malyn Cb:n.ic 
!!lunching r'ilctor: 3 
Na.i-. Tht,:shold: 1 23. ig cps 
A:"•~ th:cnhold: 618.9S cpa 

2."'5 

2.oe5 
,lfwl. ~t.h11: 1 
Sep. Wl.dth: 0.00 
Sep. Heiv)lt: 0 . 01 
Bxp. PE!al. Ratio: 5 .00 
e.-p. Mj. Rado: 4.00 
Exp. Val. Ratio: 3.00 

Ule5 

1.~ 
RT W1,nduw: 10.0 
Expect~ R"l': 1. 42 
!Jae Fl•lat.iv. RT : No 

~ u.s 

"" Int, Type: l!Ja:!!C To Base 
Retention Tl ... : J . 4.l min i 1285 

1,rH: 132360,S. OOWtt..:» 
Height: 2. 66e,t00~ cp.=o 
St.•t'l TiM:: 1.28: mn 

1 o., 
11!:nd 'fi'.ll&: 1.94 

6.0M 

60e4 

•.Oe4 

'·°" 
0.0 o_o IU 1_0 

4.20 

40 4.2 4.4 
rm, roio 

'"' 

•'.o ., ... 

U3 

1.2 ,.. , .. 

7 

.... .... 5.0 5.2 

1. o.- ... 10 
~~1 
2~2.4 

------IillL.IJI 
12 , . 1e u 20 2, 2 4 

r,,.,.., .. ~---------'-------------

Page 32 of 97 

G- 122 Obtained via FOIA by White Coat Waste Project



Project : M397-18 Batch Name: M397-18-MF1.dab 

Results Path : D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~ ni t ':''7 ' ?1 • :•;i 2-022-Poat 111"' S.m"° I()•· Fllt· •iCi,8)'-1&-MMiF'11,_.iij· ..--=-----=---1 1r1~~;~~~e]r:~1~H"~-~~lo~ll~>-:;;: .... ~:· MM,397•fMiF~ 
l~ rnn nPJ,?rv -~ ""'(ea): '829.~ •72000.• M:asa(e&); "837.400'447.:200 De" 

o,TWN!ll'i L Arno . - comment -
I Sa,ii,le Indu: 3:3 Sa111ph, Tnd6X: 

S.lq>l• Typt!: U'rlkn01o.'ft 4.27 Saq,le Type: 

~~~~!~:~1~: .. : 1~~s 1~9/aL J ~~~:!~~~~~e: 
:.:: ~:: !:~g~f~l~ BSJli ::: ~~~ 

', t,l~ffied: No 
, P.r«:. Alqoi:lt.ha: Analyat Clu.de 
j ~hing Fae-tor: 1 
• t.oi3e Ttla:•l!hOld: l.Q.21 c:ps 
: Al'H Threshold: J l. 04 cps 

Ii $~~• wi::~: 0 ~ 00 
! .!ep. Height: O.Ol 
il Z1<P- PHlr: Ratio: ~.00 
l Jxp. Ad) . Ratio: ·LOO 

;, !?W1~~: Rat.ta: 1~:~0 :,ec 

•1 Ex~el:.ed ftf': t.27 oin 
U.M Rel.at.ive kt: No 

' Int . Type: e.a.n To 8as• 

11 .:_:.::71:101'\ Ti.&: 2)02:. 27 cou::: 
!1 Hei9ht: 9.00e.00) cps 
It Start 'f1 .. : 4. n mn 
:1 Knd Time; 4.J5 lllln 
,j 

80001 
,,ooj 

l 
7000 l 

I 

""""' I 
00001 

•=i 
fr """J 
f ,,.., l 
i 4000 

3500 

:,000 

'""" 

nghnL 

Nod i. fi.ed: tto 
Pl"a,c, Algot~tha: An.aly,it Cl.-~51.C 
'8unc:hin9 f,aecor: 2 
INoi,ie 'rtUCl!lho)d; 119.86 c:p:11 
Area ThretJbold: ~99,29 cps 
,HUA. SmootM: 1 
S•P· Vidttn 0.00 
Sep. Hei(,Jht: 0.01 
Exp. Pe.aik 'R.1do: 5.00 
E:-:p. Adj. Ratio: 4.00 
Exp. Val. R.at.i.o: l.00 
RT WindQV: 10.0 :,ec 
:e:x p,ect:ed RT: ,.26 aift 
Use 'R6l.1tive 1\1: No 

Int. TYP~• a...tJe To S..5• 
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Batch Name: M397-18-MF1.dab Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

· • 2-029-Polt tH" Sami-16. - F11a. "W97.i&-MFi.wilf' 

• ' ',:;;m\r "-';m,,.,,,1,·~->-~ -~12000,· 
Suph lndeg: 
Sample T1pe: 
CQfu:::ffltJ:atlon: 
C~J ai.l ated cone: 

,. 
Unmo.n .,,. 

11 .6 r,9/ml. 
Jl.cq. Dau: 

'kq. 'l'ia:: 
5/J0/201!1 
4::39:00 PM 

: Hodih.-.11: No 
I t.r;Qc:. _Al9or1,.tt"dl: An.d!J,yst. Clu:tic 
·1 sunch.1.[Ujl f.ctor: l 
. Uoiae 1'h:ctt11hold: 14 .21 ep.s 
, Area Thr~ahold: 11.04 c;::p11 
! ,N'U:l!I. Smgoths: l 

'I Sep. Wldth: o.00 ' 5cp. tfei9ht: 0.01 

.

! ~~:: :;~ ~~!:~ !:g~ 
5xp. val . ~ti.o: J.00 
RT Window: 10. 0 $.-; 

" Expe,er:ed RT: 4 .2? ain 
i U.se Relative RT: Mo 

' : Int. Typ~: 8.a.s,c To Ba~e 

I 
Retention 't"1m•: • .211 ml.n 
Area: 21264 c;::Qu.nt~ 
MeiQht: !L78a +OOJ cps 
SUl'l Time: 4, 20 -.in 
~d Tiffie: 4.lS ain 

8500 

7,00 

_, j 
"""'' 1 
5'00j 

I !OX) ~ 

Ji, •st0j 
i 

4.28 I 
l1ihi:,J,%~J&F~:-.;:~!7~~~:; .. -·'••MF' .... 
3&mple Index: JS 
.Saople Typv: UnUl QWTI 
Corn;:c11Lu.don: 1.00 nq/aL J.~

1 
C,alc;ulated COT1c: rl/A 
Acq. Dae•: ~/JU/2019 3s.5 
Acq. Tl.IN: 4:l9:00 PH , .... 

::l 
Modified: No 
Proc. Afqoritlw: Al:,.aly~t classic 
:&:neb.ing Fact.oc: 2 
Noise Thl:eahold: 11,.815 cps 
Al"i:-,11, Threshold: S!Jo9.2~ ,;p:, 
, Nl,lm. Sno()~S: 1 
Sep. WJ.dth: 0.00 
.Sep. Hei9ht: 0.01 
&xp. Peat M;atio: S.00 
Ex:p. Ad). Ratio: .i.oo 
Zxp. V&l. Riltio : J.00 

t 
:p:!::W~T: L~:~6 
U~• A•lar.tve :RT: No 

Int. Type: &a.se To ea~e 
Retent ion Tt .. : •• 27 min 
A.rH: 10006-45 CUWLU 

2 .... 

2 ... 

2 ..... 

8-
22'6 

r 20,•1 ,.,.I 
, .... 

fl•i91'1t: 3.8Sv+005 q,:s 
St.&rt Tine: • .18 htn 

, ..... 
.snd 'f.iJ911!,: .q. 48 n.in , ,.. 

10001 401!14 

<27 

:=L 
5001 2.0o4 

O ' '.i.4 3.6 3.8 •.0 4.2 44 46 •:e -~5 ... 052 O.O 3.4 3,.6 3 .8 40 4.2 •.4 

IA N:mlf'I" 11,M-~2-029~~,::c,~, • .., ..... _ ...... ,6 .. ,"'··-·• .. ·""·"'M§o=,."',a"'•"F'", ...,....,,-....t.DlllTIWP' ---------1 h ~iiiiiiiii;[iii,-ii::· ":9.'!!' l""l;j·Gi!•~Mji:?O-z!j Pct111H· Sample lO:- Fk •M397.:1a..uF1 ~"!I.Jilin_ 
Prnnr iof~n., MaN(n1··121300l29S.1000t· MHll(w>, ·nr.400f302..2000e• 

• SAFPh lndeJ!i: n 
1 s.apl• type: tJn.knQ'lil1\ 

Com::entration: rt/A 
C,dcuhted Cone: 1S. 7 D~lw/J,, 

, Acq. Date: 5/30/2019 
: Acq. Time: 4:39 :00 PM 

4.25 

1,!Se,41 

1.464 , 

Sampl~ rndu: J~ 
Suiple Type: 
Corw:enu:atioo: 1.00 n9/oL 
C&lcu1.ated Cone: MIA 

I ,ioq. Dace: S/30/2019 
A,;q. T~: 4 :39:00 ?M 

2.JeO 

2.2>5 

2.1.S 

425 

Ii J"'.odt !tad: Mo 
P.ro.:. Al90ritlw; "'1•ly:.t Ch:u.tc 
lluncb.in'-l t •ct.o,;: 2 
Noi!.e Threshold: 2O.S9 cp5 
Ar.H 'ttu:Hhold! 1(12.9~ cp:, 
, Nua. saoot.b:J: 1 
Sep. Width: 0.00 
Sep. Height: 0.01 
!xp. reak RAuo: ~.oc 
!xP- Adj. R4t:lo: 4.00 

J Eixp. Vd. Juiti.o: l.OC 
,· P'f Wuldow: 10.0 :see 

!xp•cted P.'r: -4.2S, a1.n 
Use Rel.ativ• Rf': ~o 

I rnt . Type: Bas• To D•n 
, Jtet:•ntio!II 'f1M11: 4.2S at.n 
1 nu: 40940 coun ta 

H~i.9ht:: I. 56e<MJ04 ~ 
11sr.,rt Ti-: 4.11" 111.iJ:li 

!nd Ti-: 4. :u min 

1 ,.. 1 
i 

1.21141 

1.1.c , 

1..G&.--· 

oooooJ 
Ii ' f 3000.0 ! 
i 10000 1 

6000.01 
-5000,O-; 

4000 .0' 

Hodifi.,d: Ni, 
Proe. Alvorithln: Anoly~L Class1c 
Bwictun9 riicto,1;: 2 
No.isie Tb:tE!&hold: '74. J.S cpa 
Me• 'Th..l:eshi,10: l11. -n c:-p~ 
, Hur.I. Snooths: l 
Sep. "WJ.dt.h: 0.00 
!cp. Heighr.: 0.01 
BXP- C"aat Ratio: !>.00 
!xp. MJ. ReCio: 4.00 
E:-:p. vU. rt,nio: :LOO 
RT Window: 10.D sec 
E~t~ RT: 4.24 a.in 
11se Rel;a.t.i v• Kl": Mo 

Int:. Type: B.a:11• to euo 
R•tM,r.lon Tiae: 4 . 2'ii a.in 
A.l"H: 614905 c.ount;3 
Hei9ht: 2.ot2~5 CJ?:, 
Sta.re Tia'.IIA'. .Q.16 Al.ti 

End TUM: ,Q - >J aln 

2.0.0 

, ... 
, .... 
1.7e5 

, .... 
, .... 
, .... 

! 1.3ei5 

t ,.,.. 
j 1.1e5 

1.0.5 

·-1 ··-7""41 

··-5.0e4 
30000: 

'·°"' 
2000.ol ··-
,ooo.o l 

40 •• s.o 

c.o--- --.----~ .,. •• 3..G 38 4 .0 4.2 4.• 4.8 4 .• 0.0 

::: I 
~ 0.0 

3.4 30 38 4 o 4...2 4.4 -4.6 .0, s'o ~52 
~- -" '=-="'In __ 

l~N~Mep2-029~ nr sa~~ he:-im7"-1a:iiF1 wifl"' 

! •lt;~~ -'~Arlno=not ~ess<n> ~10011TS10000' 

I
f S&ll!Pl• lflcfAIC! 35 

I 
Si.ll!Phi Type: UnJmQlffl 
concilntn1t1.on: NIA 

1 C.-tlma.lated Cone: 230. n9/mI-
I Aeq. Dau:: S/30120L9 
ll Aeq. TiM: 4:39:00 PM 

'I M«lit"ied: No 
J t£"OC-Alqorith.liJ; ANolysr: Clnaic 

I 
&uncll-1-n.q rae1;or: 2 
Noi:,e Due11hold: 39.17 ep.s 
Ac•a Threshold: 19(),8l cpw 
,:m.m. Saootha: 1 
Sep. Widt.h: 0.00 

•I Sep. Mdght: 0.01. 
S.Xp. Pc.ak R.otio: S,OO 
5,1,p. Mj. Ra,tU>: 4.00 
S::icp. V&l. P.4.tu: J.00 

1 RT lf1.~: 10.0 aec 
gxpec::te<i ltT: 1.45 min 
Uae Relative RT: Wo 

Int. l'ype: iSas,e TO B•:,• 
Rer.ention T'ime : 1.45 111.u, 

AN•: 283083 cewtts 
Be.iQht.: 5.81.:t-004 cp.!11 
St.ii£"t Ti-: J .3l iri!n 

i l!:rul Tim<1: t.11 

'·°"'i 

i 
4,0c,4; 

1 ..... 
& f ~; 

zSMt 
I 

2.0t4~ 

5000.0: 

0.0~- -
00 QO 1.0 

t.45 

--=----
1.2 ,.. 18 2.0 

nrrc n;,, 

Es d "mc:ouur--c2m~ &o,11M"· ~10:- Fil•""M397·1S-M~1.'llltfl" 
_E)rAnnAfrtn , lnfA J Masa(u) ~ 100l182.1DOO.• 

I 
Comnwnt - Amo•Of"I -

.Sacpl• lnd•x · JS 

.S&mple Type· Untn.QWn 
conciantc.;ati.on: I oo ri9/•L 

G- 125 

C6lcula.ted Cone: NIA 
Acq. oace: Sll0/2019 2.6-5. 
.>!CCI-T ine: 4:)9:00 '1M 

Nodificd: No 
Proc. Algqrit:hm: Analy!!lt Cl a.ui<: 
"lkmChil'IQ" l"actoi-: l 
No1H 1'hA~.hold: 12.J.19 cps 
McA ThrEshold: 618. 9S ~9 

,N'l.r.l. Snoot:.h!!I: 1 
S•P· Width: 0.00 
S•P· He;.Lght: 0.0L 
i.xp. Peal Ratio: !t.00 
&xp. l\dj. llait.io: 4. 00 
!JCp. V•l- R.ot.i.o: 3.00 
RT Windov: 10. 0 .'!lee 
E.lq)@ct'ed fl.T: 1.42 nun 
UH Relative RT: t:'o 

Int. Type : Base 1'o eas• 
~•teoctoin 1'iu: 1.43 
A.r•a: 133-422'1 OOUElot;i 
Heiqt:.t: 2, 77•• 005 Cl)3 
Stut Tiaa: 1.2B nun 
8Dd Tim.•: 1.eJ II.in 

2.-44!51 

I 
2.2e-S1 

I 

2.0., ' 
I 

, ..s 

8-
1,&-5• 

t 14c5 i 

~ 
l 

,2.s 1 

• 
10n \ 

B.o.4"') 

15.o.4• 

40e4 J 

20e4 I 

0.0 

Page 35 of 97 

1.43 

1.4 1.e , .. 20 2 .2 
Ti®lllO 

Obtained via FOIA by White Coat Waste Project



Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: O: \Analyst Oata\Projects\M397-18\Results\M397-18-MF1-Final. rdb 

:1 ! Samet• Nam1. ·012-M-G=ro nr s.mp11, 10. - File. "M387~18-MF1 ~r 
'! = c~~ _ ~ l:ion; _ es). •629.900/447 .200 oa• 
j Sample lndu;: 3& 
I Suq,la typ•: Untnown 
I Con.cent.rat.loo : 'If/A 

~ ~~u~~=~ cone: s~ii~~~l9 nq/aL 240 
l Acq. ?ti!' ... : 4:.48:21 ~H 

I Nodifiltd: f6o 
' Proc. Algorit~: ;. n• ly:U. Cla .uic 

Bunching hctor: 1 
ll.oiH Tb..rubold: l-1 .21 ,cp;a 
-'re• ffl..resbold: 71.0t c;,s 

i s:-:.-· wf:~~hs: o ~ oo 
·I Sia,p. H•i9ht: 0,0L 

I 
l!xp. l'Hk Ra.ti.o: >.00 
E,qi . M;t. Jwot\Q: 4.00 

, Exp . Val. Ratl.O: 3.00 
Rt' lt'l.ndov: 10, 0 UI<: 

] E:xpo$(;ted RT: t _ 27 min 

I 
Ilse R~l•t.tv-e RT: No 

Int. Type.: In• fo a.:s~ 
I! ::~t1.on Tiin": 

50
; ,25 c:OU:: 

l :~!~\1-= 1. 54=~~~2 :~ 
J. tnd Tian:: -4. )l flUn 

220 

"'° '. 

180 f ,,. 
,ao, 

It 

::1 f 
! 

"" 
00 

, .. 
352 397 • 19 

.... 
4.!58 

.. 

.. I. ,, 
20 

0 
I 

-•".s 

Mod..i.fi•d : U1;1 

! 
ecoc . Al'}orith:a: Andyst Cla:nic 
But1ch1.1:1q l'actor: • 2 
Nob& '!tt.Nshold: 20. S9 eps 
At:'HI i:hceahold. 102.95 epa 
, Num.. .Smooth.! . t 

11 :::: :!t:~: ~:~~ 
[; EJ<P, Peat Ratio· S.00 
~ g~. Adj. Rar.to: 4 oo 

! =~W~~!.:, ltaho: 1~-~0 s~ 

8Jq:H!'Cted P:T: 4. 2.S min 

I 
use Rela tive RT: No 

Int . Type: 8aae To 8a!le 
Rer.e.nt1on Ti.n1e. 4.25 l'llin 
AN-a: 370 courit.s 
He.i.r,iht: l.Jlc • 002 i;ps 

II Stu ·t_1'iac: • .18 min 
,; &rid Time: • .31 JJi.n 

1'01 1<0 

130 

,_,. 

120 -i 

11oi 
100 ~ <5' .. , 

~ 
i 

,; ""1 ... ,o us r "'1 s: 
00 

j 9.92 ..,, 
I 

'° 1 3.63 

I 3M 

""i 

:1 
Q I- -,--'-- ---'-- ---~- -

3 4 3 8 38 40 4.2 .tl . .tl .tl.6 

-- - - -- - ---- -- - --1imt ..min 

I S8"J! ll!!N8me""012-M-GD2-01-Pfe1 K' Sa"l)lelO:- fl•·~1-1a:i-!Fl.W11"1' -. --
_n ...... ... .. : ........ ... . , .... ~ .... j ~es) ' -z56100/175..1000tl' 

Ccmment::.. AnrictNcn· •M 
5il&lflt .lndu: J, 
Sat:'ple Type: untnlY,olt\ 
concentret1on: H/A 
CalC'Ulated Cone: 3.11 nir,/aL 
At:q. D11te: !1/30/2019 
Aeq. Tiae: 4: •8:21 PM 

KodiC .a d: No 
Proc. Al9orithm: Arwly~ t Cl-u.,,ic 

I !Nnchinq Fac«.ir: 2 
NOiH 'lhriuho l d: 38.17 cp,1 

1 Are a TIUHhold: I 9o.e3 cps 
1 , NI.a, S2ooth9: 1 

Sep, Width: 0.00 
400 

Sep. Hdght: 0.01 
Exp. hak ltiiho: 5.00 

Jj ~. "4j. R-lot.i.o~ -..oo 

11 ~=~n.tt:: {:: ain 

!nt. Type: ~e 'Co Due 
R•tisnt...i.on tias: 1.45 at.ri 

350 

I A.cefl: 183 9 counn 
tt•iqht: J .fl .. 002 cp9 
S"tart Time: 1.39 llin 200 

End TiM: 1.58 

150 

100 

50 

o.e- o.a 1.0 

<.83 

4.97 

,,. 

'"' 

.5.0< 

..• 5.2 

~ ·'.-~~~201 ... ,..--.,...; 1o.: ....... ,.,..,....,1 . .ltr IP6\ffoiib r Maea( .. ,· -s., ,_40Ql<M7.200 o.· 
§.&mplll!! I n.dftx: 36 
Sa.mp.le Type: VnknO',,ln 
Conc;eot .n tc;l.0n : 1. {'10 r,tJlmL 
C.lc;ul•tedi Cone: NIA 
Aeq, Da:u,: .S/30/2.019 
11.cq. Tilt:.e: 4:48:2 1 PM 

Modi.ti ed: tfn 
PM-C. lugontm: A.ndy~t Cl-.~.$.io;; 
t.uncl'ltnq ractor: 2 
Nohe Th.rub.old: 119.86 cp.s 
A.c-•a 1'tue~hold: .5!'19.29 c:ps 
, tl1,1.,'11,. Sll\bOt.h!i : l 
Sep. Width: 0.00 
Sep. H• i ~t: 0.01 
&xp. Peak Ra t io : .S. 00 
Ell.p. M.j. Rado: 4.00 
~lf:p. Val. Ratio: 3.00 

r :!p:~:r~: )~:~, =~ 
ua e A.el•tiWi RT: No . 

~ ~:~;n~r:\1me: B.a:s:.!: ~=n 
, A..cea: 164929 c;O\.lllt~ 

«•19ht: J.6lt!l • OOS cps 
Start t:iMI-: 4.17 min 
end Tim .e: 4.41 nin 

liod.i tied: No 
Pree . .-.1ganthln: Malv-st Classic 
Bunct\i..ng fac to.c: 2 
Noi:iic Thresho ld: 'H. 3.5 cpa 
A.£- Threahold: 311. 11 cps 
, 't.'\Jo. S.mocth~: l 
Sep. litdth: {'I. 00 
Sep. J'lci9'i,t: 0.01 
&xp. P•ak IJtatlo: S.00 
&xp. '-d.J. Ratio: 4 .oo 
&ltp. Viii . lt.t.i.o: ),00 
RT Window; 10.0 
&lCpeet~ RT: 4 , 2" 
Use Ralativ e RI' : Mo 

lnt. T~: &a.ae To oue 
Ret•nt i.o-n 'J'i-: 4.24 
Al:ea: ~83516 CO'WltS 
Elei9,ht : 2.20e+OOS cps 
Start Tiae: 4 . 14 min 
End TUM!: .IJ.42 

l 
t 
I 

§ 

f 

:~;, 
,, .. ... , 
~ ... 
20.• 

2.4115 

~.s 
2 0.5 

, ... 
10., ;. 

I .. , 

1 ,.. 

, ... . ... 
::L , ... 

00 

" ,. 

, .... 
, .... 

I 

:.:::j 
, ... 
,. ... 
,.,.. 
1.265 

1.1e6 

, ... 
8.0..• 

•- i 
7.0e.tl~ 

"""'j ..... 
•-, .... , 

I 
20e.tl .. 

I 
!"'4 I 

00 . .. •• 

•-• 

3a 

· 1 Sa~1.t1Nllffle.-Oti."M-Gp2-Dl~e1H" SarpslJ.- Fle:~
1
m-'i6-M~,wit' -

jOrf'\nr io t on, lnf f'\ j Mtn>{N) . '"'294.100,182.1000. 

I 
Samp~';'~;~;:,:: ,c um;:; 
Sa.mple Type : 1Jnknoun 
concen.ti:aticn.: J. .00 uv/11!.1. 

I 
CalC\JloteO Cone: ti/A 
At;q. IJ,.lt;::e: 5/l0/20U 
Ac;q. 1'\ .. : C:48:21 PM 

Modi.lied: No 

I Proc. Al9orltl'WII: Anelyat Cla :!llsic 
Bunehin9 Pactor: J 
Noi u Jhruhold: 12 3. 79 c~ A.I"•• Thri=:ihbld: 616. gs cpa 
,JflJ:111. s1001:ha: I 
Seit• Vidt.h: 0.00 
Sap. Heig.ht: o. 01 
Exp . Pe.at Ril tio: S .00 

I £xp . Ad j . ~t io: 4.00 
Ex-p. Val. :R.atio: J.00 
RT Window: J.O. 0 
E,rpe:cted RT: 1 . 42 min 
uo.e Re\at.i\N! RT: No 

Int. TyFc: ease To ?Saae 
Ret en t ion Ti.lil,r,: 1.0 min 

2.-4eS 

2:Z.5 

2.0.5 

.... ,j 
, .... 

§ , .. , 

i 1 ,.. 

Area: 12981€,--P counts 
lf&1ght: 2. S M-t-00~ ~p:s 
Start TiD'l: 1 . H> a.in 

1.0.5 

ltnd 'f1111.e: 2.07 mi.n •o.• 

. .,. 7 

, .o 12 H •• .. 50 !!£!!.mi n _____ _ 

.... 

----- ~· 
,{'I •-2 •·• •s •.e s.o 5.2 I ~ --

, .. 

2.2 2
• I 

.... I 

: j'---0-.0--,-.• -- ,-0--,-,-u~!:mn•,~ .• -- ,.-.-2-•- ,, ~I 
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Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397 - 18\Res ul ts \M397-18-MF1 -Final.rdb 

Batch Name: M397-18-MF1.dab 

IPr nnr iPfHrv r;~:7.~~_:;;;_. l11e:•Li§§i.1a-MFl.'Mff"-------- -- --, -. ~ iiiiiii!'.i!iiiii!:::!!i2:!!~W~ 1~ );~~«:44;~"~!"39'=1""."'1"'"'iiffi;iir"'"1= ,------ ---- ---. 
Commllf'lt: - Anno • tiotl · -

Sample Ir.idui;; 37 
:lam.pl• Type: Unblown 
con~ nnati on : N/A 
Cal ei.Jlated Cone: 12.6 ngi/111. 
Acq. nat•: S/30/2019 
Al;q. Tim~: 4:57:43 PH 

11 Hodtfted: No 

j ::~
1
~~;;~~!':; Ana}yst clauic 

I 
Nohe 1'hr-.ii1hol d : 14 .21 c:p.9 
Area Thr eaho ld: 11.04 cp~ 
,tlUJIII. Smootl1~: l 

I
):::: :!t;~~: t:~ 
j !xp . PHlt Ratio: 5.00 
I Exp . MJ . Rat~o: 4 .00 

1

1 :~P.;,i~: Rot • o: 1t~o see 

I 13~peetMI 'RT: t.21 min 
i Use Relative RI': No 

I lnt. Type: 
Aetention. TlM : 
Ar••= 

1 Hei9bt: 
Stal"t Tim.: 

,. End TitM : 

Base. To 811~• 
4 . 26 ain 

23lE-l caunu 
e.s04+ooJ cp.:oi 

4.16 lllin 
4.37 lllin 

1500 

""" 

""" 1 
MOO! 

I 

5000 l 
! 4500: I ""° j 

3500~ 

3000 l 
ZiOO 1 
=>j 
1500> 

j 
'"'°1 
""'i 

o~l~-~-.,.-. -

4.20 

... 

Saapl111 I n de.x: 37 
!iaaple Type: UnknQWn 
C0t1centr.at1on: 1. 00 ng/.t. 
C.elo.i.Iat:@d Cone: tUA 
Ac-q . Dar•: 5/30/2019 
Acq. tiae: 4:57:41 ffl 

NOd1fied; No 
P:coc. AlQor:it:hla: N.-lysc ctassi c 

.... 1 
3&.!5 1 

3 ,4e5 1 

' 3.2t:5 l 

•.25 

BunCh.i.ng Pac t:or:: 2 
, NoiH Threehold: 119 .86 cps 

1 n~s 'nlresMld: 599,29 cp~ 

! s:~·w=~h~: 0:00 
I -'ep. Height: 0 . 01 
! £ xp. Pe d . Ratic,: S .00 

Hx-p. Ad 1. Ratio: 4.00 

I 
Rxp . Va l. Rilt.1.0: :3-.00 
RT W.1.hd<N: 10 .0 

I 
bpec-ted RT: 4 • 2 6 m.i.n 
U.$• 1t•i.Uvl!I RT: No 

Int. Type : &a!!oe To s.a se 
Ret«mtioo Tiiv, : .f.2S lldn 
-'rH: 1002260 t:DtllltS 

30.5 1 

2.e.5 ~ 

2.6o5 • 
1 ....... 
\ ,,..,, 

8- 20.S, 

f 18$5 ~ 

1,8e:5 • 

ffl!l1gh t: 3. BJ.-+OOS 1:;pii: 

$L&r.l Tl.De: 4.16 min 
1•5 • 

Snd thie : • .4S min , .... , 
10.,S .i 

a.o..~ 
80.4 1 ..... .... 
0.0 . .. , .. .,. 4 ,0 4 2 · ·" 4 6 40 4.2 4 4 -4 6 

·1~ -N-_:-'"mi-Mq.:<;.o=1...,,..="'1"'wc-e...,.,.--.,,-,,,o:-_ -=-F"',1'"• "'2bJ=".1"'•""~"'F1'"w"'ill'=- --"I""".Jlil - - -----...Jf ,.,,_,..,,.Somp,-,-• .....,,,.--_-,,,,.,1"°2-M-Gp,2-01~ 1tf' s_,,.10_ - Ft.: •M39M8-MF1 wit' 

3.4 ... 3.8 
·--"''-='".,.,,.,,... .... ._,,=-,,--,.,-,=====--_, ... ,_ 

~ ~ ~ {' .... ',lti.;bolM.!M(") '72l 30:W2981ooo•· jor-nnriotan , lnfn j'rlil-CH ):· n 7.400i302.2000a· 

S-.,le Index: J7 sanpI~ I ndex: J1 · 

~ ~=!~t!~t~: Ut\t~ 1$&4 4.2A ~=!:t!~~: Un~ Mj/ffll. 

I Cl!llculated C<lm;: 20 . 9 n9/oiL Calculat:ed Cone: ~/A 
A.eq. Date: S/30/2019 1a.4 ~t: q. Dau: S/30/201!> 

I 
Acq. Ti-: 4 : 5"7:0 PH Ac,;i:. Tic-= : 4.: 51 : 4.l i" 
~odH1~: No 17 ... Nodifi~: No 
Pr•c. AJ.9ocJ.thai: Ano.ly:st Cl assi c 1 ~ Proc.. Alqonthn: An.ly.:,;L Clas sic 
lSUDChiRIJ Pa.c;-toi::: 2 Bun<:hinijll Y•cto.&: 2 

I :~e ,i~!:!~!~: 10~\!9 c;~:s 15.4 ~~e~::~~~: 31~\~5 c::s 
j , NI.Im. Smoot.h:s: 1 1... ,Mua. S!!IIOOths: l 
i1 Sep. Wic.ith: (1.00 Se p. 'lf'l.dth: 0 ,00 

Sep. Hnqht: O.Ol 13M s~. Heigh t: 0.01 

~ ~=:: ~r ::~t~: ::gi , ~ ::: ~~~ ::~:~: ::~~ 
txp. Val. Rat:Jo: 3 . 00 r:xp. val. #1.;r,t:i.o: J , 00 

::;!~~ow~: 1!:~s =~ § 11M ~~=~T: 1~ :~i !:! 

ri 

Us• Rcl.t,tiv~ RT: No r t o.4 Use Rel•tiv• R'l': Ko 

!::;n!~:~uie: au:.i: a.:1n f 9000.0 !:~~n~~~:Time: ~s:_~; a.!'.:n 

I 
Al:ea: 51197 CO"Unts 90000 A,r;n; 576942 count.a 

~~~~t~ima: l.93: :~~4 ::i 7000.0 :::~~t~11M: z.2l!~~;s :~ 
&nd T.1..•: 4, 39 min &mo End l'i.ae: 4.411 min 

'°"'0 I 

40000 

30000 

2000 .0 

10Clt0 

..,.., 
2, .. 
20o0 

, .... 
, ... 1 ,, .. 
1,e.51 

1»51 , ... 
1 ... , 

~ 1.2,61 
f 1. 1~ 

i , ... ..... 
•- I 
7 0o4 

I 
S.o.4 ~ 

50,4 1 

~ ... , ... 
~::1 

0,0 - 3' 4 

• 23 

·-~ 31 se .co 4.2 4,4 4,6 I o.o - 3'~a 3..8 •,O I:~. Se leNBm8 ~M- 2-0t.f>ot.t11-1" $amr)l~ - Ftle·"M391-tlJ.MI Flwtr" 

i' Pr n nriPt~HV _889(n ~''283 .100f17e.1001lt' 

42 "·"' 4.8 - ·11i; E_o:;OtiuS2 °'i7~~):~:~;; ,~--~--:-,.-,-.,-....,- 1~,~-.. ----- - - -

1 5Ul!Ple int1• x: · J 7 
S~l• Type: Vnkn,;nm 

r: r;onccnt~ahon: N/A 

'

[! Calcula.t " d cone: 218. 
i\eq. Date : 5/30/2019 
A.cq. Tim 4:S7·U PK 

MocUtil!d: No 
C'roc:=: • .Ugorlt::tdl: Analyst: Cl.usie 
!unchin9 f'cct.oc: 2 

I- Noise 11:u:•WIO:ld: 18 .17 ep.a 

I
I'. Area Tb..r:e.e.hold: 190. 83 ~s 

,l'flJlll. SIIIOOUIA: l 

I ~:;: :!t~~~: i:it 
! Exp. Peak Ratio: 5.00 

E,rp. Mj. P.a.Uo: <\. D-0 
£gp. v,i . Re.tio: '.LOO 
Rt W'indow: 10. 0 se-c 
Ex-~eud r:t?: 1.0 mn 

; U,H P:ebtive P:t: No 

ng/llil. 

l.n t . Typ.ai : a.•• To 11-•-ll• 
RetentiOt'I. •11~: 1.Hi 
Jlr."H: 275129 C01.lnt:S 
H~ight: S. 7le+004 cp-111 
$tut "filfllf: I . 27 min 
Eno Tin.: 1.67 m.in 

, ... .... 
..... 
.... 
4 .... 

..... 
§ 

3.0N ,; 
t 
f ..... 

2.0e4 

Sa:np l • Tnd•x: 37 
S411ple TYJHS: Uaknown 
Concentr.a.tioo: 1.00 n9/mL 2046 • 

~~~ul~~=~ cone: 5/3~~;019 . j 
A.cq . Tic.e : 4:!i '1: <\3 PM 2.&tS 

~od.ihcd: N"o 
Proc. Alqodt:.hn: Analy st: Classic 
1ttmch1n9 racto~; J 
Nohe Th.rnhold: 12J. 79 e_ps 
11.,,:N ttl.ruhold : 618. 9S cps 
,NUB. Sffloot:h s : 1 
S•P· Vid~ h: 0.00 
Sep. HOll!i~ht.: 0,01 
liG). ~ .. lt Ratio: S . 00 
ggp. Mj. 'Ratio: 4 .0 0 
Zxp. Val. ~•t1.o: 3 .00 
Rl' Wi.ndO"I': 10 .0 SK 
Expec ted Rf: 1 , ,2 min 
Us• Rel ative RT: No 

Int. Type: B,u e To S.•• 
R•t;•ntion. TitH: 1 , 43 
IU"H: 1368 570 OOWlts 
Huqht: z.a~•OOS cps 
stut Ti•: 1.2:e SI.in 
End Ti .. : 2 .01 mJ.n 

,.. 
..... 
22<> 

20,0 

1 8e5 

& 1.&5 ~ 

f ,.~~· 
! 

1.2e-5• 

, ..... 1 
I 
! 

, .... 
10o4 

·-i . ... 
50000 

~-l 
20M 

4.e .. , 

.. 50 

00 
o" ... ... 1.2 1,4 1·• 1'.s 20 2.2 

~u L_ 00 
0.8 0.8 1.0 1.2 1 4 1.6 1.8 2..0 2.2 2.• 
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Project: M397- 18 Batch Name: M397- 18-MF1.dab 
Re sul t s Pat h : D: \Ana l yst Data\Projects\ M397 - 18\Results\M397 - 18- MF1-Final.rdb 

sample wm. 2-M-Gp:z7>e.P,. ur """ satr,~10-- Fni:°9M387•18-MF1 WJfl"' 

Dr-nnricf-:ln , lnfn - N(H);:•Q9300t~ 7 2000.· 

Ii Sa1t19le l.nde x : 38 

~~ ;T:to]rDt""' 1..- ··- 10,-_ -~ .. ,-, .. MF1.-,~!:~f~P.1Hr:Y.J!1J.!]_ _ Maoe{6&~"637 . ...,,..72000. 

'
1 

Sanph Type: Unlr:JtOWrt 
!• Con~ncrat1on: N/1\. 
•I C&.Lcu.l•tcd Cone;: 0.5ti l'IQ/~ 

·1 Acq. D~t•: S/30/201' 
Aoq, Ti.me: S:0?:04 PM 

I Modihed.: No 
eroc . Algorithm: Analyst Clusic 
Bunchi?'lg F•ctor: l 
!foise ThN3ho l d: 14 . 2.l eps 

j AA• Thre:,hold: 71.0i c:p:11 
,ZZIUI. :Smoot:hs: l 
3@1). Width: 0 .00 
S•p. HeiQht: (I .01 
~p. Peak ruttio: !> .oo 

J t:,:p. Adj . R<1.tlo: 4 .oO 
II :E!;xp. Val. Rado: 3.00 
' RT Window: 10.0 

t~ct•d l\f'; '1.27 
U:.4 Rehiti.vc- RT: O.o 

Int. Type: 
Ret.ntion Tur.e: 
Ar•il: 
Hei qht:: 
~uri: Time: 
ltnct Tim•: 

Base Tc &a.ae 
~ .16 

1175 COutl.t.S 
S. 60e+-OOZ cp:, 

4.19 mi n 
• .J4 

150 

3,52 

,.3..57 

i' 
o i~c... -

,., 
4,09 

3 • 35 3.a •O 

• 26 

<1.2 4,4 

. ,., 
.... ... 

I 

4.G 4.1!1 •• 02 

Su:ple lndex: 38 
.:l~l• T~: Unknown 
concentration: l , 00 ng/111.L 
Calculated Cone.: N/A 
Aeq. Date: 5/30/2019 
.t.cq . 1~: S:07 : o• Ptt 

Modltltwl: tu. 
b P.coc . Al,qontti.: Mdut Clu:iiic 
r. BWloehin9 r.actoi:: 2 

Nobe Thrinbold: lU.86 cps 
Area Threshold: S9~.a ,cps 
,Hum. Saootrul: 
~p. W1.dt.h : 
Sep. Height:: 
llxp. tM'k R.atio: 
Sxp. 1.dj. P.6.tio: 
hp. Val. Ratio: 
RT lfindov: 
Expect.eel RT: 
Use Relative RT: 

l 
0.00 
0. 0 1 
s.on 
4.00 
3.00 

10. 0 
4 .2:6 .. 

Int:. Type : 8.a?ie '.l'o B-1se 
~•unt1on 1''i_.: 4-25 lli.n 
~ .. : 1001!!59 c;ounts 
H•i9ht.: 3.eletOOS cp3 
Start Time : t . 1e arin 
End Th :~: <! .31 1111n 

.... ,J 
3...S 

..,..j 
3.095 t 

, .... .... 

1,•.6 7 

1.2"5 

..... 
2.0&4 

00 . .. 
11 liPl~r\rf P~~::1~::; ~1 =:~~.,._,~.;,.,,.,.,0-Mr, ...,.,---""""--'..,=--------+ --.1;~~~ ,-ol~•~s~~-=~ ~--:m.,,.'Mff" 

S~l~ Ind.ex: 35 
sample Type: untnovn 

I c:cn..c•nn:attcn : N/JI. 
CoL1;uhted C¢,w;· 0.09l9 n9/al. 
Acq. Dilt• 5/l0/2019 I A.r;;q Tl.IN" 5:07 O'l ffl 

I ~:~:1~~ritl.rn Ana~c Clune 
Bunchtnq Fact.er: 

i· No.ts!!. Tl'l.reshold,: 
,l Art& 'Uu:c-~holdi 

2 
20.59 

102.% 
.•. 

<po 
,Nurrt. sn.ooch:!: 

, :Sep. lftdth: 

! ::: ::!t~tio: 

1

1 tx,:i . AdJ . ftnio: 
: lbp. VU. btio: 

l 
0 . 00 
0.01 
S .00 
•.00 3.00 10.0 RT -.,.i.QQOW: 

; expect11d RT: 
1 U.ae 'Relative RT: 

Int. . Type: 
, Retention T..i...lu: ~-= ~ HHQht: 
ri :St.ut_l'im•: 
i' &nd T1m.e: 

4 .zs .. 
&.-,;c To ~•s• 

4.24 ai.n 
2•5 ,:;:ountt1 

1. lhi-002 cp11 
4.U:I nun 
4 . 2e m1n. 

···l 
1,o l 
120 

1101 
100 , 

90 ' 
I 

80 

70 

80 .. .. 
"' 
20 

.. , . .. 
3 82 

3.~ 

• 2' 

.... 
I 

.... 
I 

5.00 

Su.pl• Ind.ex: 3e 
5..wple Type: Unbwwn 
con~tn.tion: 1. 00 ng/lllL 
C• lculilted Ccnc: N/A 
Acq. Oilte: 5/30/ZOl~ 
Acq . Time : 5~07:04 PN 

Mo.:11.flf!o!S: No 

[ =~~~q~!~~~ An•~yst Clu:iiic 

NOiH TJueshold: 74.35 cps 
• A.-cu Tlu:nhold: 371.11 ~:pa 

I 
, If ~. s.mcoth.s: 1 
Sep. Widr.h: 0.00 
Sep. He.i9ht: 0.01 

I ~: ~-;~ :!~f~: !:~~ 
Ei,:p. Va l . R4ti.c: 3.00 
R'r t: tMcw : 10 . 0 
&x.pect4d P.T: ,.24 
Use fld.ativc ft:?: rto 

Int. Type: &.J;sa To Base 
Retention Tiae: 4.24 
AL'ea : 567352 counts 
Height: 2.14et,OOS cps 
StartTt111ie: 4. 16 lllin 
tnd Ttru: • .40 

, .... ,_ 
1.7.S 

..... ! 

,. ... 
! , .... •· l 

0 ~~·c ·,·=-"-·.,...·_·o_~r~«·!u,wl!!<'·=·===··=·===···===·=··===•~2-<> ,.,_..;;;; .; ;;..;;;;;a,......,.,... _ _., - 00 -~4 - 36 38 

~

~ ~ Homs ::o•2-M-G1>2-08.f>ii"11-f'-S.n,pil~ Fk "M397-19-Mf1.V'lill" r; ;::; :tr.'t ~2 09 °J -! TH"' s.n.. o - hill "Ml97- 18-Mfl w,ft' 

.L!=g~:: .~~ :'!or.a(tt):"2MIOOl176,1000(1" i.er rz~~t rllV~ I MW(esl , "'294. 10011821000 ... 

~~l • l ndea: 38 Saaple Index: Ja 
Silllflle 1'ype : l1n.k.n0\ltl Saapl• Type: Unknown J Ccnc:entrati.on: N/,._ COfl(;mtration: 1.00 ng/al. 1 Catculat.•cl c:etic: 2 . 9B ng/lli1., C•lcul.atl!d Cone: N/A 
Acq. ~te: S/30/.2(119 800 1'cq, Ds..e: 5/30/ZOL9 
lv;;q, . TilM: 5:07:04 PM Acq. Tiaa: S:07:04. Pt! 

1 Kod1.fi•d: No 
Pz:oc:. Algo.rithD: Anilly:,t Clusic 

!j ~~~r!::~!~ l! . 11 ~s 
Ar•• Threshold: 19D.83 qui 

l I NWll. 5-Qoths: l 
I Sep. Wi~th: o.oo 
11 ::: ~:~t;~tlo: t~~ 
i ::: ~t :~~:~ ;:~~ 

RT Wind01t1: 10.0 .sec 
i' 8,cpec:ted RI: 1 . lS Ill ft 

11 U$1! Relative RT: l'o 

I Inc. Typ• : 
I R•t•nt.1.on TUN: 
' A.re4 : 

Hei9ht: 
Start 'l'11r1e: 
t:nd Time: 

B.a.$.• To a-.n 
1.44 min 

l.6t4 C°'1.flt:a 
-t. Olet,002 cps 

1. •0 mn 
l.~5 711.n 

... Modif1H : No 
Pr oc . AlgorlChm: J.nalysr: Classic 

500 
ki,n,;-hi.n.g foctoC': J 
.Noi:i. thcuhold: 123. 79 cp:a 
IUU ttin.abold: 618. 95 cp11 
, Nt.a, S:aooth11: l 
Sep. Wicltb: 0.00 
Sep. H .. nvti,t: 0 .01 
Exp. l>eak Rar:io: S. oa 

l
~,t.p. Ad) . Ratio: ,.oa 
Exp. v.il. Rat.lo: 3 .oa 
Rf Wfod ....... ; .1.0. 0 :iiec 
ltxf16Ct!M1 RT: 1. n ai I\ 

U»e P.ela~ive RT: >lo 

J ~:!~n~~:TtM : Bas~.!~ sa!:n 

2M 
I 

Ania: 1289431 counts 
tte~q.ht. : 2. 53e+oo~ cp5 
sca,t T!mf! : 1.22 111,1,n 

200 ltnd TilM: 2 . 26 1111n 

,so 

100 

,. 

2.2eS 

2.005 

1.0.5 

,. ... 
5 , .... 

f 1.295 

1.0e5 

..... 

..... 
4.0&4 

, .... 

..• 4.2 4.4 

4.2<1 

4.0 4 .2 •.• 
I~.!l!!!'.. 

1A2 

0.0 '-------- --' 
0.0 o.e 1.0 ,., 
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Project: M397-18 Batch Na.me: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MFl-Final.rdb 

r.-::; s~Na~ 12-M-G •D8-Post 1H" Se,nplll IC);- Fil-. ~M397-1&-MF1,..;tf' • [P rn nri Pt::lrv '!_Hr&("): "629.300l<W7..200 oa• 
I 3~1• ft'II»~: J9 
! Sup-1- T~: Unknown 

con.cent.cu ion: NIA 
calculated Cooc;: 19 . S ng/t:IL 
Acq. l)a.t.e: 5/.3(1/2019 
Acq. Ti.me: S:16:26 PM 

I Mcdihttd: Ko 
' Pree. Alqorithm: An.lily.st c1u.s1e 

lum;h1.n9 Factcc: l 

I
, Noise Threshold: U.2l qi.:. 

An ta 1'hre$hold: 71,04 cp.s 
~t:U.'ll. S,:ioo~; l 
S@p. Wl.dth : 0.00 

, Sep . H.eight: 0.01 
lj Exp. PHk R.atto: S.00 

I 
B.~. M]. Ratio: 4 .<10 

, ~p 1~~: ~t.i.o: J.~:~o ~c; 

I Expected i\T: 4 . 27 JD.in 
USl!I ll•h1t1ve ~T: NO 

1.nc. 1'ype: 
• Ret:entton 't'iirie: 

A,ru: 
I Hei .;h't: 
, 3tUt fiim:: 

End Tiu: 

8.a..s• r~ B.a..se 
4 .Zi min 

35984 eoun.ts 
l. •ZetOO~ qi~ 

•,17 •iin 
4 . 42 l!rl.n 

1.4M l 

1,3.4 ..; 

1.2&4 ~ 

1.1 ... ,_ 
9000.0 

it 
9000.0 

t 70000 

i 0000.0 

5000.0 

4000.0 

3000 .0 { 

2000.0 I 

1000.0 J 

00
1 

U:I 

3.4 ... u .4.2 4. 
2-0e-l'<>lt 1H" So ..... ID•• Fl~ ....,.r18 -MFl ~ .. ~ ... ~- ™"""""njt.. 

Dr A nriAfl"\n 1 lnfn n)"•T2t .300/296.1000at 

40 

Conwnant ... Arnotabr "" 
SUPJ!l• Tndex: 39 
Svt)ll!: Type: Unk""'"'" 
Conc<tnu·.at i.on: NIA. 
C,.Jc:Ul•t.cl Cone: 25.0 nq/m, 2 •e4 

4.25 

Acq. Oiite: S/30/2019 
(Acq, Tiaut: 5 : 16 : 26 PM 

22"4 

¥.odi t'ied : No 

II 
•=. e. AJ.q~ric.hn: Jl.n.a.ly:sc Classic 
Bunehi.ng f'4ctor: Z 

I, :~;:cT~:!:~!~: 10!~9~9 ;~:J 
,N'u::n. SmoGtn:11: l 

I 
$9p. ti1idth: 0 .00 

I 3•P- Height: 0.01 
~J:p. 9Hk Rol.Cl.O: 5 .00 
&xp. Adj. R.t.1.0: 4 . 00 
fllp. Val. Racio: 3.00 
RY Window: 10.0 HC 

:, P.lCptlCUd. llT: 4 .2~ fl11_f1 

jJ O~e Sleht~v~ RT: .tfo 

f tnr.. ,~. 6,a!II• To ~:,• 

ll R•t . ent i on Tine: 4 . 2S 
, Ar • •: 64868 c oun t • 

I 
Hei.9ht : 2.46-ef>004 cp s 

( :~~t!!~: !:!~ : ~ 
'i 

2.0M1 

,-i ,_j 
& 

, .... 
,; 1 

I 
1.,.,.. , 

1.Clia4-, 

8000 .0 · 

11oato 

"""'-0 

20000 

..• 

rJ 1;;;;,1,.;:ia1t1"f:'.!7.., !;;'r,'~ :.;;~1-10-... , ..... 
Stiiple Incle ;{: l9 
S&nq)le Type: Onl:riDWl"l 
Ccneentr ation: 1.00 nQ/ml. 
C&lcu.l~ted Cone : NIA 3.6':5 
At..:q. Date: S/30/2019 
.\eq. '? iae: S :16:26 PM 3,.95 

J".cdificd: No 
.Proc::. A.190:rittu.: 1\n.aly.!t Classie 
sunch i TL9 raetoz:: 2 
N'oue Thrnhold: 11 !.I. 86 cps 
Al:H 'fllH3hold: )9t . 2!> cps 
, Hu:a. SE.Oot hs: 1 
!!ep. Widt:h: 0 , 00 
S•p. Ke1g}'lt: 0.01 
txp. h•k ~&t.io: !>-00 
Exp. Adj. R,11,tio: 4.00 
r:xp . V.tl. Ratio: J.00 
"T window: 10 .0 
f!xp~ecl RT: 4.26 
Use RelatJ.\fe RT : tfo 

tnc. Tytl4,: &a.sit '?'C) Bas• 
Ret.ntion Ti-: -t.26 -.in 
Ace.: l.O l HOJ c;ounh 
He-i9ht: J. ile-tOOS <=Plll 
Star't Tl.I>&: 4.17 m.r.n 
ltrw1 Ti~: 4.46 min 

3.2'5 ..... 
,. ... 
2.""5 

2 .. s 

22.0 

~ 2.0e:s~ 

t UoS 1 

I ; 

1 .... i 
1.4e5 • 

I 2,S 

, .... .... . .,.. 
, . .,.. 
2.004 

0.0 
3,4 36 •• 

4.28 

40 4,2 4.4 

=~~- riDI.Jlill_ ~ S• N1m11t: •012°M 2,08- 1H. Sa"11h:IJ . - Fi.."•M397 •18-M~1 . ._.,r-l PromiP.f,uv Info ....,. .. ,.-r.1uoor,o2-2000 •· 

:5-mpl• 1nd<1i.: 39 
Su.pl• 'typa: C'nknQW'n 
COnctlO.T..l!-illtl.ori.: 1.00 OQ/IIIL 
t'alCW.ated Cone;:: I.I/A 
Acq. Date: S/ 3012019 
Acg. Tl- : .S:16:26 PK 

4.24 

22••1 
21e5 

2,0.S . 

Mod.if.led: No 1 .. , 1 
Proc. Alooc.ittw: A.fa4lyst Cl.auic 
8\IJ1ehin9 r.aetor: 2 
Noia& Thc-e.aho l d: H. 3S c;p• 
Ani.a 'lh.c•:::1hold : 311.11 cp~ 

' 1 .e.s ~ 

179! ~ 

11'UD . Sm.oot ha: l 1.695 • 
Sep. Width: 0.00 
Sep. Hei¢l.t.: 0 . 01 
hp. Peat R.lt1o: 5. 00 
Rxp. Mj. Ratio: •• 00 
ll,cp. Val. Rat.1.0: 3.00 

1.5,S , 

1 4-5 ~ 

1.3o5 t 
RT W.1.nd,;,w: 10.0 sec 
~.Kpected RT: 4 .24 a.in 
\ls• ~•l,.1;.i.v• J:;T: No 

Int . Type : k~'i To B-ill~V 
Recenti-00 riae : 4 .2 4 Jdn 

& 1.2"5 
,; 1,1$$ 
I 
s 1.0.S 

J\rea : S9 3 2SO COllllt!I .... 
~i9l'lt: 2. Zlet-OOS cp:, 
!ta.re T1.~: t.12 min ..... 
~ T.iac: <.46 Ill.in 7"'4 ..... ..... 

, .... 
3.0.• 

2.0.4 

I.D,4 

, .. 

0.0 .. :u :u 40 42 ..... 4.8 ... 5.0 
0.0 

34 •• ... ,.o 42 ,. • •6 

~

- ~~---~~~~ °"',..'ll!! __ _ 'L7;t;'.;~.'.'f~I•" ....,._, - It< _,o,• Filo. "M'97-1...,F1 .w,~ 

,I Proo _JJrt\fHV .!D11L,.~oe,( .. , 780 100/178 100 o,r 

S.u-p le Indf!!X. 39 

I 
Sample Type: trnk!'UWl'I 
Cocu::u:it,ti!IIC."on: NIA. 
Cdc:uh t od Cone: 2S0. n9/&AL 

,J .a.cq. O•t@: 5/30/ZOU 
!l Acq. fiM: 5:16:26 PM 

I 

t!:od.ified : No 
; Proc. A19ori.-chm: i\nalyac C1a.as1e 
I !lun<:b.il'lg Pactor: 2 

I Hou.e Thcnhold: J9.17 ,;;p-:J 

J..t:ea 1hc•~hold: .1.90-83 CPI' 
U , Mllr"I. Sinaoths: 1 

S•P• til'1.dth: 0.00 
f Sep. H• '-9ht: . 0.01 

Exp. Pe ak Rano: 5 . 00 
~ r.:xp. Adj. btlo~ 4 .O<I 

Exp . Val. ~t.l.O! 3 . 00 
Rr 111,•indow: 10. O .sec 

I 
Expected RT: l . 4.S &in 
Us• R•l•ttv. M': No 

Int. Typv: B,1:::1c To &.:::1• 
Ret ent i on Ti.me: t. (Ei llln 

h krH: 316 129 count• 
!: H1u.9bt: ~-5let004 cpa 
' Sta.z:t 7111t; 1.34 111.ll'l 

! &.''Id Tine: J. 19 Ill.in 

8,()e4 

..... 

..... 
' 4.5&4 ~ 
l 

4 Oe4i 

2.""4 

2.0o4 

I.Oe< 

sooo.o 

00 

I.AO 

I .. . .. . ...... ,, .. l 

S•111Ple lndeA: 39 
:S:&m,plllil Typq: UnknQwn 
Conomtnti.on: 1.00 r.iq/ML 
Calculo11ted Cone: r.t/A. 
Acq. D.t"e: 5/.l0/2019 
Acq. rUte: 5 : 16 : 26 Pli 

'Hodlrie-d.! No 
ecoe. A.lg,Qcitml: NULlyst C'l.usic 
81,1nc;bing Fac-t:oi:: 3 
Cfoi.se Tln•~ho l d: 123. 79 cp.s 
Area Tht:Hhold: 618.9~ cp;:i 
,NI.In . 5-ootbs: 1 
Sep. Width : (l.00 
Sep . lfeigl,c: O.Ot 
&xp. Peak Ratia: 'i-.00 
~p. M:,. bt~o• 1..00 
£,cp. Val. Rado: l . 00 
ftT Windov: 10.0 .!f!C 
&~peet•d RT: 1.-42 min 
U~• Reh1tiv• 51.t: No 

rnt. Type; Saa~ To &a.1e 
Retention Time: 1.43 
M•ill: 1367126 oounts 
Het ght: 2. 8 l e ..005 C:P!J 
Sr.a.ti: '?'iM: 1.24 llln 
Znd Tim.o: l.82 Ai.l\ 

2..&e5~ 
1 

2 ... S j 

1 
2.,1:s 

22"5 

'"'"' 
1.0.S 

& 
1."'5 

f 1."'5 

1.2"6 

..... 

..... 
80o4 

•0~1 
2.0e4 

0.0 
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Project: M397-18 Batch Name: H397- 18-MFl.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\H397-18-MF1-Final.rdb 

'I I :•~ N1111n9 '"012 M-Gp2-01>Pnlo 11-r Silmpls 10 - Mis "'M397•18-MF1 wilr' 

I 
_ D!"nnr , r. f ,...n L 7 JMM(tt):'"6'293001~72000a " 

vrfPCL NIIOQitJ , .. 
, S~l& Index. 40 

Snpl e Type. Vnlcn~ 
Con.C4!.l".tro1.tion: N/1 

! c .. l.;..1.dated. Coac: o. "96 n9/.i. "° 1 
Aoq . o.u,: S/J0/2019 
~- Tim•: S:2S :•8 Pk •20 

"'° PW<ilCied: Nl,;;t 

,.21 

r ~~ht~g;:!~:: ....... ! y5t:. Cl u.de 

NOHil Thte~hold: 14 .21 ~ ii Ana 'thraeshold : 71. 0-t cps 

•I ;:i· w:=~M: o\o 
'1 Swp. l!e-.t.9he: 0.01 
: Sxp. t'Nt Ratio: S.00 
I IS.;,-p, Adj. P:.1t1.o: 4,00 
1 Blq), val. l\a'tio: :3.00 

l :!~~~:~T: l~::1 ~ 
ll~e Re-1.au.ve RT: No 

Int. 'fyp11t: !.•~• ro B.:,c 
·J R9tention Time: 4.27 Nil 

A.rl!•: 1294 i::OW'lt:.:!I 

H•tght: 4. 2De • 002 cp:oi; 
'S tart Tima: 4.16 llll.n 

... 
""' ' 3•0 

320 

300 ,.., 
280 

f 
..., 
220 

i lOO 

1110 

1110 ... 
,, •no ,,.,., ,_ Ji mo 

''° ' 120 . 

1110• 

00 i S.07 •.07 

eol S.80 

40 ! 3.45 

,0 j 

11 °½.. !.s a.a •..o ,.2 , ,. •.6 , I S•- 'oNamc 1112-¥~ •.ru~,..- s.m,•10-~ Fio "M39MO-MF1wilr ~ "-

I
i j n ............. ,.;,.. • ....... , _ Mal!llio(ee):'721.300t296.1000•• 

I Samp~=;: ~~n. •• 

Ii S.ampl• TYP4I: Unknown 
c:onc1a:ntr.ition: NIA 

: ca l culated cone : O.CO n9'/111L 

li ~t ~~:; ::~~~!~1~ 
)I ModJt'i,~: No 

! 
,; 

! 

,,. 
110 

100 

90 

80 

70 

60 

""1 

2C i 
I 

.... 

3~1 

.... 
I 3 01 I I 

4.03 

3'0 

·:i __ , -~--------~ .. 

... 
I 

-4.88 
,-4.9!l 

•• SO S..2 

.lli111~ Na"""· ~ 1~p2-, 5-Prw1W ~O.- i:~: •M387-1i=MJ:1.vMI" IP rom:i P.fl'! rv 0h M, ..... ,, • .,, ,...,,..., .l<lO o. · 

SiLIIPl• lndcr ~ ; 40 
Sample Type: Uni n own 
ccncent.nt1on: 1.00 nQ/ml. 
Calculated Cone:: NI A 
1Kq . D.lte: S/l0/2019 
Acq. Tiiu,: S:25:-HI PK 

Hod.i.Cid; No 
i'~oc. ,Ugoddm: Analyac Ch&ak 
Hunching l"actor: 2 
K'ol.lle thre.ahold: 119.Eli cp:,, 
Area Th!'e:!hold: 599.29 cps 
, Ml.Im. Smooths: 1 
:!l~p. Wtdth: 0.00 
S•p. H8.1qh~: 0.01 
Exp. Ped. Rat..1.0: S . (10 
111:p. Adj. A•t.io: 4.00 
Exp . Val. R•tio: 3.00 
FIT window: 10.0 ~e.c 
&:i.:pect:e-cl RT: 4.2, Ill.in 
Use ~l a thff! RT: No 

Int. '!'~: Bue To Bue 
Jl:et•n.t.1.on hait: 41.26 
Az'H.: l02l6'S2 caunu 
Heiqflt: 3. 81e+005 cp."1 
Start TilM: 4.13 rn.in 
ltnd Tina: t.62 r.:i.in 

J 
-t 
i 

I ,.e.s' ..... 
3.2.S 

3.0oS ..... 
' 2eas ~ 

2.-4415• 

22-6 ~ 

2015 1 

'8e5l 
16.S 1 

1.48! -, 

·~·1 , ... 
8.094 

1 

-L_ 4 0.,, 

1: --
3,. •-• .,, -----,-1 ~ Ha11M!-zJ 2-M-G;° IW,. 1H"' SIM'l'tptatO.- Fllll. 'N397-t8 -MF1."Mr 

I Y !!'nr!et~ 'Y}DlC. c-- I Mw£-): '727 .
4
~

200 oe· 
S.uple Index: 40 
:,ample 'Type: Unkr\Mm . ,. 

I 4.03 

I 

concentration: 1.00 nq/ml. 
calculated. cone: tt/A 
Acq. Date: 5"/30/2019 
11,,,::q. Ti.e : 5:25:48 PM 

i 
Koth.hl!d: No 
Pr;~. Al;o .dthni: AA11ly.!Jt: Classic: 
8unctrifl9 ?.1ct:or: 2 
N0188 Thnahold: 14. JS <:p~ 
Al:H, Thn~bold: 311.'11 cp=t 

' ,Hum, S.OOths: 1 
Sep. Width: 0.00 
Sep. Heii,;.ht : O. Ol 
2x.P- PH .l Ratio: !LOC> 
Exp. Ad~. Racio : 4. OC> 
!~P - Vat. R.at:1o: J.oa 
~T W.indQlof: 10 . 0 s•c 
IIJti"Cted Rl: 4.24 a.in 
IJae k•l•tiv. Jl'r: lllo 

,a.03 

Int. Type : Bo1se To ~c-
Retention Time : 4 . 2t ain 
Area: 625148 count., 
Haight:: 2.39e • OO~ cps 
St.-ct. Time: 4.16 lllin 
&ld time: 4.3 8 ~n 

23451 ,.,.. 
2. 1eS 

2.oes, 
lteS _. 

, ... , l 
1 7• 5 , 

1.Ge-S-i 

1 S.5 ; 

' ,....,s1 
! 1 3e,5i 

;;. ,~I 
t 1 165~ ! 

1 Oo5 i 

"°"' l 800< 

70&41 
8.0.-0 

50-, 

., ... .... 
2,0.,, 

'0.-, 

0.0 
s.o 5.2 34 3.6 3.8 

,.,. 

,.o 

,_,. 

<1,0 4.2 .... .,. I 3.4 3e Je .. o •2 

If 

l'"li rmleHftme "'01"~ Gr 2-01S-Pre U·f' 81!1~ 10.- file --.t397•18-MF1Yritr'" -==1o- nmL _____ _ w.. ~m~!f'- ~ -- -----1 
I ler nnrn::=>t~rv '· ~n)- "280tOD/1761000.-

- G. •• ~ C J 
S,A11,ple !ndv.K: 40 

I 
saiq,le Type : unli:nO'll!l 

j concentr a t.ion: K/A 

I ;;!~=~~ cone: 5/3!i!~19 nq/.,~ 650 
li Acq. TS,m.e: S:2S:48 PM 

Modified: No 
gro,c. Al90rit.t.1: ~l)'H Clu#i(; 
EIWl,;;;hinQ rs1ctor: 2 

j Noue Threshold: 38 .17 ~ 
l A..rH 'thL'IIUhOld: 190.93 cp.1 

I s:;·wtS:~M: /ao 
Sep . He19ht: 0.01 
gxP - P-k rt.• tio: ~.ao 
~KP- l\dJ. ruitio: 4 -00 
g~. V•l. rt.•tlo: 3 . 00 
H Window: 10.0 :.ec 
1,7.pe,ct.d Rr: 1.45 -.in 
Use Relativll!: RT: Mo 

~ Int. Type: Base 'To Bue 

I :.:~:~ClOf\ T•m•: 2tl~-Ucoun~ 
t1e19t1c : 4. 94e+002 cps 

II Start Tim: 1.37 go.in 
&nd. tiM: 1.56 llli.n 

... 

.,. I 
,oo 

••• 
400 

350 

300 

200 

lOO 

150 ~ 

,ooj 
so'. 

0 ~ 
o.e o.e 

$Ul(.Jlc lndu: 40 
S~lo Type-: Unknown 
conc-.ntuttori: 1.00 ng/ml. 
calculated CtJnc: ~/A. 
Al:q. Dat e : ~/30/20HI 
Acq. ti-: 5 : 25,:48 PK 

MOdithd: No 
Proc. Algocit.hJI: Arut.lyst Cla:nlc 

II :::1~~1:=:~!~!~ 12~- 79 ~s 
~ 1'.ru Thre11hcld: 618. ,5 cps 

,Mu.:11. 31llOOtla: l 
S~p. Width: 0.00 
Sep . tf~ight: 0.01 
E~:p. Pea t R.at.io: ~. 00 
ltxp. >,d.j. bt:Lo ~ 4,00 
E,xp. Val. Rat.to: 1.00 
M' Wt.ndov: 10.0 
ltxpected at: l.42 
Use Reb1ti.w RT: No 

nt. Type: ~:,e "t'o Bue 
RetMtion Ti.ae: 1.43 Ill.in 
Area: ?.38'.H0S c::ount• 
Kl!1qhc: l.9 1e•OOS cps 
$t:.acc. Ti .. : 1.28 min 
&nd Ti.m~: l.83 mln 

1.43 

2.lle.5 ~ 
2,6e5 

2,, e5 

2.215 

2,0e5 

it 
Uc-Sr 
.... 1 

f 14e5 ~ 
~ I " 1.2d ~ 
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,.o.sl 
I 

·-1 6.0e< 

'""'1 
, ... ' 

00 ~~J 0.8 o.e 1,0 1.2 1.8 2.0 22 2.• 1.0 1.2 1~ ·1T" ~ ,:e- £02 .... 2-.-2:• 
__.l.ilM..1111'--------...JI.--------------------- Ilnl 
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Batch Name: M397-18-MF1.dab l?roject: M397- 18 
Results l?ath: D:\Analyst Data\l?rojects\M397-18\Results\M397-18-MF1-~inal . rdb 

:l!~ ~ •oz,'.ll:'2-';":'ip2,01,,_,, .. ,,..~••-Filoc• M'87:jo,i{f1,/,lt 
j If raci5!f¥'£fu!i:~ .. ,. ·e29,30Q'4<17 e200 o.• 
1 Sample lode)(: t J. 
l 3aiplc Type: Unkncvn 

I concentr.itfon: M/A 
Calculated Cow;: 16-.3 ng/llJ.o 

I A.cq . Da.UI: S/JQ/2019 
1 IK"q. Tice : .S:l.S:10 PH. 

I 
Modll!1ed: No 

' Pt'CC. Al'.1()dthm: Analyst Ch .sale 
&4.lnehl-nq Factor : 1 
N'o\!11• 1'hee.shold: U .21 cp.3 

1 Ar'H Tb.r;nhold: 71.04 cp,i I , t<I.DI. :5mooth.3: 1 

,1 :::: :!::~: t:~ 
l• ::: : !aj~ :::±~; ! : gg 

exp. 11.i. Ratio: J.Oo 
Ft't' ¥indew: 10.0 !IM: 

• l:xpactad RT: 11.21 cu.n 
t U38 Rdo1tive ftT: Ni;, 
r 

t ~=~;.,..!~\ 1me: 
i ~r:~t= 

5t:art f'iCl'Ht! 
End Time: 

B.I.S4 To &.15fl 
4.26 111.n 

:H7l4 COW"lt a 
l Ue-+OOof cpa 

• .17 mn 
4 .4S 

1.10.4 

100.4 

1.00.4 

•soooo 
9000.00 ! 

!,00,00~ 
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7500 ... 

1
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700000 
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-f WX>OO j 
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250000 i 
20001XI i 
\50000 i 
,ooo..ocq 
500.00 ~ 

4.26 

000~- ---- -- --- ~ 3.• 3.6 3.8- •O 4'..2 4 4 •• , .8 0.0 02 

lr - s.,,,,,.. Nama. "012-M,,Gp2-015-Post 111· Semple 10: -
Fil ; ~718 MF1 ;:w:--li'ltWITTll'lD II--------

1! PrnnriotQirv ln fn M.!'M(n).-n 1.aoome. , oooa• 

r $Ulc)J.e 10.ditx: 41 
I S.lldllple Type: un\:nawn 

Coneeritr:atlon: N/A 
.... 

CalCYl•t•d Con~: ZJ . 0 nq-/aL 
Ac:-q. O.ite: 5130/2019 

I Ac.q. Ti.-..: S:35:10 PM 

Modified: No 
P&'-X:- A.19orlt:b.m: J\nalyst Clauic 

1 Bunch i n.g f'11etcr: 2 
l"cih,• 'f'hr•~hcld : 20.59 cp3 
Juca 'th £ eahol.d1 l.Q2.9S cps 
,t.-..:a. Sl:IQQtm: I 
Sep. W'f.d.t:h: 0.00 
Sep. HdQtit: 0.01 
liJolP. Pe.>:. Riltio: s.00 
Exp . Adj. Ratio: • .00 
E:itp . Val. Rat.lo; J. 00 
RT Window: 10 . 0 H,c;: 
£x_pec:t~ RT: 4 . 2S min 
US!!! Relat:i.va RI': No 

Int. Typii: 8-,.:!II!! To &a.st'.! 

J 
Retention Tiae: 4 .24 r:rln 
A.re-a: .'io9•10 counts 
tte1.ght: 2 .22et004 c;p:11 
Stut 1'.1.a1t: 4, 16 min 

i,, End Tiai!: 4 .32 min 

Ule 4 1 

1.5e4 l , ... , 
, .... 1 

~ 12" l 
,; 

1164 j 
I I 

1.0e4 1 

eooJOj 
t!OOOO I 

7000.0 ~ 
0000.0 j 
soooo l 
.ool0 1 

""'°" l 
20000 1 

10000 l 
o.o L ... 

11 ~:,me •:: 1:~:':~"" !0.'11H" Somplsl().- ~ .. . . M .. 1-i8-W1 ..... lgjiici}~t:iri [rifQ I Mnt{HJ. ~7.400/447.200 0e· 

S~l• Index: 41 
5.uiple Type: \Jnlm.own 
coocent.ratioo: 1.00 n9/IIII. 40.5 
Calculated Cone: KIA 
11.eq. n.te: 5/30/201~ 
A\.-q . Tbe: 5:35:10 PH 

.... .... 
)o!edt.!l•d: : No 
P&oc;. AJ.9ocicra: Analy s t chnii;: 
Bwichin9 f'•~t:or: 2 
Noise Th'"•:stio l d: 1151.86 cp.3 

S.495 

3.2"~ 

A.re• Thruhc, ld: 599. 29 ~P• 
,Num. ~th~: l 
Seip. W'idt.h: 0 .00 
Sep. H•ight : 0 .01 
txp. Jlaat btlo: S.00 
!xp. Ad). R.-tlo: 1.00 
~p . V.il. ~tio: J.00. 
at Wind,:,.,: 10.0 sec 
&xpected RT: t.26 ain 
Use Rel a tive R'I:: ~o 

lnt. type: 'Blli'U! 'J'() ba111• 
I Ji.et:.nti Ml Tlse : t. 2~ m.n 

I ~;~t: 10!~~!!+oof~;: 
i :;~r~L!!~: !:!i ain 

>.o.• .... 
2e .. 

2.495 ; 

g 22•5 I 

t 20e5 .. 

i 1..ee5 l 
1 6e~ ~ 

, ... 
1:>e5< 

1.095 i 

90.4 ~ , 
80.4 ! 
40e4 -i 

._ ... 
00 ,., •• ... 

1
!Proprietary Info f~:-~.,~-=:;:,,,.~:..,.7

-,...,..,_. 

I Suapt; •'i;i;"-: ;ua.cu :: c 

~ ::;~t:~:m : Un~~ ng/SIL 

II calcuhtK Cow;: NIA 
If Acq. Dilte: S/J0/2019 
~ Acq. Time : 5:35;10 PM 

~ Modlfi ed: No 

i
~ P,oc;;;. Al9.-..ut1-: Analy s t Cla • ai<= 

au.."ld\ing f.actcr: 2 
Noi se Th(4shold : 74.3S cps 
Ar•• 'fhre:ihol.d: 311 . 71 cpe 

2.3e5 • 
2~~ 
2.1a5 -I ,_,,,., 
1.a.5 i. 

1e.s , 
,Num. saoo,h~: l 

, Sep . Width: 0.00 
.Sep. Heioh.t: 0.01 

r =~=: !:r~ ::~~:: ! : i~ 
' l!xp. vat. Ratt e : 3.00 
! A1' Wt n6oW: 10.0 ~•c; 

~x:p.ct.d P.1: -1. 2~ ain 
~ u,e Rcl • cive RT: No 

k Jnt. fyPe: !•~e To Ba:!I• 
, Retention TilN: •L2) a.in 

i ~:~,=: 6:~~=~+oo~cu:: 
~ sr::art Time: .;,a 
~ !nlJ'ti.M : 4.SS 

1 7-5~ , ... 
1 SoS~ 

1.<llt5 .; 

; 1.3o5 --I 

,; 1:z.sJ 
i 1.1•5 1 

1o.s.i ..... 
80&4 ~ 

, .... 
9.084 ~ 

50.4 i 
4""4 1 
30"4 , 

2.o.•~ 
1.0. 4 ; 

0.0 
34 3.8 , .• 

... 

4.0 4'.2 " ·" , .• •• 38 . fl si;rl'X' ZlDiR:f'-01S.Po&t nr Samj'.M 10:- · file "M39MMIF1 .wr Pr n nn ~tArv ln fn M8"(est ''286 100f176 1000.· 

..• 4.2 ,--;--- •.; -,. -To '52 ' 
um - ---; h ~mii!:iiiiii:::!!l[!,]~ !3:!J,! = ==-=,...,,.,--PLl""''llL.""'-""'-· --1 Nr.lfll!•-0 1 • ?.-=t11!5-F'ost 1iF'""" ~ o.- F•• : waia9~. 1i.Uf1.wUf 

Drnnriofon, ln f n MIM(M) M29410011a2.·I000a· 

I ,.. " -
Su:_ple lnde.~: 41 
Su.ple Type : Un.k.a.cwn 
ccneen"Cr.at:i.Cfl.: N/A 
C•lcuht•d Cone: 228. ng/mL 
Acq • .Date: S/J0/2019 
Acq. Ti.me: S:JS: 10 PH 

p.{()cl1.fi11d: Ho 
Pro.c. A.lgodth.111.: Analy • t Ch .uic; 
Bun~ FactQr : 2 
Nohe flu :eshcld: :38. 17 cp:, 
A,•• '!'hnshold: 190.83 ep:!1 
,Hta. Sl'lOOth:t: l 
5vp. Width: 0 . 00 
Sep. Hd9ht: 0.01 

~ ~: ~;~ ::~t~! !:~ 
Exp. Val. Rat1.o: 3-00 
RT Window: 10. 0 
~pe-cted Rl': 1.45 
U:t• R;olc.tiv• l\T: lfo 

!nt . Type; Base To Bue 
Ret ent:ioo TilN; l .iS 
Ace;a: 281190 ~o~u 
Kdt;iht: S.S9'9+00-4 qui 

Start Tt.me: 1.33 Cl.in 
EndTUle.: 1.72 CL.in 

i I 
30e4 i 

f i 
i 2Sc41 

"""1 
I ·~1 

1.0e4 

l 
50<>JO I 

I 

0.0 
l 

o.e 0.8 

moo 
Sa.m;,,le Index: 41 

I 40 

I 
.Sam;,,l• Type:: Ont.n.ollil. 

I 
Conccntcat.ion: 1 . 00 r:ig/llL 
Calculat-1 Co ne: N/1'. 
~q . Datti: 5/30/2019 
~q. ti.tltil: S:3$:10 PM 

~ Modt.fhd: Ho 

I 
Pcoc:::. A.lgoritlln: Analyst r:la:tsi.c 
ew.chin,; F<1ct"o.r: 3 
Noi:t• fh~e~hold: 121.it cpa 

~ A.Lea Thn111hold.: 618.95 cp:!1 

I 
, Mun. S:IIOQth~: 1 
.Sep . Wid t h: O.CtO 
Sep. Hei9ht: (L Cl 1 

' ~:: ::;~ ::~t:: !:~ 
£.xp. Vi.IL R.ati o : 3 ,00 

,, ;;p~;T: 11::2 ~ 
Uae blat.ive lT: NU 

Int . Type: &1:1 • 'l'o Base 
R•c.nuon TllD•: 1.43 
A::ea: lJ)SJ91 counts 
Height:: 2. "II ki +OOS q,:s 
St,1&t Ti.Ille: 1.30 a.in 
lndl Tt-: 1. 7e a.in 

,-8-u -20- 22 2A I 
Torrin 

G- 131 

U J 

2-""5 

2.4<S 

2.2~ 

20e5 • 

1.ees 
i 
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1.8•5i 

f 1.4aS • 

.!i 1 2e5 ) 

1 o.~1 
I 
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40e4' ~ 
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Project: M397-18 Batch Name: M397-18-HF1.dab 
Results Path: D: \Analyst Data\Projects\M397-18\Results\M397-1B-MF1-Final.rdb 

I ~=,,.,,.:~~ -:1 p2-0~re1H.-S.mJMII)·- fie:"M39~MF1,,,.,,... 
: _ D_,.~ fo ~~ Maa( .. )• "829.3001447.200 o.• 
' 0 --
: ~a!lph Ind.a.-.: 42 
, S~le Type: unknown 
't:W1C;wntt,Uitm: N/A 

Calc.i)al:ad CMlc: 0.411 

I
' Aeq", D.1.t•: ~/30/2019 
, Aoq, T.1me: S: •4:3.L ffl 

ng/~ I 
3'0 

320 

Modjhed:' No 

Ii :=h1~q::!:~; 1-.ndyst CU:1:1ic 300 
1 l Noh• Thru"°ld' 14.21 ep• 280 

i\n;it Thruhold: 11. a• cps 
,Null. $,ooql,.h:,: l 260 
Sap , W.i.dth: 0.00 

f Sep. Hei9tit: 0.01 2'0 
,J Exp . Pule Rat~o: 5.00 
I lxp, Adj. Ratl.o: 4.00 220 I' IJ<il- Vel. Ratte,: J.00 
~ RT ·,u,ndow: 10.0 •oe ~ 200 

S:xpl'l'Ct.•d RT : 4 .27 ..,n 
UH Rd•t..iv~ RT: No :; 18D 

lnt. Type: sa.so. 'to a.s• ! 18D 
• Retention Tiu: • .2e min 

JlNa: 1176 C.OWlt:S ,.., 
~ ::!~~\tu: '.L21e.,002 ep, 

4. 18 min 
120 I grut TiM: 4 .34 ••n 
100 ; 301 4.00 

80 · 

80 \ 

' ... 
20· 

' 0 ,. 36 :U •o 

•2• 

'-95 

. "" 

4.2 4-• 4.8 ,UI 5.0 -72 
----- - ~~~~-- ',iJa...mr,_ r ~ le~ M-Gp?-Di2-:P,.1H"- S11"1M IO·•· F•: ·M397-18-MF1 woill" 

170 

160 

1 l l~,4;0.nriof~rv ~ ~M(nl. 721 :n'.lf298.1oooa· 
iJ !;u.p-l! ind;x: c = t 2 
l Sa:t.plit 1'yp,e: U'nlmaim. 

I

I Ccneener:ation: N/P. 
ca1eu1actM1 con.::: o.oo ng/oI. 
Ac:q. t-.t.e: S/30/2019 
Aeq, Tiln9: 5:H:31 PM 

, t'..od1fied: No ,so 

, ... 
I 

140 

4.28 

'"' 
'"' 

I 
I ,., 

110 

1()0 4,71 

it "50. 

f 
00 

" 8D .. , .. 4.17 
7'(l I 
80 3.&e 410 

50 
1 "55 

40 

00 

"" 211 
,o 

~ 
s •: Name. "012-M ; 2-022,Pre Ur Sa,rJile 10: ... ,;;:--"Mlll,-HM •1IF1 WII'" 

!Prt:i_12.fiPll'HV lnf_Q l- .. >,...,,.....,.,_2000 •· 

s.impl ~ index: 42 
s.aople Type: Unknown 
Cahc•nt.t•t:ion: 1 .0 0 nr.,/CII. 
Cal.cW.a.t.ec:I Cone : NIA 
Acq. D.111;:c: sno1201• 
Acq. 1"i•: S:.U!Jl PK 

Modified: :No 3.4<6 
Proc. A.19orj tha: Ntaly .S"C Classic 
8unctl1ng ractoi:: 2 
M.ohe Ttu:uhold: l19,8~ cp5 

l 
A.u '1h.titshold: S99. 29 cps 
,!.l~. Snooffis: 1 
Sep. Width : D.00 
.Sep. U..i.9ht: 0 . 01 
:&xp. P'Gillk R.ti<i: S . 00 
!xp. Adj. lta"tio: • .00 
Rxp. Va1 . Ratio: 3.00 
RT Window: 10.0 .:r;e<: 

l~ct•d RT: 4.. 2 6 min u.,. rtcl•tive RT: WO 

Int. f'ype: 8111:ic Tu B.ase 
Ret.ant.ij,,ln Timr.i: • . 26 tjlJ.1'1 

·~1 '·""' , ... 
2.006 

, .... 
§ 2:,,,0 

j ,. ... 
1 .... 

Are-a: t0of08S • eounts 1 .... 
He-.t9h1::: J. ge.+oos cp., 

II St.at:t: TJ1r.e: 4.18 JU.fl i !nd Ti_, , .o min 

, .... 
1.295 

u, •• 
8.0H 

"·"" 
··"" 
20e4 

0.0 -T""" ----...-
3 • ,. 3.8 •.0 

4.28 

., ..• ... 
I ~affl&hsmo·:0~2 UGD2·M">.Dro 1H"' sa;;;i. 10=-..-r 11e·~~MJ97-1e-MF1 -,r~"

11
n. __ _ 

lornnri o t~n, ln f ,-.,_J MillM(esf727'DOf302200 ••· 
Comment ... Anno~n · -

S.aapl@ Ind"tx: 4.2 
S-&11pl• Type: Unknown 
Cot'lo:ent:i:• tl.on: 1.00 ng/-.C. 
C..t.eulat:~d cone: tf/A ,., .. ..,. 
Ac:q. i:,...te: 5/30/2019 
,V-...q. '!'JW?a: S:44:31 .PK 20o5 

Modified: Ko 
L&.S 

Pzoc. Alvocith:J : Malyst Cl • uic 
Bunchinci l'a.ctoc: 2 
noi sit Thresho l d: 74, lS cps 

1 .... 

1.795 
N°f!6 Thre 9bo ld~ 371."l7 cp~ 
, Ku:a. Sfflo-otM: 1 
Sap. Width: 0 ,00 
S•IP· Hd9ht: 0 . 01 
&.xp. r-o~t R.acio: S.00 
K);p. 11.dj. Rat:io: 4 .00 
1t:11p. Val. btio: J .00 
RT Window: 10 .o •ee 
&.pected Jn": 1.24 min 
O"ae ilal • tl.Vti P:T: N'o 

Int.. T~: 8,He To DIIH 
Retention Tim.e: 4 . 24 
,\Tall : ~819 47 <:OWltll 

1.6o5 

1.s.5 

1.4.S 

, ... 
It ,., .. 
cf 1.195 

j "'"" ·-I =~!~\u.c: 2.1~~~~s ~~ ·-! nd Tillie: &.52 mn 70M ..... 
··-·-3.0e4 ·-I.OM 

... 02 

,. 30 •• •O 
,, ... ... ..• 5.0 ~2 4 2 4'4 • 8 4.8 ~LO il 00 •.. 3.6 -~ 4.0 

r-1 S-• N..,. -012.u:&,i-022 .... Hf' ..... ,. IC>"' • Fllo: "M307C1NIF~a._ 
Ornnr i n f'") n l 1 Mi$$(CS), "288. 100t176, 100 OOi 

COi iitt _i C AIClwatl tA "' 
S.urple Ind.ex: ., 
SMple Type: un~n 
concentc.ation: N/A 

600 j calculated cone: 3.U ng/.r, .... Cat.•: !>/30/2019 -· Tun: S:44:.Jl llN 550 

Koo.Lf1.d: No 
Proc. Alqotithlfl: An&lyat Ciani<: 500 
8unchi.nv f•ct.or: 2 
Moo.se Th.rut.old: "39.17 cps 
Area Thre.&hc=.ld: 190.81 co• .,. I --· ~~t.Ju: l 
$99. W.Ldth: 0.00 . ..,. "H,ght : 0.01 

400 ..... PUik Ratio: 5 . 00 
r;,cp.Ad]. 11.at.1.o: 4.00 
EXJ>. Vd. Mat.lo: 3.00 

3,0 Rt Wi ndow-: 10.0 §. r:,cpect.d :RT: l.-4S 
US1!1 RelatJve RT: No i' 300 
Int. Ty-pre; Base 'l'o Base ! htfflt:i<in TUM; 1.44 min ~--= 1973 c;Ol,l.Ot!I 

,,. 
H1u.9ht: 4 .O!>i9+002 ep• 

t Sta.rt Tiu: 1.l6 min 
, Knd TUM: 1.S2 200 

===:;-,...-=i=c=c,==-....dn"' ... ..,,~ , -=-ff¥1leNaM "012-M-Gp2-022.f\-e 11-r Stn"Pe 10;- Fie "'M397-1&-MF1 wtl " I jg_~~':'[ i ,-,,f.-. r u ln. f ,-,, j Wns{n):""294.l00f 182.100Cla'' 

I !liilJllPl• lfKk:,:: d •-72 . 
Sa:nple Type: 1J11lmoWT\ 
conC@nt.r.at1on: 1,00 1sq/mL 

! Caleulat.ci Cone: N/A 

I >.eq .. D•t.e: 5/l0/20-lg 
Aeq. TS.-: 5~4-4:31 P:N 

Kod1.fied: ~o 
Proc. Al90%.i.tl•: Analyst cl, •.ui.e 
Bunchin,g- f'•ctor: 3 
Noise Threshold: l2J.7~ qi.-; 

Ara& 1'hreahold: 6 18 .95 c~ 
,Nua. St100th ,: 1 
~C.P- Width: 0 .(t,Q 
.$•'P · Ha.tgttt: 0,Q.l 
8xp. hak R&t..,o: 5.00 
r:~p. hdj. ~t.ioi ,. .oo 

~ =~~~~: R.atio : 1~:~o :iec 
1 r:xpected 11.7: l. •2 ain 

U!i:~ .Re 1.1.ti ve RT: t,lc, 

Tnt . Type: ~se To Ba~• 
R•tenti.ott T .i,.m1!,: I . 43 min 
Aze•: 1364655 counu 
Hei 9ht: 2.8 •UOOS cps 
Stare 1'1.1M: 1.2!} l!l.in 
r:nd 'l'i .. : l .U min 
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Project: M397-18 Batch Name: M397-18-MF1 .dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18 - MF1-Final.rdb 

, Sa ~ ,-022.ftoel 11-r Sampa,10:- Fill "'M397-19-MF1.wi,r 

j~ Pr0r;ri _Pt~Hv Lnfn ~ea~"629.300(<M 7.2000.· 

i :::i: =~= Un:~Otffl 

I 
can.cent.ration: N/>.. 
Ca.lculated Cone: : H.2 nq/mL 
Ac,;i,. D-ilte-: S/30/2019 

I! 
A,,!q. Tfl!I@: S:Sl:Sl PM 

NQIC!ihed: l'to II Pl"ltlc . . A.lqorfthff'I.: Analyst:. Cl,r:i!lsic 
Bunc:h.1.ng Pac:r:oi:: l 
Noi;,• Th.te:ihold: l • .21 cp.s 

I ArH Thruhoht: 7 1. 04 cp3 
I ,:ru:n. Smooth.a: l 

j ~::: :!:::~: g:~~ 
:! 'txp. P,:..,~ Rat1,o: S.00 

I 
&l(p. Adj. R.a:d.o: 4.00 
&xp. _val. R..t1.o: 3.00 

1

1'.T WindO:.f: 10.0 aec 
E:,.pe,;ted RT: 4 . 17 m .. m 

' Use R~lative XI: t-o 

' 90001 
6500 

7000 

7000 

Tnt. Type: B•A• To S.s• 
Jtetentic;in Tir.e: 4.26 
A.rea: 26638 l;OWlt:J 

tleigb.t: 9.S l f'l• DOJ cp11 
I s uirt Time: 4 .18 mrn 
·· End Tiu: 4.:34 .au.n 

1000 

000 

O '- ~ 
3 • 31 3.! • O 

SafrdeNBJN·"012-~p2-022-PosttH'" Sampi,al0'- Fiw"N.3117•15,,,Mffw,tf, 

)J:rfJ'Jt,tffQn.1 ln fn r -n;:•$JJ<C01Jt<M7.:zooo•• 
s~i. Index: 
S~e Typ•: 
Cot\OMlt:t.iition : 
calculatt!d Cane: 
Aeq. Dat•: 
A(;'.q. Tu11:: 

• J 
IJnknO'lffl 

1. 00 119/-.t. .,. 
5/30/201'} 
S:SJ:Sl PH 

Hodif1": Ho 
.Proc. AlQor•tlw: A1u1ly.,.t Cla:»HC 
?.i.mch .uiq ract.or: 2 
Nob e Threshold: 119.IHi C:Plll 

M•a ThrHhold: S9t.29' cps 
.Ht.11. !!'lllOOth.s: 1 
S•p. Wldt.h: 0.00 

! :::: :!r~~ti.a: ~:~! 
&.xp. Mj. Ratio; 4.00 
~p. V•l. htlo: 3. 00 

J ~p:!~:~: 1::~6 
Us• Reil ative RT: Ito 

I.nt. 1'fPC: Ra~e '?'o Base 
~ ~et~tioo TiM: • .2:6 _.tn 

Area.: l023Sl • 00W1b; 
Height: 3. 95at00 5 cp:t 
Start Time: • .1'7 min 
eM T1H: 4 . 42 191.n 

l 
f 
I 

3 .Be'!i: 

3&a5 ·, ... , ' 

·~1 , ... .... 
2,6-51 

,. ... 
2.2a5 

2.0.S 

, ... , 
, ... 
, ... 
,.,.. 
, ... , 
80. • ·• 
80Hl 

1 
40.' i 

2.0e •j 
o.ol ~-~ -- , -, --

._,. 

42 ,t4 ,t,8 Y s,o s.:z 3.( 39 38 40 ... 2 .. _ .. ... 
1! I §srnels ~•me '.D12·¥:f'j .r}22.f>owl 11-t· &.mpl• 10; -

I 
j• r,....,-,.n,...f'"'r" _ \Hi&(u). ~nl.30QQSMl.100 oa~ 

Fil• ; '"t.t39-~,-.,-.... -F~,-~-,,--rlll'lt...lDll.. ----------, h r;:.s .. arn .. o1e .... w:..a:no .. ::-:ru-..u, -.. v,;;-rn,ii,2;,:on1m;1-Post 1H" s.,np19, 10;- F"-: "M19:;;;7a-.,:-a...,.=.,.,_--=---'1"1'111Lll'IIDIO. '- -
!Proprietary Info , ... Ml"~.,,140M022000,· 

' COMR'IOl"lt. - ~n. -
SM(Jle, lr1dt!,~; U 
S.u~l• TYf!e: tll'lknown 

! ~~~-r:~:i~c: ~~\ n9/~ 
Acq, Date : S/30/2019 1.Se• 
;,,oq, Till',.e: S:53:53 Pio\' 

: l"'.odithd: N'e 

I
I Proe. Alt;iodthlt: Mdy:,t Chuic 

1 
Bl.lftchtng Pa~cor: 2 
No1H Th:ruho l d: 2O.S i cp.s 

t ~~-'[~in:~~~ 102-r> cp:, 

II ;::: :!t:~: tg~ 
; Exp. Peak R.itio: 5.00 
I exp. Adj . ilat1.o : 4 . 00 

11 :;pw1::~~: R.atto: 1~:~o 
:: tiq>e<.te-d U: 4- 2 .'.i 
:1 Us• Ralat:tv• RT: No 

It Int. l'y;>e: 

1

11 ~!:~rn,n Tu,e ' 
B~• To h:t• 

4 ,24 min 

' I 

He.u;ht: 
~tut Time: 
£hd ff.me: 

41068 count..l!I 
l.S9tri • OO4 eps 

4.12 min 
4.35 mi11 

! Mod1.f.t..ed: Ho 
P.rOG . A.lgO,;,,thlu,: Art.aly~t Cl.fl.~!iiC:: 
Bunching Pactot: 2 

1 NelH Thr;Uhold: 38.17 ~ 

~ .. threaho l d: 190.83 cpa 
, lfu.:,. smooths: 1 
Sep. Width: 0.00 
S•p. Height: 0.01 
£:q>. Peak R11t1.o: 5.00 
Exp, Adj. btJ..01 4,00 
Exp, Val, ~auo: l . 00 
RT lll1ndow: 10.0 aec 
txpect,i:d RT: 1. 4; !ain 
Un Rclotiv1t 11.'T: Ho 

Int. Type: B,a:n To 8&:t• 
Reteution TilDli: 1.46 a.in 
A.tea; 2'79095 c ount:s 
He.1gbt:: 5.68e+C04 cp11, 

J SC,Ht: Ti .. : l .28 lll.n 
, 6-nd Ti.inc: L7Z nl.n 
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0.0 iii 10- - 12 .. 

Sample tndu: 4l 
Sillllpl• 'type: Un~ 
concentrat i on: LOO m;J/111. 
calculated c.cnc: N/1' 
Aeq. Dau: S/30/2019 
~1::1- Tia: S:5l : S'3 Ft!. 

Modf ff.ad: Ne> 
Proc. Alvorithia: An&l~t c...Lu:ti(;'. 
BW\ch.in9 r-.1.ctor: 2 
N~i!le nu:e.shold : ,4.3S cp• 
Ar._.. 'lhrflahOld; 311. 77 Cp> 
,Nu!II. !::!!l.OOths: 1 
Sep, Width: 0 . 00 
Sep. Height: 0.01 
El()). P•at Rado: 5.00 
£11.p. Adj. R.iltlO: 4.00 
g.,,-p. val. R•tia: 3.00 
ltT' Wi.nda¥: 10.0 
it~ad RT: 4.24 
U:t• R• l •tive Kt: ,to 

Int . Type: Bas• To en e 
Ret.entton Tiae: 4 .24 n.in 
A.ted: S98346 counts 
ttc-iqht: 2 . .16~00S cps 
Sta.rt T1tr.a: • .11 IUn 
tnd. TUN: 4.4J 

If 
IF 
I 
" 

~=1· , .... ..... 
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1.7•5 .... 
1.1595 
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1.2e5 j 
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jrz&iuhi[C•~iJfa !&ti. j MfiiSCei). "29,t.100/181100 Oe"' 

I !;Eipla Inda ~ : 
Sample TVPe: 

u 
Untn01m 

ConCGn1.ro1.ticn: 
calculaced cone : 

l.00 n9/niL ~e~j 
A.cq. Date: 
At::q. Tb1e: 

•IA 
sno12:01g 
~:!i3:53 PK 

Hodifi~: No 
Pror.:. Algorithn: An.alyst C:lasatc 
BUDCh.ing P•"-'tor: J 
Nobe Thruhold: l2l. 19 c;p:i 
At'N Threshold : 6 18. 95 cp.s 
, NWI. Saooth~: 1 
Sap. Wtdth: 0.00 
Sep . Keiqhc: 0.01 
£.p. P-e,..:t. Rado: S.00 
C~- Mi . fllatio: 4 ,OD 
liq>. Val. Rfit&o: 3 .OD 
Rf' Window: 10.0 /JCC' 
K:r;p9c;t.d RT: l.42 1:111'1 
Uft@ Reh.tive flt: ~o 

Inc.. Type: Base To e.a" 
Jl,e-t.-e.n.ci.on. Ti_..: 1. 42 111ln 
Araa: 1J"l1J9'!t count:s 

::!~~\i_: z. nr~~'!t !: 
Knd Time: 1.8.S. m.n 

G-133 

~e~ .. ~ 

22eO 
I 

2~ • 

•=1 
• , ... 
It 

i 1 •o5 

l~...S 

, ... 
! Oe4 

6 Oe~ . ... . ..., 
#0 ~--

' c>Ei o.a 
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Project: M397-18 Batch Name: M397- 18-MF1.dab 
Results Path : D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdl> 

~ 
~rr\~ri::~ •~

1
, 

~1el0.• Fae:6&.139718-Mn':• 
Mu54H); -&29 J001447 200 0. " 

aaple Inde • : H 
aaple Type: DnP'IClffl 
Ol"lc•ntration: H/A 

I cula.ted Coac. : 0 . 46.t n,g/mL 
AcQ, O..t.e-: St:30/2019 

·• Acq. Ti me: G:Ol:14 P>4 

ll Mod.ifi<:d: NCI 
e:c<1c • .-.1go~Hhm: t.n~lyst ct .u!ltc 

... 1 
I 

4201 
•00 

380 

8ur.ch i r.i9 Factor: 1 
L Not.ae Thn!:.hold: J.4.21 cp:;i 
' 11.r-ea 'n'U',:H1hold : 1 1.04 cp~ 

380 

340 

,Nl;D,. Sr'.IOOths: l 

·I Sep. Vidth: o .oo 
5"fl. 1-leig h t: 0.01 
Bxp. fH,.k. Ratio: S.,00 

j S:q, . Adj. Ratio: 4 . .00 

l :.pwt:1-o.:r: Ratio: 1t~O 3/JC 

lj ~~:~:~li!~ RT: :/ '' Dllfl 
lj ~:~~i~:T.-.:: l\u:.i: n&!!tt 

I
! AJ:e.i : 12 l2: C.O'll:'lts 

: Hdqhl: 4. lleffl02 ,:-;p~ 
: St•rt Tl_,.: 4.19 cun 
,· Knd ,.1mo: 4.32 nun 

I 

3'0 

30() 

,eo ,.., 
i I 

2.a ' 

I 220i 
200 j 
180• 

180< 

1o11l: 

120 

11lll' 

' 350 

4.26 

•,81 I .,. 

•.50 
4.13 

80 i 
"", 3.80 •.OT, 

•Cl 

201 
o~-

3.• 3 .6 

11 
S•mdo Nomo ~-1' -~ ~ -0~P~m,.:io~Flie-~~1 .,p 

!Prn,!:l,rwf"O;I __ J... ~ .. ~ -rn.300/2901000. 

I Su.pl; Ind;x: · ·· 44 
S.u:.pl.e Type: Unknown, 
Cc ncentrat1.on: NIA 
C•l,;;'-1lf1Ci:d Cone: 0.00 m;,/aL 
A,c;q. O.t • : 5/10/2019 120 
Acq. TiM: 6:03:14 PM 

.-.od1.H et1: 

Kodifi•d: l'<I 
P.LUC. Algorithm: Andy:,t cJ .. .,~ic: 
l!ltmching FActor: 2 
Nohe Thc-..,sl\old: 38.l"/ cp:, 
:i.r~• Thr•~hold: 190.83 cp:t 
, rt\JIQ.. S11100ths: 1 
Sep. Vidth: 0.00 
S•p. Htnqhr : O.Ol 
EKJ>. Peak Ratio: >, 00 
£:i,;.p. M~. "4.\.l.O: •-00 
Exp. Val. Rat1.o: 3.00 
RI' liJ1ndo1o11: 10.0 .:1ec 
Expe1,;totd RT: l. 45 ain 
Us • l\al.aLi.~ A'I': N(l 

Tnt. f'yp•: 
Retention Tile: 
Are~: 
Height: 
St•rt: T1"1•• 
End T i:..: 

Da.sa To &:sc 
1.(7 

2 818 CQU.nt.!1 

S. 41e+D02 cp~ 
l.JS 
l.58 

110 

100 

"" 
80 

! 70 ' 
~ I 

j 
:1 .. 
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20 
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000 

,,o I 
; ,oo I 
i 35() 

i 
JOO 

"-\0 · 

:'.'00 
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100 

50 

, .. 
3 .. 

,no 

3.26 

I I 

<.67 

•.26 

j .... , ... 

,UT 
4.12 

I 

• 6 •• 

0 6 0..8 1 Q 12 ..,. ,~.,- ,:S 1.8 2.0 2.2 24 
llmo..r•~-- ----

11;;.;:::s: ;;;--;,,---~ f ;;;;:r-S.----W.- F,~ ii:io1-18-MF1 -
~ l~§P.fl&a,'2'.J~1? ;,. ... ..,. -..-, .... .:.,.2000,· 
II Sample. Jru!&.Jl: '44 

$-.mploi: Type: Unknown 
coocentr•t i on: 1.00 ng/.t 
Calculat.oM'I Cone : H/A 
Acq. Date: S/J0/2019 
Acq. Ti.ae: 6:03: 14 Pk 

Modthed: .No 
Proc. Al.90.t:idl.,: Ana,ly.st- Cl.ante 
8.anctung Fae r;or : 2 
tfot.~~ 'n'lr • shatd: lU.86 cp:, 
Are.a Th("fl.•hnld : 599 . 29 cp~ 
,Null. S!llooth.:a: l 
Soep. lf1dth.: 0. 00 
Se-p. Keight: 0.01 
lhtp . Peak Ratio: ~.00 
P.xp. A~J . R.iilt.1.0: 4..00 
!hp, V•l- A...LiO: ).00 
RT Window: 10.0 
Expected RT: 4 . 26 ain 
tJJ!I~ Rel,ativ• RT: l'.O 

I !:~~n!r::niu: Bu:.:: ~:n 
Ar••= 994126 count-9 
H-.iqht; 3. 89e-t005 cps 
stut 'ril'IC't: 4.18 ain 
End u .. : 4 . 42 

..... ..... 
34eS, 

3.2-5-t 

30c.5-

2"'5 • 

, .... 
2.•-S• 

i 2""5• 

f ,o.s~ 

~ ..... .. , ... 
l.4e5 

' .... 
10,0 

B.OM 

...... ..... 
'"°"I 00 ... 

tHe(n): '777.400t302.200 oa~ 
a-,;,;;.;;;~ .:.:;.;,.;..;.,;,;,;.,-..J 

~u,pl• l n d•x.: 
Su:pl• Type: 
concent:.r:~tion: 
C,alcul ;r.t4d Coru; : 
Aeq. Dat.e: 
Acq. T1r..:- : 

.. 
uotnoom 

l .00 ng/mL 
"1A 

S/J0/201~ 
6:03:H PH 

toradlttad: ?i(l 
Proc . ,\J,qo.r.i.thlG: 1i..11a1y.n: cl.-ssi c 
Bu.ndl.ing F•,;;tor: 2 
tl(lise 't'h.ruhold: 74.lS cps 
Al:98 -rh:r:•llhO l d~ 371. 11 cps 
, Kum. SOOOth.2 ! ! 
SE:p. w-.1..dth: a .ao 
.S@p. fle.tqht: tJ.Dl 
!xp. Peat Ratio: S . 00 
Exp. Mj. Ratio: 4.00 
i:Xp. V-ial- Ratio: 3 . 00 
RT 'N'lndot.t: 10.0 
E:xpect" RT: 4.24 
u,e R•l•tivc at: No 

tnt:. T~: kn To &a~~ 
R@t&ntlon TUN:! t.Zi 
A.rei,: 562S41 QCIUr\U 
Height:: 2 . 164!1 tOOS ~ 
St:ar-r: Ti-: 4.16 

, !nd Tl.DI: 4.38 

21.0 

20.S 

1 .... 

1 .... 

1.7.S 

1 ... 

15o5 

t .•e5 

,.,.5 
~ 

1 .... 

f 
1.1itfi 

1.oo,; 

!! •--
8.0M 

7.0.. .... 
5.0,, 

•.OH 
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2.0o< 

U>M ~ 

0.0- ,:, 

36 ... 

,. ,.. 

.,. 

40 •42 •.,·--.s •e 
-.Im!..~----

•.24 

4.0 4.2 4.4 , .. 
Se le N@mll. ~012· ~----------'~~.IM 2.0?.9-Pfenr s~,o-- 1-N·'"Mli7 •1~F1 .wrft"' 

I 
~~~n,.- j~fQint ln fn M-.6(•): ~294 100/1821000.~ 

Sampl• Index: 44 
Sample Type: U:i:k.now., 
conOtilt:.t•tion: 1.00 

U2 

c~li:ulat@d Cone: N/A 
l\cq. D•u: ~/.l0/201"9 
J.c:q . Ti-: 6:0J:14 l'M. 

,_,,. 

r: 

HocUfi • d: No 
Pror.:. _Alqor-ithm : J.n,U.y:st. Cl<1.e.u.~ 
Bw:tehi..n9 t',tc:t.or: 3 
tfo.L:se Thr•shold: 1,J.79 cp.s 

~ ~-~.:!~~: ,;1&.1s cp~ 

t ~:;: ~:t~~:~: ~:~~ 
E,q>. P("•k htt.o: .!..00 
~Xf'- Adj. Ratio : -4..00 

2.2e5 

,o.s 

,.,,s ) 
i 

1.15.S 
Exp. v.il. Ratio : J.ao 
U Wl..ndow: 10.0 
Expe<:ted "ltT: 1.42 

] Us~ Rl!lat1.v• Rr: No 

lnt. Type: Ba3e 1'o fl•~c 
fl•t9'flt1ot'I Ti .. : 1.42 

~ u~s 
t 
I 1.2e5 

Are.a: 127028S OOWlt a 
Kei11bt: 2. se~+OOS cps 
Start Ti111e : 1.28 ain 

1Jle5 

Ind 't'"IM: 1.80 .., .. 
8.0o• 

• Oo4 

2.0 .. 

00 
0.6 o., 10 u- u ,. 1. ,o 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\ M397- 18-HF1- Fi nal.rdb 

~ Na;. : "Ot24i-GP2-02&-PoalfH' Sampiel0: -..-- FIie "M397-18-4.lr 1.wlff" 

I jo,.nnrj_otort,LnJr P.M'">:·621>DW••7200oa· 
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Project: M397-18 Batch Name : M397-18 - MF1.dab 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
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Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 
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Acq. T'i.ae: 1:08:46 p),! 

l-'.od1.tied: f:fo 

II ::,,~J:!o;!!~:~~ Ana?At Chute 

No.1H Thrt;:.:11hoJ,.d: 14.21 c;~ 
'AzH Thc•.1hold: 71.04 c:-p:, 
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Project : M397-18 Batch Name: M397-18 - HF1 .dab 
Results Pa th : D:\Analyst Data\Projects\M397-l8\Results\M397-l8-MF1-Final . rdb 
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Cooc.'1:0t.r.;;t:!.ca: l. co ng/AL 
Calculat:~ Cone: M/A 
Aeq . n.au : 5/'.3D/201.q 
A.cq. Tima: 1:18:07 PM 

Hodifi•d: No 
~roe. Al.qodth.tl.: An• l v.st Cliiluic 
Bw1chint;, Factor: 2 
Nobe nare.sMld : 119 . 86 cp.s 
Ar•a 'l'h re~hold: 599.29 cp1' 
, Num . Saoo t h.'I: l 
S op. Width: 0. 00 
Sep. Hc:i(Jht: 0.01 

'

Exp. Peak Ratio: S.00 
Exp. Ad]. Ratio: -t.00 
! .q>. Val. . RaLio: 3. 00 
Rl' WL"td(M: 10 .0 SC?C: 
~X?lct.d M.'I" : 4 - 26 mln 
U:ie R•lativ--., RT : No 

Int. Type: B,ue To BilHI 
R~t•ntion Tine: 4;.26 min 
AN ~ : 1034086 counu 
Uug h L: 3 . Ble+005 cps 
:stJrt 1'i- : 4 • .16 ain 
end TlfYIO: -4.40 -.in 

, .. , 
3Ao$ 

1 "'-' 

:,.o,o 

,.... 
, .... 
2.•.S 

2,.e s J 

!!- 2.0.S • 

l 
1 ..... 1 i 1.&e5' 

1"'5 

1.2'5 

""'' 
8.0., 

...... 
, .... 
20Ri4 

0.0 --- ... ... . .. 

··"' 

..• '" •. , 
~ 

SU!pla rnca,:: 
S61upli=, Tyi,~: U11.kJ-1U'Vn 
C:orn;ent&-'hon: 1.00 09/DI. 
C•leuheed Cone: If/A 
A,;q. 0.t•: 5/30/2019 2.1.s 

•.N 

Acq . Ti.me: 1: 18:07 PH 2.0,0 

ModH'ie-d: No , ... 
Pree. A.19orlichlll: AnaLy.11: Clas.de 
&Jnchi.og f"a.ctor: 2 

,. ... 
Noi:,e Thi:e:,hold: 14 - J5 c;:p.:, 
>.:rea Thr..ahold: 371.i1 c.p:!1 
,HUIII. S.OOth.:,: l 

1.7.S 

1 .... 
:iep. Width: 0.00 
.Sep. Height: 0.01 , ... 
l'!xp. Paalt Ratio: 5.00 

~ :~:: ~: :::::: ; :~~ 
RT Window: 10 .0 .see 
~xpeeiced A.T: 4 . 24 ,ntn 
US.e (h: l ative RT: No 

Tnt. ry-p.: "'---• To e,n"" 
Retent:i.oo tute: 4.24 

, .... 5 ,,., 
~ 1 2e5 • 
.,;. UeS ~ 

I ni.s 1 
Ar•a: 613182 cowtt:t 
ttei9ht: 2.24e•00S cp.s 
Start Tiae: -t.16 • in 
&nd "f.llMI: 4.40 

.... 
·-j , .... 
80M 

1 

..... ..... 
, .... 
2.0M 

""''' o_oL T • , • r - , , 
3.4 3.6 3 8 4 .0 4 2 .. , 

I ~· ,';',"" ':!';-' l,J;G•M'Q ... 1H" """""" '°'"· -----cc.cc ...... ,. .. ,_-c.18-M-""F,..1 ..... --___Jlmo Pci:hr&ilcl~= I MW:Cll(es) -J!M 10CW1e? 1D0 o.~ 
S-af1Pl4!! tnd~,c: 52 

Sai:aple '!'ype : Unkno wn 1.43 
Concenti:•'--U'l(l: 1-00 n9/-11L 
C•l01.1l•tcd cone: NIA 

2
_.- I 

Acq. Date: 5/J0/2019 _., 
Acq. Ti.::.•: 7:Ut:07 ~ 

Moditied: No 
2.4e5 

Proc. Algoritha: J\n•ly11t Cl ,i,s :i ic 
&ll Leh.tn9 racloi:: 3 
t<oisc 'l'h.cc.shold: 123.19 cp:, 
A.re.a Ttu::c-~hold: 618. 9S cps 
, "1) "-· s.m~tNI: 1 

22"' 

2.De~ 
Sep. Wi<1th: o.oa 
~hip. Kught: 0.01 
gxp. P~a l: R.ti::io: 5-.0 0 1 .... 

bp. Adj. l\ati.o : f.00 
£: .p. v.1. R.ll io : J.oa 
11.T W1ndaw; 10.0 s•c 
S.xpeeted RT: l • 42 • :in 
TJ.t11!1 ~htj~ RT: Nn 

Int. rype: h.3e To a.uie 
Retent:ion 1'ime: l.4l ID.in 

, .... 
a-
f 1.<N 

I 12.0 
Ai: e&: 13743"19 counts 
11•.i.9ht : 2 . 1tc•005 c;p::. 
Sl.al"t Tiflll9: 1- 22 JO.J./1 

1.0e5 

eod TuM: Z.JO min I 
8.0e-4 • 

8 .... i 
..... 1 
,_ ... , 

0 0 
0.8 0,8 1.0 1,2 

Page 52 of 97 

G- 142 

..• ... 

I 

1.8 2.0 2.2 2.4 i 

Obtained via FOIA by White Coat Waste Project



Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1 - Final . rdb 

Sa?ll)l& Ind•,:: 53 
) Saill)le TVP9; Unlmc;nm 

! ~~~~;~:i.~c: ~~\ nq/mL 

l ~: ~;:~ ;~~~~~~1:._ 
ill .HocU, Ued: Ha 
: P~. Algori.thM: An.alyn Clustc 

Bunctt.ino factor: 1 
j Noi:,e l'hn:,hold: 14.21 cp.:, 
I AN!a Threab.old: 71, Of cpl!! 

J s:~·w::~~ha: 0~00 
.Sep. Hei,gbt: 0.01 

! !JC4). l'c,t Rat i o: S .00 
!l(J). Adj. Ratio: 4 .oo 

I 
Ezp. Val. Riltl.o: 3.00 

! ~=~::n.: 1~:~, =~ 
11 UH Relat>.ve RT: No 

11 Int. 'type: Ba:,c ro 8o.:Jc 
1 R•t•ntion 7be: • .26 Jllin 
1 A.u,a: l494Z O')unt:::!; 

JI H@iqht.:. 1.3Se+004 Cf:J:!i 

I· =~:r;i!!~= ! : !: 

t ,JH J 

! ,,.., 
11M 

u, •• 

9000.0 

8000.0 

fr 7000.0 

f ~ oomo 

::j 
3000.0 • 

200).0 , 

10000 1 

.... 

00 -~------~ - -- --
42 • • 46 .ce so 3 • 3.6 3.8 4.0 52 

.,. 

1 Se"" Nil me: "013-M,Gpl,,022-Plnt ftr S_,... 10' - Fllt •M397 18 Mf'1 witr' 
~ , , ~ j Mue(n). "637 AOOl447.200 0. .. 

I eo.,,,,..,- ---Sillllpl• 1Ddc11; • SJ 
Sample Type UnlrmJWn 
ca~nuation: 1.00 nq/mL 
Calcul.at6d Conc: N/A 
k;:q . Dat.e: S/l0/201!> 
At:.4. T1~: 7:27:30 PM 

•o.• 1 
u.s 

Kod..i.(h:d: No 
Uroc;.. ,A.lgot:itt-.ai.: M..toly!lc ctauic 

.... I , ... 
HUnch.1.09 F"actoc: 2 
Noise Tb.A~hold: 119.815 ,;p.:,, 3.2.s 
Area Th.Nshold: S99.29 cp:1 
,Num. SmOot.h.5: l 
Sf:P. lifidth: 0.00 
$~ . Heiqht: 0.0 1 
lxp. Puk Ratio: ~ . 00 
11.ip. Adj. rt.tio: 4.00 
Bxp . va.l. Ratio : 3.00 
RT Window: 10.0 
E:xpected RT: t.26 
U!le Relat.1.ve RT: No 

Int . TVl)«i: Base To Base 
'-•t•ntion Tiwl : 4. 26- -.in 

JO.~i 

=•1 , ... 
2 .. s 

f ,,.. 
f I 

20.s~ 

i 16e5· 

4.2 4.4 

Ac11ta: 101lti06 eount:s 
Hei¢it: 4 .18e +OOS <::P.S 
Start T1111e: 4.16 
II.net Ti-: 4.44 

'"'' i ::L ,.o.s 

"·""' 
"-""' 
•-Oo-4 

2.0M 

00 ~ 
3 .4 ,. . .. •.O ... ..• 

nn..~ -~- ·---: h r,:.:;.;.;;.:.;...;::,....,'-"'"-"'"'-r.;.-iirs,;;;i;,5:='".;;;:--=;;oo,~;.,;~.--'ime .. rrwn. ___ _ !P]Sjp;;Ef.li!f,on-•~:-~ ;,,""=:,..,'~--....7-18,.Ft .... 
' $mph todex: 
I S~h TYP4t: 
' C:.Qflc;entration: 

calculated cone: 
Aeq, O&t6: 
Acq. T.1..llle: 

Moclt(1ed: 
Pr-oe. ~(J.01"1t:l"'".A: 
!undu.oq Pecto.i-: 
No1.:se Th.re:shold: 

I ~~:.~~:~~~~t 
t :::: :~:~~: 

E,cp. P•.sl: Ratio : 
Exp. Ad.) . Rat:io: 
Exg. Vd . RolltiQ: 
RT W1ndov: 
lx-p-9,;ted JtT: 
Ullle Rel•tive RT: 

V, Int. Type: 
1r Retention Ti.ea: 

I ~!:~r.: I s1:u:t Thu~: 

11 
lnd Tim.•: 

S3 
Unlcno,,m 

NIA 
18.3 ntj/ml. 

5/l0/2019 
7:21:30 PK 

•o 
Jm.ly.:1r: Cla:osde 

2 
20.59 c:-ps 

\C}2;.i5 q;,• 
1 

0.00 
0.01 
S.00 
4.00 
J . 00 

10 . 0 
4-25 N., 
Wo 

Ba.se To Base 
4 . 2 5 ain 

48760 C<lW'lt.9 
l . lJ!:ie•00f c:p:os 

-1. 16 sin 
4 . 34 fllin 

··"' , .... 
1.7•4 

, .... 
, ... 4 

1444 1 

1-'841 
1.0.4 

1.1•4 

§ I 0o• 

~ 9000.0 J 

j 8000.o• 
I 

7000.0 ..! 

toCO.O ~ 
I 

0000.0i 
40000 j 
3000.0 

20000 

1000 .0 

0 .0 ,. 30 ,. 40 4.2 4.4 4,8 4,8 5 .0 5.2 

I ~ l'fllrne: "'013-= 2-022-Poat ur S.mllle ID· - ~ 'lot3V7-1t •MF1 ..n­
~~A•~~~ .IW(H> '763100f17&.1QQO.• 

T.mt..""'-------

S.v..ple l-nde>t: !il 
$.v.:t)le Typ,9; Unknown 
Concentration: N/A 
Cd cu lated cone: Hi7. 
Acq. Oat•: 5/l0/20U 

: Aoq, TtDe: 7:27:30 PH 

I 
Mo::idifitd: No 
Proc . Algoritlw : Maly.st Clt.1.:1sic 
Bunchln.q ?actor:- : 2 
t:oin 'fbre,hold: 38.17 q;i:i, 

Are.a. ntresho l d : 190.83 cp• 
,Kum. smootru!I: 1 

I' Sep. Width: 0.00 
'1 Sep . Height: 0.01 

Exp. Pe:o;. Rat.io: 5 . 00 

f I 
e,xp. Jrrw;\j. Rati.oi 4 .00 
Exp. VAL. Ru.10: 3 . 00 

I ~:~:~: lt~~ = 
Int Type· Base To 8.ue 

i !;~=~rit1n..Ti.JrlL': 20-no!•'u;coun~ 

f 
.5 

U11e Relativ,e fl.T: No 

I Ke'iqht: 4.34et004 cps 
' St&et Ti.me; 1. 32 
I End Ti.w: 1. 64 

•.2 .. 

.... 1 
, .... 
, .... 
, ... 
32e4 

,o .. 
2.8 .. 

, •.• 1 
2.4t:4 

2™; 
2.0-4 1 

' \ 8e4 ~ , ... , 
1 . ..C ~ 

12M] 
1 Oe• 

eoooa 
eooo.ol 

.. JO(), I 
20000 

0.0 

.... 

0.6 no 1.0 1.2 1-41:6- 1.8 20 2.2 2,4 
--limo 'Tlw.Q ________ __, 

5a.1pl• tndu: 53 
5.al"ll)l• Typ,.: O"nlt.1'10W'T'I. 
Conc4nt.radoo: 1.00 m~/aL 
Ca.lcuh.ted Cone: 14/A 
Ac.q. Date: 5/30/2019 
Acq. Tir.e : 7:27:30 PK 

Kod..ihed: trio 
er~. Alr,,o,;-it h:ii.: Maly:11t Cla:1:1ic: 
Buni;hing factor : 2 
Noia• Thu .ah.old: 7 1 .35 ,;p:, 
Ar•~ Tb.Le~ld: 'J.71.11 1;piJ 

, Hwa. smooths : 1 
Sep, Width: 0.00 
Sep. Uei9ht: O. Ol 
Exp. Peak Ratio: S.CO 
Exp. Adj. Rat:1.o: • . (10 
lx:p. V•l . ~•tio: 3.00 
M' 'W,uvJi;n,: 10.0 
E~cted RT: • .2:<I Ill.in 
U•e Rel•tive. ll'T: l\"c 

Int. Type: Ba:i• To iBoil!H 
Retention Tim.e: 4 . 24 JUn 
MH: 629322 <::OlD1t.S 
Ratgh'C: 2.39e.~005 cps 
.St•rt Tl.llJt': 4. 15 si.n 
~d T.i.ai::: 4.39 fll~t'l 

nno on, 
S._"1Plirc Index: Sl 
S.nple ·i·ypq: Untnovn 
Coa,_c.n tn,r:1(11l"l: 1 . 00 
calculated Cone:: If/A 
Acq. D.rt.te: 5/30/2019 
Aoq. Ti.De: 1:21:30 E'P'l 

Nodj f1&d.: No 
Pro<:. Alc,ocittt.11: N1aly:11t Cl11.:1sic 
l~hing PA~t:bt:: 3 
Noise 1'hre.shold: 1.23.79 cps 
,u-ea Th:teabolct: ne. 95 c-p:11 
1NWn• 5aooth.s: 1. 
S•p. WJdch: 0.00 
!Sep. ~ght.: 0.01 
&.xp. Peak aat.10: 5.00 
tl'.p. Mj. bt.i.ol 4 .00 
El'iP• Val. R.atto: 3.00 
RT lfind.Clloll: 10.0 .HC 
l.xpect.d Jrf: J.42 lllin 
U:»e Rel.Jtiw RT: Z.o 

Int . 'i"ype: Da se to fta3e 
R.etenth,n Tiu: 1.43 a.in 
~ea: !.'349016 counts 
K~i9ht: l. 'Hiit • OOS cp.s 
Star-t Tj-: 1. 31 11111'1. 
End Ti-: l. 90 lllln 

! .. 
I 
.s 
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10., 
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14•5 1 

'""1 
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$.Oe4 
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Project: M397- 18 Batch Name: M397-18-MF1.dab 
Results Path : 0 : \Analyst Data\Projects\M397 - 18\Results\M397-18- MF1-Final.rdb 

'j 1 ~ N.,,..._ -013 -M-Gp2 -029-Pre 1H" SaffliPlt!O.,,. ,=:~•-u397-1i-MF1.wff' 
jDrt"'\nl' i ,-,.t""' n , lnf ,-,,fasaCea)' •62i300l4"7 2QOO•" 

------ -- - TI .,; ~:;::i:::;.;;;.;..:W::W:~m ly:'111il'rs.s,;;;-;.. 10; -Fil~" M39gW1. wir 
"rnioiffl:!ffl"'----;mm r --' •-C"). -sgr_«)Q/44

7
.2000." 

. S-.>'i!'"i~~~x: Al ii IUS;! i I ' 
' SUll>l• Type: tTnknown 

concent.r;ati,.c;in : NIA. 
! cillcul.at~d Cone: o . 47l nq/at. 

i =: ~!:: ~~~t:;1~ 
] MOC1iti~: No , ::~h1~9:=~~=: A.n•!y:,t Cla:JHC 

Noh• Ttu:esh.old: 14 .2 1 cps 
Areil 111.r:u,hold: l l. o• cps 
, t«wn. Soooth.l: 1 
Sep. Width: 0.00 
5ep. Hu9ht: O.Ol 
lxp. e~.flk Ratio: S.00 

I IMP- l,dj. R.u10: 4.00 
I Eqi. Vd. 11.atto: J.00 

I ~=EE:~~ RT: 

1L~7 =~ 
Irtl:. Type: &as• To ~. 
Retcnt.J.on Tille: 4, 26 ain 
AA.J: 129S count.'!! 

11 Hei9ht : 5 . :I 6•-t-002 cps 

I 
Sta.ct Ti111e: 4. 2 1 cu.n 

l l!!"d Tl.m8: 4.J I erln 

! ... 
' $,i1111plc ln.de.x: 

$.-,.pl• Typ•: 
: Concentra1;ion: 

calcuh,ted Cone: 
' Aoq. D,a.te.: 
[ Aoq, Tl..me: 

54 
1J"n.1mown 

NIA 
0. ll8 ng/-.J.. 

S/l0/2019 
7:36:~2 Ptt 

, Modi rad: No 
[-'l"'Qt;. ,J.gortth:.: ;uialyat Cl auic 
BU1'1Ch 1nq P'.aetor: 2 
liloiH Tlue:,hoLd: Z0.59 cp!I 

1 N'CII i:flt~9"hold: 102. 95 Cpfl 
, NUil. Soooths: l 

' Sep. lh.dth: 0.00 
Sep, Hu.9ht: 0.01 

1 .&xp. ~a.k Ratio: 5.00 
I, Exp . Adj. fl;&tio: 4.00 

l' !tw~~-:R&tio: .~:~o 

I
'. !:xgeC:t.M RT: 4 ,25 al..D 

U.1• Rel.t.tive RT: No 

; .tnt. rype: &u• 'T'o 811 s• 

I
I. Retention Tll.e: 4 .2l aln 
. Area: 369 o:::ou.ttts 
I He1.9ht: 9. 87e+OO 1 ~ 
, ~ca..rtT.!.oe: '4.13 aln 
! .End time: 4 ,l2 lllin 

& 
lf 
I 
.e 

'"' 

:I 
:i 

l 
'°°l 

l 

""'' 

•so.. 4.10. 

352 

, .. ,.0 •• 

"'"1 
I 

140 . 

l 
1,0 I 

4 23 
1201 

i 
110 

100 

"" 
80 

:I .... 
! 

o.n 

'° 
3.49 

30 

20 
3.27 

10 

0- ' -- -
3.• ... 30 ,tJ 4,t 4,8 

~ - .. -""'"-""lo __ _ 
~ r;;::;;.;:;-,;.;;''i,p2.!.e; ~~•=~•:~~FOO: 'W97.1S:.,r1 ;_, 

11 • C-otrtn•-AIW)ol;rbon:·· 

l Suple Inde!.:r.: 5'1 
&,uple T ype Unk,.,cwn 
CMc6n"Crauon: M/A 
Calculated Cone. J.'51 nq/iaL 000 
Acq. Date: 5/JO/ZOl9 
>,.cq, Ti.a: 7:36 : 52 PM 

050 

]j ;:~~i~~od thn: AnJ;st ChHtc 
ll!iunclti ng Yactor: 2 
ttois• threahe.Ld: 38.11 c:p:ii 

soo 

II ~A& Thre~hold: 190 . 81 cps 

.1 s:~· Wis::~h:i: /oo 
'I Sep. Hfll.¢1,t: O.Ol 

. :: : ~j~ ::~!:~ !::~ 
,j Biq:a. val. Rat1.o: 3.00 
II ll:'I' WU\d.OV: 10.0 :,e,c; 
I Bxpected 11!1': 1.4S ain 
: U~ Relnive RT : Ne 

I Int. Typ•: Bue To sue 
!R e tention Time: l . 41 l'lin 
;1 An.a: 2433 C::Mlr.lta 

1: ;:~:t~iae: 4.401~~2 =~ 
j End 1'1.~: 1.56 lrin 

,so I 

,oo 

l 350 

,; 

I 300 

,.. 

200 I 
150 

100 

50 

483 

... 

4,76 

0 .00 

saq,le Index: 
Sa.q> l e 'fype: 
ConccntL.acion : 
C&lculated cane: 
,u;.q. O.t•: 
1'<:q. tiaw : 

" Unknown 
1.(10 ng/atl. 
N/A 

S/30/2019 
7:36 : 52 l?H 

Modifi"d: No 
Proc. Ali;,orittvn: An.aly!tt cla.uic 
Bunching ractor:: 2 
N,;;,he Threshold; 119.86 cp.s 
Arc• Ttires.hcld~ SH.29 cp:, 
,tl\.llll.. 5lllb0th:t: l 
St1p. Width: 0 . (10 
Se p . li~ight : 0.(11 
.&ll.p. Peak 11.•tio: S.00 
Bx.p. Adj. Ratio: 4 . 00 
Z:tp. Val . P.atlo; J.. 00 
Rt Window: t0 . 0 !lee 
lill.p.ct11:d J:cT: 4 • 26 mn 
U.se fte 1at:1ve R1': !fo 

lnt. Type: 8111,e To lliUl8 
Ret~ntion '1':hoe: 4 . 2S min 

' Area : 1043787 oounu 
H•t.qht:: J, 899+-00S cpa 
Stut Tlmet 4 . 1.8 min 
Bnd n•: 4.43 

3~·i 
3.895 

3 .... 5 

32e0 

3.0.S 

2.eos 

2.8oS 

,. ... 
& 

2.2"5 

1 
2.0,5 

l 
, .... 
, .... 
, .... s 

1.295 

1.0.5 •. .,.. 
e.o,, 
,.,.. 
2.°" 

00 .. , •• •• 
,. 1tt· Samplil 10· - n i°"~M3iff-t8-Mr1 '<MW" 

.. 1'e~,~;:;:;;;i,,,,;;;,::".G,.';iii;;;o,,._..l '-'- IIICet): 9727.400f302..200 0a · 

Sample lndu;: 5 4 
Slllp l lil Type: Unknown 
Coneentrat1.on: 1 . 00 ng/m.l. 
Calculated ccnc: NI,._ 
N;q. D.lt e : S/30/20lg 
Acq. Ti" : 7:36:S2 PH 

Modih.,t: ~o 
Pree . Al11orithia : JV.aly11t: Cla :,s l c 
Bunctu.Jl9 r•ctor: 2 
Nol:te Th.r:eshold: 14 • .3S cps 
ArH , "nlte&'hold; :nl . Tl ,;pl 
,Nuf!I. 5DOOth.s: 1 
S•P · Width: 0.00 
!:cp . Height: O.Cll 
sxp. Pull. Ratio: S.00 
ltJl;p. AdJ . RAti<>: 4.~ 
~- v.i. P:•t.lc: l.00 
RT Window: JO.Cl sec 
~tad RT: • . 2t ffli.n 
Use Relative ~t: No 

lr'!t" . ?yp@: ll•:1• to IS-a.St!" 
Ree~tion TUIMI: •• 23 Ill.in 
An,•: 596547 coun'Cs 
He.&qht: 2. JO@l' .. oos cps 
SU.rt Tt m• : 4 .14. IIU.tl 
End TUN: 4. 38 iri.Ul 

Salll)l• lndex : 
Suple Tn,e: 
Lonccmtr.ation: 
CU.eUlat-ed cone: 
Aoq. Obte: 
Acq. Ti.:me: 

.. 
trnk.nown 

1.00 ng/aL .,. 
S/30/ 2019 
1:Ji:S2 PN 

Modified: NI) 
Proc . Al.90.-t.r-.M: An.aly!!lt Clauic 
8unchin11 r • ctor: l 
No1.se ThA:thoJ.d; 123.l"i cps 
~c• Threshold: 618 . ~s eps 
, trum. Smo0th11: l 
Sep. Width: 0.00 
Sep. Hel9ht: 0.01 
f:xp. t'c&k Rati.o: S .-00 
t;xp. f,dj . rtaict.o: 4.'00 
z:xp. Val. ;rt;i.cio: 3.00 

1 Rr Window: 10.0 HC 
Expected 11.T: 1 .42 II.in 
U.se ~•lat.l.ve RT: lie 

Int . Type: Bu• t'o llla:!a 
~ R•t..ntion Tiit• : l.•U 

A.ru: 1.3174'18 oount.:, 
Hd1;bt: Z.6',e,•OOS ~ 

' Statt Tinle: 1. 27 
End Ti-: l.'Jti 

I 

I 

'"""l 2.1~ 

2.oo5, , .... 
, .... 
17 .. 

, ... 
1.5e-:5 

, .... 
~ 

1.385 

ii, '·""" 
i 1.1'6 

, .... 
9.0M ._.,.. 
10.. 

~°"j 

~""I 
,to..4 j 
3.0t-4~ 

2.0Mj 
, .... .... 

H ... . .. 
2 eaS ~ 

24t5 1 

22e5' 

2.0eS i 

! 
1.8e5 j 
U!le5 

fr 1,4e$ 

t 
i 1.2,s 

1.0'5 

ao,, 

'°"] 
2.o..a I 

,0 

,.o 

1.43 

-~-~ --- --~ -~~- ool 0.6~°70 - 1 2 1A 1.e 

, .. , .. ~- I 
, .o 52 · -7 

..• 5.0 J 
7 

08 o, 10 1,2 l 
., .. 

1~~ ' ·" _ _ ' _·• __ ,_" __ , _2 2.• - -------- - ----- ______ T11ts..IDn~------
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Project: M397-18 
Results Path: O:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

I
,, 1~N.am.· "'Ol3-M-CD2-029-Po~Samp1e 10; - Fllo:· M9'!>f."11-MF1.w!r 

_n~~ ........ ,t,.;-;.:;!/~~-"); -ezl.300U47.200 l)g· 

i Su,ple lod•x: .ss 
5ampl,e Typ•: lJ:n.)movn 

j ~=~;~:~i~~c: ;~\ c9/aL 
Acq. D«t-:: S/30/2019 

ll Ai;:q. Ti ~: 1: •6:13 PH 

;] .Nodifi.d: Ho 
I! l"rix:. Al9Qdthln: A.,,..alyst clauie 

! ::::~i:=:~r~: 1! .2 1 cpa 
Area Threshold.: 11.04 c:ps 
,-MUWI. Smooth&: 1 
.Sep. 'Width: 0.00 
S411p. H•19ht:: 0.01 
BXP. Puk Ratio: S .00 
!lJ'.'1, Adj, R,il;tio: 4 .00 
!::xp. val. M-stio: 3.00 
RT Wl!'w:I.Ol<f: 10.0 .1ec 

t J::qiec:ted RT: t\.21 cll1 
U.>e Relative- Rl': No 

I Int:. Typa: nasa Tc aase. 
Ae1;.nt.on T.-: 4.26 Q,,in 
AN~: 4 •J.6,f, C::Mm.U 

i =~~~1~~•: :J~ ~ I 
H"'ight • 1. 71e+004 cps 

I 

1.e.• 

f.Ae4 

, .... 

.... 
Ii aooo.o 

f 00000 

i I 70000 
l 

tiOOO.O; 

50000 < 

.000.0 ~ 
3000.0 f 

2000.0 I 

""' 

Proprietary Info 

Sample Index: 
Sample Type: 
cone.Mtratio.n: 
C.o,l,i;uJ,a.t4!d Cone : 
ru;q. O•'Ce: 
~q. Tl ... : 

55 
On\nown 

1.00 
N/ A 

5/30/2019 
7:46:13 PN 

' • Modi.tied.: No 

! 
Proc. i\lgorichm: ANllyst Cludc 
8ur'\cinnq F.a.c:.tor: 2 
Nohe ThLe~hold: 1 19.86 eps 
A.r;-ea 'th..t:eshold: sgg, 29 cp.s 
,Nua . .smco~ : l 
S•P· Vldtl'I: 0.00 
Sep. Uei.9ht: O.Gl 
fixp. Pe,.iik A.atio: S.00 
i,;xp, Adj. Ratlo: <I .00 
Exp . Val. R.a'tio: 3.00 
RT Wl.ftdcw: 10.0 :1Cc; 
lxpe,;ticd R?': 4 . 26 min 
U,e kel•t i w RT: No 

Int. Type: ea:::iie To &aeie 
Rattnti1;m T illlC: 4.26 min 
Area: 102~38 oounta 
Height : 3.98e+OOS cy:11 
5t-&.1't Time: -t.14 JU.in 
E.nd TJ.•: 4 . 43 min 

Batch Name: M397-18-MF1.dab 

- Sample iD·-- ni.: ·w:wr-1&-MF1.wdf" 
''"8.17 ~4-41-200 ~-

38aSi 
..... I 
3Ae5~ 

32-5 i 
I 

30.S , 

2 .... 1 
2 .... 1 
2"'5 

§ .... 
i 2.005 

1..S 

, ... 
, ... 
t 2oS 

1005 ..... ..... ..... 

• -:18 

,ooooj o.o---3.• 3.e 3.e ... o 

2.0oA 

0.oL 
3'.e 3Jj. .. . .o ....... ...... .oT.I )1mlllln ________ _ 

f I: Sa-nr;Ae N9m9· "013--M-Gp2-029-Pftll tH" Samplo 10; - I' .. : · MS'M-t8-MF"1.Mtr' 

!l •inw~: .. "•,...2, •,,oaJ ~n) : •721.300rl98.1000a• 

' !1.llllpl• lnd9~: .5S 
,1 Sample T1'P•= \lflknown 

coneentr • t1.cn: NIA 
calC\.llated con<:: J.~.2 DfJ/flJ. 

Jl ~q. DIICf!: 5/30/2019 

I
: Uq. ~i.e.: 7:46:13 PN 

1 Kocilhi:xi: No 
11 Proc. Al'JO.titho: Ana.lpt Claut.c 

I 
eunchinca- r~1;tor: 2 
NOl&f! Thruhold: 2O.S9 -=P=i 

l, ~:.T=~~~! Ull.r ep~ 
1• Siep. Width: (1.00 

j: :::: ::!?h~tio: t~~ 
1
1 

E!~. Adj. Ratto: 4 . 00 
jl !itp. _V•L R.atto: 3.00 
I .RT W.ind!7ff: 10.0 sec 

j ~:~;!~t:!! RT: :~2s 1111n 

Int.. T)'pe: 
, Retention Ti.!H : 
I Area: 

!HeJght: 

i 
StArt Tiwe: 
end. !'i..lao: 

a.a:,• To ea:,e 
4 . 25 clin 

50917 c;:o.mtl!I 
l.89flt-004 cp3 

4.17 min 
4.34 min 

t.S.• 

t , .. 

, .... 
, .... 
,,_ ... 
, .... 

,; 
J 90000 

.5 00000 

7000.0 

::1 
AOOO.O 

3000.0 

2000.0 

1000.0 

"' 
. t~o:i:~tary ln:f~ 
Sample TYP4l: Un\nwn 
concent.r,n.ion: 1. 00 
calcul a ted cone: tt/A 

ng/lll. ..... 
~- nar:•: S/30/2019 
Jl.cq. Tine: 7:46: l3 ffl 

2.2"5 

2.1e5 
Modified.: No 
P.coc. Alcp:,nthm: JU\atyst Classic 
6unchl.n9 P•cto£:: Z. 
Noba Threshold : H.3S cps 
Azea Threaholdi 31\ .7 7 c~1' 

2 ,0.S 

Ule5 

1.6eS 
,NUa • .Sraooths: 1 
S~p. Width: 0.00 
Sep. HeiQht: 0 .01 
exp. e ~ t rtado: S.00 
J:,i,p •. Ml:). ltatl.O: 4.00 

1.7•5 

1.685 

1.S.5 

!.ap. V&.l. ft•t.u:i: J:.00 
RT tri.Dd<Jw; 10.0 
Expecc~d RT: • .24 
UIUI Relative 11;1': No 

Inc. Type : &a.a• To Basa 
Retention Tir,e : 4.24 llll.n 
~ea: ~24286 ouunt.:ii 

1,495 

& 13-5 ~ 

f 1.2o5 ~ 

I 1.1•5 ~ 

' 1.~ 1 

Rei.r,iht: 2. 44 e • 005 cps 
:stact time: •. IS m.n 
End Tine: 4.~o 

O.o.4 j 

80.4 • 

70e• j 

60.4 ~ 

S.0e4 1 

• o.•1 
3.0&4 • I 20.,, 

..,. 

o.o----~---
34 36 38 •.o 4.2 •.• ..• 

11:,-""''°"'"""oc;.;lll.l.o;,ciq· / <~Post 1>-F""°S .. ~ le · ~.,.- ,. - , -., -.. -. -r, -wiif'~-- Timo ~IM~-- ­
Prnnr i c f an , lnfn MS(M)'°'283100/17&.100 0a~ 

t 1o.•; 
•. a~~ 0

-
0

~- .-.• -- .... - 3.8 4.0 4-2 • 4 - ·•e:-- •.• - 5.0 

I
' I s-iieNams;'1)t3-M-Op'2~PQSl1tr s.-npaeii- Fh:-M39~1~ - ~ -

l'M'Mnl: ~ o,n -

I :::~: i-::~= un!~QWQ 
~ Conc•ntu.tion: N/A 
I~ Calculated COn.c: 203. 
'[ Aoq. Dat&: 5/30/2019 
I A.oq, Ti.tu: 7:4.6 : 13 PM 

: Modified: Ne 

nq/ZIIL 

Proc. Al.qon .ttui: Ari-6lyst Cla.!l~tc 
· 8unc.tti.ng P•ctcr: 2 

!4ohe Tbi:;eaholQ: l8 .17 q>.s 

i ~:..:.T=:~!1: 190.~3 <:~.:ii 

S.Ep. 1"1..1.dth! 0 . 00 

I 
.Sep. Height : 0.01 
bp. Peat R..att.o: S.Oo 
'IXil- Adj. ~•t.:i.l:l• 4 .00 

. e,cp. Val. Ra.tto: :LOO 
I\!' Wlt'IC:ic,w: 10.0 aec 
Sxpected RT: LO d.n 
tJ'H Relative RT: Ito 

Int. Type: &.i3e To k:,• 
Retult1on 7i£e: 1.45 Ill.in 
Area.: 25S131 count:& 
Height: 5.4Se.(10'1 cp s 

I ~:r;i!!~: i:~~ :: 

nw.;;-; ,f•,...W;:l~ , j Mas9(n•· "'29il.100l1S2.1000.-

' :,,aaplli Inde 11.: SS 

1.4$ Sample T~: Unknatrn'I 1.43 
C<incantrat.ion: l. 00 ng/llL 

.~J 
I 

''°"1 

,,.., 
i 
' 2~1 
i 

''"' 1 
1.0o4j 

j 
500001 

Calculatltd com : : rt/A 2S.5 
A,c;q. Dau: S/30/20 19 
~q. T .h111!: 1:46: 13 PM ..... 
H1;1di.fied: No 
Pi:;01;. Al90ritha: JU\alyat Clasatc 
Buni;h.ing Factor: 3 

,, .. 
Nou.e rhrubQld; l2J. 79 ~p:, 
lU:ea r.n.r:uhold : 6 HI • !)S c;p.$ 
,Ni.n. Sllloottul: 1 
S~p. Width: 0. 00 
Sep. Height: 0.01 
lr,p. Pe1tk P.bt.lo: S.00 

2.005 

1&e.5 

~x:p. Mj. !\~tio: ,_ .00 
?ll:P- Val. Ratio: 3.00 
R'l' W.1.ndO'iol': 10 .o ~ec 
Expected RT: 1.42 ain 
Use Relative ll:T: No 

Int. l'yp&: »~:.• To B~-:IIC' 
R"'tc:nticrt Tia:ie: 1 . 43 ain 

!i 
1&5 j 

,; ,_.., 
l ,, .. 

~t'e&: 13£1272 count:, 
Height=: 2. ne•OO!, cp3 
Sta.ct Tiae: 1.28 nln 

, .... 
End 'Ci.aw: 1.90 min ·~l_ ··"" .. ~ 

'"" 
00 -... o., 00

~ °'' 1.0 ,.2 ,-.--;:e---u~ 22 2.4 i 
__________ _.,r~ -----'-------------------
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Project: M397-18 Batch Name: M397-18-MF 1.dab 
Results Path: D:\Analyst Oata\Projects\M397 - 18\Results\M397-18-MF1-Final .rdb 

~
:"z;:~ =~~;1!;~~~F1~ 

Atino1ai,on. -
SU1pl• Index· s,; 

I 
Su,ple Type: OC 
Conetilt.c.ahqn 600. ng/m::. 

f C• lcuhr:~ Cone:. 801. n9/tlh. 
~- Oat:e: S/30/2019 

!
1 

Acq. Tu:e: 7:55 : H PH 

I p,fochfu1d: i.·o 

I Proc. Alg-ocithl'l: ,._.,alyst Cla:ll!llic 
Bunching P'.ilC-lO.(': l 

! Noise Thre,hold: 14,21 i::p:11 

I 
Ara-.a tt'lruhold: '71.04 cp!I 
, lilia. Saooth~: 1 
S•p. Wid th: 0.00 
Sep. He 1.9ht:: 0.01 

! Exp. Peak Ratio: 5.0(1 
I Exp. Adj. P..Ltio: ,. oo 
) Exp . Vail . Rat:i,Q : 3.00 
1 RT Windo w-: 10. 0 :tee 

r.xpected RT: 4 .27 min 
:

1 

U~• R•l•hv• .tr: No 

1 .Int . T~: &as¢ Ta 84:.c 
RetM dCJ'I Time: 4. 26 m.in 

i Ana: U21322 cov.nts 
Huqht: 5.4tiet0O5 c;,.a 
St.a.rt ti.he : 4 . 18 au.n 
Ind rt.ae: 4.3~ lLlr!: 

.... 

..... 

.... 
3,s.5 

I 
1.0.S ~ 

i 

.,. 

~~~,,,. :'.'C"".tt- SamMR•p. - F11,, "M397•18-MF! -l~LR£d.Pt~,Qfu}iiL': ~-); "637,400f447.200 o.· 
Sample IndM: : S6 
Sill?le Type! 0C 
Coo.cenc:ratlcm: J..00 n~/ml, 
Ca.leula'C'~ COl'lC: tf/A. 
~~. n.t•: S/30/2019 
Acq. TUl9: 7 :SS: 3• PM 

Mod i fiftd: NO 
hoc. Alqorithll: Andy.st ctu;1.1ic 
Buncidng ractor: 2 
Noi .,c 'threshold: 119.86 c;p:11 
A.re.a Thl''l!!Shold: 5519.251 l;p:11 
, Hua. ~1111oot:hs: l 
S•p. Width.: 0.00 
$,:p. li•:i.A;Jht: 0.0 1 
Exp. Peak R•tio: 5.00 
11:Jq>. MJ. R.!itia: • .00 

I ~w~!~tuio: ,~:~o 
Exp~cted RT: ~.2t. 
Us• lt•latlw RT: Mo 

lnt. Type: Ba~e To Bu• 
P9tention T'ime : 4 .2S ain 
Are1r 992606 counts 
H'l!!ight.: 3.806+QOS 4;p.$ 

Start Ti-.e: • . l 7 air. 
Efld Ti.me: • .U m.i.n 

, ... 1 
3.4•~ ' 

I 
3.2••1 
, ... , 
2.8e5 · 

J 

2.6e5, 

24e51 

1.2e5 1 

8.0.4- , 

60. -4~ 

..... i 

.,. 

'°"'1 
o.o .... 3' ,4 s's-· 3'3 --~l 

20. • ~ 
I 

O.O ,.., 3.-4 . 3'.G J'.a- · 4',-o - 42 •4 ., I • 0 4.2 4.4 •.6 4.8 5.0 5...2 

=--=-- --- -"nr,.----1 ~ i.Napio '8ct1g}\• s...,IO ... F,1e MM-tti=Mri will" =------
1 ~r.£nn{'J '"'" ' l'JJ'a'Ui r-~n) •72~ 300t298,1000.' 

l Saq>le lnd'l!!lo!: 56 
Saq}h 't"yt,~. 0C 
concent.cat:1.on: 800. C19/mL 

t ~~u~:::~ C:O.,i;:: 5/3 ~~:()19 nq/at. 
I Acq, T.1.oe: 7:SS:3 4 PM 

I Mcd1 fl.ad: No 
1, Proc. Mgor.term: Analyst c1a,.-sic 

B-unchlng Fa.cto.t": 2 
: N,ol!le Thre~hold: 20.59 c:p~ 
11 JUe,a. Thr.'l!!~hold~ \02.~§ c::ps 

, NUb. SmQQt.h.:11: 1 
St'!p. Wldth : 0.0:> 

'I Sep. Haight: 0.01 
.1 l;;p. h!t P.at1.o: 5.00 
f eJ<.p. AdJ. Rat.Lo: -t.00 
i1 8~:p. val. Ratio: 3. 00 
rt RT W"J.ndow: 10.0 S'l!!C 

I 
B:~ected RT: °' .25 :;11.1,n 
Ua.t' Relative RT: HQ 

In t. T~: 84.$e To sue 
Rctcnhon Tire: 4.24 mi" 

I Ar'l!!a: 1974135 count:, 
fJ•:a.9ht: 7 .46 .-0 M cp~ 
Start ti11:a: 4 . 16 mi:'I 
t:nd. Tiae: 4.-43 ai:'I 

I 

MoOd.Lfi.-d: I Proc. Algorirl\tn : Analyse ClA!!si.c 
I• 11unc:hin9 FactClr: 2 

i 

Noise -:tir. UhC1ld: J8.l7 cp., 
A.Na Thte~hold: l9 0 .8J cps 
,:ti.'1al. smooch• : 1 
Sep. W,1.dth: 0,00 
.S~p. fte:a.9ht: 0.0 1 
!xp. P@ak Ratio: 5 .oo 

, txp. Mj. 5'nio~ 4.oo 
£xp. Val. R,i.l.to: 3.00 
RT Wl.ndow: l0.0 

No 

l;-,:p.cted RT: 1.45 min 
U3& Relattve R'T': t:,o 

Int. Type: IHH TC1 :8,i.tiQ 
Reuntion Time: 1.45 ain ~••= 3"160491 count11 
Hei9ht : 7 .42e • 005 C?.! 
Start Time: l. 2• 111.lO 
fi'.nd Tiu: 2 .00 1fJ.iu 

10.S 
i 

..... i 
•.a., l 
s.s.s l 

.... I 
4.595 .. 

§- ,.,..i 
{ , ... ~ 

::ji 
2.0o5 

! , .... 
, ... 
5.0. 4 

0.0 

1.0.s 

8.5e5 

60¢5 . 
I , .... , 

s.o.s1 
i 

4$e$ : 

i 4.0e5 

f .. 
3016 

25.S 

:2.0e5 

1 s.s : 
l 

1,0. 5.: 

I 

3 4 3.f se 4.0 ... 2 4.4 
I!gg OlO 

"°"' I 
oo~-.-_.-- ,_-.-- , .• -- t2 1:4 1e 

li""- ,Dio 

•-• 4.8 S.O 5.2 

10 - File 'M 397-18-Mf1 ,'tl'f!!" 
PmnriPl:uv lnfn MaN(n); 972"U00rl0.2..200 o.~ 

S~le Ind.u: : 
S~l& Typ,e: 
Concenl.ration : 
calcula~d cone: 
Acq. O..-c.•: 
Acq. Ti.ml:: 

'" ,. 
QC 

1 . 00 ma/ML .,. 
S./'.J0/2019 
1:S!lo:3'1 PH 

MQditi4d: No 
Pcoc. A.lgorictl'l'I: M.,-ty&t: Cl a ssic 
5un~ng ra.ctor: 2 
Uoise Threshold: 74.35 q;i~ Ar•• ttir•sho\d: J1t.71 cps 
,NU. . S:t.0otha: I 
.Sep. Width: 0 .00 
.!ep. Keight.: O. Ol 
Zit p. P•ak R• ta.0: 5 .00 
Sxp. Adj. R. tio : • .00 
Zxp. Vd. R.ltio: 3.00 
ltT Wi.nd()V: 10 . 0 .S€C: 
!:i-.-pect:&d. AT: 4 .2-4 min 
Utie Rel a t.iv& RT: Ne 

l"!'lt. TYl)4! B,!l!le To 8-nse 
R.er..-nr.1,on Tlm .•: 4 . 23 min 
A.re-a: !t9J079 CQUJlt.a 

I 
Mei9ht: 2. 24e • 005 cp:, 
St:.art Ti .. : • .16 llli.n 
:Sod Tilt.ft: • .44 ID.in 

22•5~ 

2.1e5, 

2.005 

l .9e!l -1 
I 

1 .&5 -1 

' 11"'5 I 

::j' 
, .... 

I 1.29!11 

f 1.1.-5 

s 1.o.s .. 

9 0. • ~ 
8,0rl!I• 
7.0o4 

8,0o< 

·5.0e4 . .... 
'°"' 

48 s.o 
Tifrie. rrin. 

4.23 

•-°"' I '~:L.- ~~~ 
s.. s.8 3 .8 4.o "--2 "'·' 4.e .-a 5.o s 2 I 

Naml!I -ac l't. s!!fl"t)NliD'- Flt "M397:1a -MF1~ ---- -'-"''--"111..---~-----
nr ,... .... r ;,... ............. 1 .... -i:,... Ml66(n)""2Q • 100/1el. 1000 a· 

conmenc ~ Annotatton .... 
SN11Pl• t nd • x : 56 
SD!ple 1ype: QC 
conc:-e.nt.c~tiC1n : 1.00 nq/fl'lL 

1.i•51 , .... 
C-a.lC"Ul..1ted Cone:: HIA 
Acq. OJic:'1!!: 5/JO/2O l.9 
AA=:q. "tl!II• : 7:S.S:34 PN 

Kor.lifit:d: No 

1 :~b.i~!~!~~~: Ana~yat claHic 

!J Houe ThA,hold: 123. 79 cps 
Ar H. Thre.9.hOld: 618 . 9.S cp:i 
,Jrrum.. S.Ooths: 
Sep. 1fidt. h: 
Se-p. ffeJ.9ht: 
&xp. h e k Ratio: 
11-xp. Adj . ~tio; 
t.p. Val. P.atfo: 
RT 'lfindow: 
K-ICpeC::ted RT: 
Use ~elatl.ve RT: 

l 
o. 00 
0 .0 1 

'·'"' 4,00 
3.00 

10.0 sec 
l."2 sill 
No 

Int, Type,: !le :11• TQ B•lll• 
R:ecent.iOP Ti• : l. 4J 
~ua : g96923 counts 
R•i~t: l.Ha +OOS cp11 
:n.irt Ti.nae: 1.23 ain 
!nd rt.a: l. 91 ai.n 

1.7.S 

1.8.S 

1.5e!5 

1.4eS 

1.!m-5 

1 2. s .. 

5.0a-1 

4.0 .. 

3.0"4 1 

20e •: 1 

·- l 
0.0 

06 0.8 
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Project: M397- 18 Batch Name: M397-18-MF1.dab 
Results Path : D: \Analyst Data\Projects\M397-18\Results\M397 - 18- MF1- Final . rdb 

! I ~IIIIJC ~ -~ ~,-,;.,., ·"387-16-M~, _. 
1
1 '*mii&& .6:iiti J. •t "Q8 :,00,447 :r<X) 0a· 

! Suapl• tnth!:it.: 5-, 
. $..-.ph Type: OC 
; c:oncent~.atiQI\: l5,0 
, C.lcuht•l'I Cone: 16.S 
: }l.cq. 'DAI;•: 
! Acq. Time: 

S/30/2019 
8:04:56 PM 

ModH1ed: No ;j P.roc. Al90.ritha: Analy9t cluuc 
ei..nc::tu ng ructo.r: l 

I 
Noi se Threshold: 1• .21 cps 
A.rtN Thruhold: 11- 04 cp.." 
,ttwa. Slll.OOth.:I: l 

I .Sep. Width: 0.00 

I 
Sep . Height: 0 . 01 

, 11:icp. Pule Ra.tao: S.00 

. ::: t!l: ==~~~: ;:~~ 

~ 
RT Wudaw: 10.0 
IU:pec:ted ,.1': • ,27 nin 
Use Reht:i.~ P.T: No 

I Int. Type: ea,e To s.a.se 
RMenti.on Time: • .27 m.1.n 

I A.N a : 27006 ooun:ts 
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I'. &nd Tl.llM: 4 .40 lllin 
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:!ia;pk Inde~: 57 
$.air.pl• 'l'YfMII : QC 
concentration: 1.00 

,,. .... 
Calc;ubtad cone: NIA 
Acq. O.iite: S/30/2019 
Acq. Tim.: 8:04:56 PK 

,..., 
..-.odUJ<!cl: .No 

I Prt,e. Alqctit.ha: Maly,n Class i c 
!ur.ch.ing ?ae;t:.o1': 2: 
Kou• l'hA:,hoJd: ll!,. 136 c.::p~ 
Ace.a. rtu::eahold: S99. 29 ~p:. 
,!fUmo. soootha.: l 
Sep. Width: 0. 00 
Se.p,. Hn9ht: 0.0 1 
E~p. t'c. k Ratio : !i.00 
E,cp. Adj. Ratlo: ... oo 
t:.q>- v,.1. 11:at:io: 3.00 
RT Vind.cw: 10.0 :ICC 
~IK:t«I RT: 4.26, 
Use Relative RT: No 

rnt.. Type: ease To Ease 
ltct.CJ1t•on 'J'.1-11!: 4.26 ain 
Ace"': 89,321 caunu 

3.0,S 
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ttod.tfied: Ho 
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l 
&.nching Factor: 2 
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,Jilutu. S.WOlh-': l 
S<!!!p. Width: 0.00 

I S•p. Huqbt:: 0 . 01 
!xi;:,. hak ~tio: S .00 

; Bcy. Adj. Ratio: 4 .oo 
,' Exp, val. Ratio : 3 . 00 

l
j RT :ti.ndov: 10 .0 .sec 

! ~:9~!r:t~~ RT: :~ZS ai.n 

i, ln.t:. Typ.t!!: BLH TO 1!.a.se 
! R•tont.iQQ Tim•: 4.25 
' A..ee•: )48 6J c;owiO 

1 
Start Til'_tt: 4 .18 Dlln I

I «~i9ht: 1. 28e • 00-t cps 

1
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· Area '?tire!lhol,d: 

, NW\. S~oth.s: 
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I ::: :;~ ::~t:: 
1
1 £xp. Val. R.at.1• : 

I 
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&icpectfld RT: 
Use Relat i ve RT: 
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Bxp. Val. Ratio: 3.00 
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Int.. Type: Due To &•:.• 
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Project: M397-18 Batch Name : M397-18-MF1 .dab 
Results Path : O:\Analyst Data\Projects\M397-18\Results\ M397-18- MF1-Final.rdb 

__ 1_w-.s • .._ io.-- f ,1e. · M$97.1t'.MF1.'Mff' 

"c,i,-;;,,;,t="-'\ .,;;,;;,;,,;,:--' · .. ); "829.31XW'447.200 o.· 

I ;::~: ~=~: un~IJ'm 

I 
ccneantra.tian: N/1\ 
C:aleulat.ad coru:.: O. 678 nq/llL 
Ac;q. D<lte: S/J0/2019 
Aii;:q . Time: 8:14:16 PH 

l1.,-~!.1cd: ~o 
e.('QI;. A.)gor.tthm.: Ana;i.yn : classic 

I B~cbing l".ait.:tO(: 1 
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!xp. Ped Rat.a.o: S.00 

r: t;~p. Adj. Ri,,tio: 4.00 
I Exp. Vd. R~tio: l.00 

I 

RT 'Kind011: 10.0 H<: 
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use Relative RT: No 
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i' Ar•" "t'h.n~hold~ l02.9S Cp$ 
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S@p. H11U.9ht: 0.01 
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1 Exp . Adj. Rath,: 1.on 
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UH R•l•tiV'II A.T: M,o 
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j Acq. Time: 8:14:16 PN ... 

1i n•~ -~ 
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1; A.ru Threshold: 190. 83 cp~ 

, NUil.. 5moot.hs: 1 
Siep. Width: 0.00 

I
I Sit!p, H•19f'lt:: 0.01 
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Sample lndel'. : SB 
SPl)le 1'yp•: Vnknv,,n 
conce~tr a tion: 1.00 n9/ml. 4 0«!5 
Co.lcul.it.ed Cone: Ni1,. 
AQq. O.te: S/30/2019 3 & 5 
"C 'I- °"lM : B:U:16 P,~ 

Hociified: tfo 
Proc. Al<;1ot-t tha: Mal y~t Classic 
Bunching ractci:: 2 
Nobe Thrubold: U 9- 8 6 c;ps 
A,c-,!a Thriesh.old: S99. 29 cps 
, N"t11. Smooth~: 1 
s.p. Wtdt.h: IJ.00 
s.p. H•i9ht: 0 . 01 
~ - P•.ak R.i.tio: 5.0 0 
Bxp, Mj. R.•tla; 4.00 

~ ::p w.1.:~~/~atio: 1t~o !J~ 

~ bpc,;;tllli'd RT: 4..26 min 
1 U::ie flelative RT: No 

' Int. TYP9: 811::ic To Ba5Ei' 
Ret"ention ·.r.mc: 4.25 lrlin 
A.r:,ea: l 04768 il count!! 
tceight: 4. 04•t,COS "P"' 
!itarl t':lae: 4 .1$ m,m 
l!!nd Ti u~: 4 .51 
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SJCp- eeat Rat10: 5 . 0G 
l:JClt. Ad1. R.atJ.o: 4.00 
&x;p. Val.. R.tio: J.00 
Rt Windc;n,: 10.0 .see 
Bxpect,ed RT: 4.24 m.ln 
Uaa Rfl.lativ• RT: tlo 

Inc . Type : Ba•• To 8•s• 
Retention. T i1114!!: 4.23 c.in 

I 
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!Proorietarv Info IM-<os). ,.,,.. 1°'"182·1000.' 

.S;u;iple Index : 58 
Su:pl ,e Type: Unll:nOVl'l 
conceot.cation: LOO ng/n.I. 
Cal culated C'onc: N/A 
.M:q. Dau: 5/30/2019 
ACq. Thne: e:H:16 PH 

t'.odih1-;:d: Mo 
P.coc. Algotit'.hm : An..aty.st Cla.ss1 c 
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:Retl!.'ltion Tl.M: 1.43 lrdn 
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Project: M397-1 8 Batch Name: M397-18-HF1.dab 
Results Path: D: \Analyst Data\Projects\M397 - 18\Results\M397-18-MF1-Final.rdb 

~ ! S.~ •me ~ ~2-029-PotetH • s.n,pi.tb·G Fie· 1
M»7 -1~W'df" 

~ !E!r¢~ ~...," 'JR/C66o~ ••I ~X101«12000. · 

I Salll)l• fnd6X: S9 

I S,iaple Type Unknwn 
concent.c ... t.i.W1: H/A 

. calculated Corut· 12.2 ni,/mL 
Acq. Dau: 5/30/2019 i Aoq. Ti..m.e: 13:23:38 W. 

I t'd,X!ified: No 
, Proe . Algorithm: Analyat c:.usic 

Bunch.inq ract.or: l 
1 No.i;H 'l'hrc.shold: H.21 cps ! ~-T~~::::;~; ?l.tt (;p8 
'! :!I~. W1dth: 0.00 

I
' Sop . HHghr< 0.0 1 

t,;p. hat ftetia: S.00 
~Kp- Adj. Ratio: 4.00 
~. V• l. R• ti0: 3.00 
RT lr1iind~: 10.0 
.BXp@Cted MT: 4 .21 Jll.n 
Use Relat1ve R?: ?fO 

l Int. Typie: 
R9titnt1on Tune: 
Ar": 

1 HeiQht:. 
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i End T.lne: 
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. .\cq. 'Date: S130/2019 
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r Modifi~: Ma 'I P~6C. Alqorithm.: AMLy.s1: Cl a .llSlC 

1 Bunchin'i Fo.1;tor: z 

[ :!!!\~~~:=;t LO~~ 9t9 c~~ 
• Sep. 'iidth: O. 00 I 
, ~. Smootlu: l 

S4!p. Hei¢lt: 0.01 
Exp. Pee.It 11..11:1.c: S. 00 

1 Exp. Ad:). ~tio: 4 .0 0 

: !;-"v1:~~: ltat.ic: 1t~0 
ue 

, !ltPl'~t.a.d 11:'T; 4.2~ 
f U~• Rehh•1l: 'kT: M11 

r Int. r,,,.; 
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, A.tea: 
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~odifhd: Ne 
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Bunching Factor : 2 
Nohe Threshold: 119,36 q,.,, 
A.rH. Threshold : 599.29 GP.!I 
,ll'lm. Slllbot:hs: 1 
S•p,. Width: O.oo 
5•P· tt eight: 0 . 01 
£)1;p. Pe ak htio: 5 . oo 
ltxp. AdJ. R,nio : t.00 
Exp. Val. Ratio : 3.00 
RT W.1redow: 10.0 ~•c 
&xpe<:ted :RT: • .26 ain 
Us• Ralat:ive RT: No 

Int. 'l'ype: 84.!!le To &a!U! 
Retention T1-: 4. 26 atn 
,.rea: 10•92 •0 cowit;:;, 
Hflight: 4 . OEetOOS \:f2 
Start Tia.!: • .lB Ill.in 
Sod 1~: 4.42 l'IJ.n 
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saaple Index: s~ 
Saaple T)'~: Unkno,,,n 
Concentration : 1.00 nq/aL 
catcubted CMtc: NIA 
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s.p. Height : 0 . 01 
lt:icp. P6illk l,U:f.CI: S.00 

1.7•5 i 

1.Ge5• 

1s.s l 
1 . .-.s 

&xp. ~J. R.l,t,1.0: LOO 
S.Xp. Vd. R.til.iQ: J.00 
P.t Wu)dQW: 10.D s•c 

~ 
&:icpe~•d 11:1": 4. 24 ffll.n 
'U:,e Rel~t.&.V1t RT : No 

Int:. Type : Ba~• To 8,ue 
R•tel".ltion Ti1te: 4 .Z4 Din 
A.i-iea: S8'6S3 counts 
Hciqbt: l - 18e+OCS cp:s 

l Stu·t T1M: 4.15 Din 
tnd Tia.: •• 40 l'.lin 

1.3aS 

§. 1.2-5 

,;. 1.185 

j , .... ..... ..... 
, .... ..... 
5,0e41 

4,0.4 

:lClo4 

20.4 

I 0.4 l 
0.0 

3.4 3.8 

e Name: "001-t 2--D,t3"' Silffllle IO: - f~e: ·M-l97-13-f.l!f1.'Mlf" 
Prnnr iPf~rv ln fn M--Cn ) '?.M ,toont2.1000.· 

S.aapl~ lndex: 
Sample Type: 
Coru=illlt.c;ition: 
calcul.Jited cone: 
Ae.q. D,u.e: 
Acq:. T.1-: 

" unknown 
l.00 aq/aL 
N/A 

S/l0/2019 
8:42:21 p)( 

Hod.ifi.c-d: Ho 
Proc. Al90rit:hll: Analyst Cla.ut.c: 
aw:u;:hin9 P'ac;:tol': 3 
Kobe thNi~hold: 123. '19 cpa 
Al::@a Threshold: 618. 95 c:p:11 
, Num.. 5aooths : 1 
.S•p. Wt.dt.h.: 0.00 

l :::: ::;r~tl.Q: ~:g! 
l :::: ::1: =.::~:: ;:~~ 

RT W.andow: 10 . 0 HC 
Expected RT: 1. •2 min 

i' uae Relative RT: Nb 

Int. I'~: sa.se To Baa@ 
ftct:.erit.J.on. Ti1 •e: 1. ,13 1111.n. 

I 

ArH: 12!1ES80 eouni:s 
HQqht: 2.S!Se-+00~ c;:p:i 
SUCI; Tiiriie : 1.24 au.n 
l',n,d Ti1N: 1. 93 ain 

, ... 
..... 
2.0<5 

1.8~ 

, ee5 

; 1.4e5 

i 
I 12.S 

1 .... .... , 
i 

0.0.4 j 

I ..... i 

3J I 

..... I 
0,0 -----

0.8 08 1 0 
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Project: M397-18 Batch Na.Ille: M397-18-MF1 .dab 
Results Path: D:\Analyst Data\Projects\M397 - 18\Results\M397-18 - MF1- Final.rdh 

!~li: Irt~it: 62 
Saapla T~: tn,,)cnown 

Caicent .n ti.r,;,n: H /A 
C•lcuhitad tor1<;:: 0.00 09/aL 

• Acq . Date: 5/30/2019 I "'oq. ,,im.1&: 8:St:43 wt 

jl Modified: No 

62 
Un"kn-own 

N/A 
0.0158 09/A 

S/30/2019 
8:Sl:43 PM 

II 
M.oditied: r;io 
Proe. Algorirtta: M _.lyi1t: Cl.111ss1c 
Bunching Factor: 2 

. tire.I.~~ Thi;,:~hold: 20 -~9 c;p:, 
) Au&. Thc:e&.hold ~ \Ol.'l!> cps 

I• s~-~:~ns: /oo 
! :::: ::t:!tio: ~:~~ 
;, bp. AdJ. ~tio: 4 .00 

Jj ::p~1~!.:.: Ratio: 1t~0 
sec 

!xpeet'ed RT: 4 . 25 :min 

I 
Use R&lativ• RT: No 

I 
Int T~ a ,ne t'o 115.l:,v 
k•t•otlQn 'lu:i.e: 4 .25 a.in 
Arca: 222 count.3 

I Hru.qht: 9.3let00 1 cp:, 
Start Tiae: 4 .17 m..i.n 
F.nd T .une: 4.28 nin 

I 

,.. 
,.o 
220 

""' 
' , .. , 

~ 
,oo I 

t 1<0 

Ii .. "" 
11)0 

80 ' "' 
80 

3,77 

40 
I 

20' 

120 

110 

100 

9' .. 
i 70• 

f .. 
.. 3.54 .. 

3.7S ,. 

"' 
10 , .. 
0 - , .. . .. 3~ ; I ~ ~··-oOi~ ~ SO" s.~•10:~ Fi¥"M:J~7- 1&-MFl'Mff"' 

lb;f .-.t)(\l;io!i£ au(a): •2&e 100-176 100 Oa" 

' Saaph Index: 62 
i Sup le Type: Unlmfflffl 
t ccnc.intraclor1: N/.t.. 
I C&.leu.l&t•d Cone: 2. SO nq/ml. 
~ Ac:q. Clolte: 5/30/2019 
1' 11.oq. Ti .. : 8:.Sl: •3 PK 

iJ Ncdifiad : No 
IJ Proc. Algorith:n.: Maly.st Cl ,uslc 

;! ::i~:~~r~:~1~: J: . 17 cps 
~ ~.:. ~:~~= 190 -r' c;p:1 

l i::: :!t:!~: ~:g~ 
J. =:: ~~ :~~:~ ::~~ 
I lbp. \ral. Ratio: 3.00 
' RT W.1.:c.Gow: 10. a 

Expect eel R1': 1. 0 a.i.11 
Use Relative RT: HQ 

Int. tyP4: 
R•t~tiQn Ti .. : 
,U,.a: 
((flight: 
Stact ri..M-: 

1-·~ 
Da:11• To B.I~• 

1.46 min 
lli'J -counte 

2. 69&-+002 Cp!II 
1.31 mtn 
l.'!12 .rn.in 

& 

f 

... 
421) 

,oo 

=1· 3'0 

320 

3QO~ 

:j 
240 , 
,,. ; 
200; 
, .. , 
1so1 

::1 : 

~L-o.e o.a t.o 

.. 

.... 

•.O 

12 

.... 

4.211 

4.•S 

$.OS 

~ ~ ~ ~::'i 20, s...- 10,·• ......... 1•10•Mf1 ._. l~r§.detafyifa9"' ... "" ... , ....... ,.,,.,o.· .. 
Ul'lll:n awn 

1.00 m~/nt. 
•IA 

S/30/2019 
8:5 1 :0 FM 

!1odi0ed: NO 
Proc. Algort t.hm!: 11.nalyst ctus1c 
8una.in9 f,11c;:1;'.oo: 2 
Moin Th"~hold: 119.86 c;p:11 
Ar•• Thre•h<Jld: 599. 29 c::p• 
,Hum. smooth.a: 1 
Sep. Width: 0.00 
Sep. Height: 0.01 
Exp. Peak R-t:i.o: S.00 
2,)lp. Adj . A{llti.o : •. 00 
1:xp. Vd. Ratio: 3. 00 
M' W'iodow: 10. 0 
Ele.pect41d RI: 4 . 26 
U:,1'.! Relative RT: No 

Int. T'ype: aase To Ba!le 
Rote.ntion Ti,Qi,c: -t.26 n.iu 
A.1:i:a: 9!t l 5ll catmt~ 
ReiCJht: J.ESe+(IOS epa 
St.art TUM: 4 .18 ain 
Encl Tilc.e: 4.41 IU.n 

i 
f 
§ 

2&1-5• 

24rt$~ 

,,.. 
2.0.0 

, ... 
1006 

, .... s 

1.2r.; 

1 ,0,0 

._.,.. .... 
I ..... 

2.0.4 i 

. .,. 

' -. , - .... -·~--. 
4.2 -4• •S •.& 

Tin• l"lln 

o.oi. 3~.---i~fl -i o • 2 •4 
_pn,o.mn 

··'"' 
'· 

.... ... 
,.so 

I I 

_506 

4,6 ' ·" 5.0 5.2 

&ffls,19 ID· H F .. ·t.139M&- MF1.Wlft"" ..-.,,.,,.,,,........,""".,,,,,...~ .ta•n1-•n7.400,a02.2000_. 

nq/DL 

Hoditled: No 
Proc;. Algo.r;ittul: Mt.aly.st Cla.s.si,c 
81.U'le.htng Paetor: 2 
tk>in Thte:11hold: 7-t. 3~ c;p:, 
AN:a Th~c~holi;l: 311.'J'l c;p:, 

56?- tridth: 0.00 I 
,Jl'ul".I. smooth.a: l 

Sap . Hai9ht : 0.01 
&.li.'P. Peak Ratio: 5.00 
Bxp, Ad) . Ratio: 4 .0 0 
!hi:p . Val . Ra t'i.O : ].00 
.RX Wl.ndow: 10.0 sec 
£~ccted RT: • .24 111,1,11 

tl.!1• R•Lu:1vtt :R'f': Ko 

lat. Typa: 8o111• ro 1:1o1:,e 
Re,:;ention Tiae: -t.2i rain 
Ar@a: 5S82l7 ocun.ts 
Hei9?"it: 2. He+-005 cps 
sure Tiau?: -t.17 ain 
&"Id Tbl:f':: 4 . tO .-!n 

5ar.ple I.Mex: 
:SNaPlc Type: 
C:Me•ntrac.ton: 
C• lculat9d Cone: 
Acq. O..ta: 
Acq, Till)i!: 

62 

"""""'" 1 . 00 rtg/td.. 
"1A 

S/30/2019 
8:5 1:43 PN 

Kcditied.: Ko 
Pr,;,c; . A190,:.1.lbal; An,aly:11l C'la:11stc.: 
Bline hi nq Factor: l 
Neis• Thr • .,,t,old: 123.7', ep.,, 
~H Tb.«~hold: 618. 9S c;p,3 
, H-.&a. SaoQth:;: J. 
Sep . Width : 0.00 
S&p. l'teight: 0.01 
Exp . Peak Ratio : ~.ao 
!:.Y..p. Adj. R.11.ti.o : 4..QO 
Exp. Val. R&.tio: l.00 
R'P WJndow: 10.0 ~•c 
tx~cterJ RT: 1.. 42 lllin 
U11• PJlll.ati~ M: No 

Int. Typ&: aa&e To Ba.,• 
Ret.atlon Tice: 1 . 43 ain 
Atea: USS379 counLa 
Height:: 2. 7le+OOS cpa 
Start -r, .. : 1.28 lllln 
&Kl ti.al:- : 2-H 

,., .. 
w,o 
1,9o5 

1 .... 

1.7•5 

1.C5e5 

1,S.5 

1..-.si 

1.395-1 

l 12-s} 

f 
1.1d 

, .... ..... ..... 
, .... 
e.Oll!l4 

'5J)a4 

•--...... 
, .... 
1 .... 

00 i, 3.0 

, ... J 

2.4e5 

2.20s 

2.o.5 

1 .... 

1,6o5 

& 
t u .. j 
! ,, .. 

! 
1.0e5~ 

.... 1 

' .... l 
·-1 , ... 

0.0 

3.8 

1.8 2.0 ~-;;---;; ~. 0.8 0 .11 1.0 
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Project: M397-18 Batch Name: M397-18-MF1 .dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-M~l-Final.rdb 

&ampl•~00t ,M-Gp2-05r S11~10:- Fis:·M39M~Ft .witr' 

l~rrr rift~n, Jv.tn r-H); "t29.3l01447.2000.· 

~---- - nl::!r;:;;;.:.,;;;:;;;:..,0'-'""''2.Jllr SaJTt)le10· •-Fi19-:-.M3i'7•1&MF1-;:.,,.•-- ------ -- ------, 
DrAnr i Af '"ln l l nfA Ma&e(N):-e37.«>t\' ••7.2000a• 

i 
; s-.pl• lnd~; iJ 
;; Snpl ~ T\ljMI: Un'knmm 

I
t con~ntntien: ff//1, 
I C.alcu.l..it.11d cone: < 0 
~I Mq. D,n:e: Sl.l0/20 19 
] ~q. Tf..M : 9:01: (14 JIN 

I Hoditied: Ho 'I ~roe. Al9ortth111: Analyst. cla.sstc=: 
Bunehiru7 Pac:tor: l 

: tlol.H Thn:iih11ld: 14.21 1;p:, 

i ~:!. r::~~!~: 11.~ 4 c:p• 

,I Sep. W1.dth: 0.00 
'I Sep. Height : 0.01 

Exp. Pe•Jc. Rat.to: :; .oo 
e~. Adj. Ratio: 4_00 
ii:,ip. V,il. fl:at:ta: 3.00 

.. 

1 

RT Windoi,;: 10.0 ••c 
, ~ected IU' : 4, 27 
I Use P.el.a'tive, FIT: No 

I Int: . Type: nase To aa.se 
·! R~tentlOt'l Tlll.e: • -26 •1n 
I, Areo : l 73 c::ount:!11 

8-
f 
I 

Hu'lht: j.61.+001 Ci>• 
.Start Tiu: 4.21 mn 
Bnd T.11M : -t. 28 111.J.D. 

j .SMtP\e lT'ld.e. )(: 63 
!l lffl?l.• Typ•: Unknown 
COCLC41ntntu1n: )lJA. 
Cal~uh,t•d Cooc: 0.00 1)9/1111. 
Aoq, Dat e : 5/3 0 /2019 
;.,.cq. 7lae: 9:0 1:0~ i'M" 

' Nodit'i@d: 

~ ,. 
] 
" 

230; 
220 

2'0 

200 

19() 

1eo 

170 
, .. 
, .. , 
t40~ 

130 ' 

120 i 
110 • 

3.55 

100 ! .. 
eo 
70 

eo 
50 

"' 
30 

20 

10 

0 

100 , 

, ... 
I 

"'" 
"" 
110 

""' .. .. 
70 ... 
eo 

60 

40 "" I 
30 ! 
'° 1 

' IQ I 
350 , 

.,. 

4,47 

U3 

4.02. 

us 

42• 

-4.13 ... 
"'' .... 

4.79 
.•.M 

I 
, 4.94 

4.63 

.... 

..• 

4.80 

l'j 

.L..-,-.--•. ~.----~ ... -- 4-'-0-- 4 24~ 1$ 4'6 s'o .. s:2 

i1 r ~Katri«--ocn .l.6-Gp2-0ST s.i~••rt- - Rle:"'t.m7~tMr~ 
ii I !P rnnr _i Pt~rv ln tn r,--4•t'7 6810

CJ
118100

1'l89 

Sample Index: 61 

-~Dm_fflft.,_ ___ _ 

j Sup le T ype: Unlcnow.1'1 
·j Concantr.acion: 1l/A 
,

1

, C• lcul. •t•d C,.,ni;: 0.00 oq/ml, 
I Aoq. D.ilt4 : S/30120!9 
, 1\-cq. Time: 9:Gl:C • PK 

; Kodi!ud: No 

000 I 
! 

415(1 j 

•oo 

JOO 

"" 
100 

:I 
Q.O 08 ,.o '"2 1 4 , .s ~u-u 

c«nment• Anno96on·-
sa_~le Index: 63 
Sa:aple Type: Unknotln 
Can~nt( o.tit'.11'11: 1 .00 fiQ/al. 
Ca lcul4te-d Cone: ~,,.. 

I 1'cq. Oat• : 5/J.C/20l!J 

i 11\cq. TUM: 5J:Ol:04 ™ 
Kodified: rlo 
Proc. Algorithm: Ma.lyJit Cl.:11:u.c 
ounchi.ng, F"<lcto.c: 2 
No1.n Th.c~shold : 119 . 86 cps 
J>.rl!:,,i, 'l'hff.t;hold: .S9i.29 cps 
,!fwrt. Smool:hs: 
S.p. Width: 

I ~-.,. H•i9ht: 
Kxp . Pea.k Ratio: 
l~p. MJ. Riltio: 
Exp . v.11. Ratio: 
RT Wl.nd.aw: 
~cc-tc-d RT: 
Us• R•lat:1w If!": 

l 
o.oo 
0.01 
S.00 
4.00 
3.oa 

10.0 :iec 
4.2& !ldn .. 

Int. Typ•: .,,..~. To tl.;uc-
Retenti<>n Thee: -4 . 26 i..in 
A.us: 9912,1 col.ll'.lt~ 
Hei qht: J. 9le- • OOS cp3 
Scart Ti.au!: 4, l? ain 
2nd •ria,a:o,: 4.So r.iin 

, .... j 
s.s.s , 

3.•o5 ; . .,.. 
S.OeSl ..... I 

2.e.s 

..... 
~ 

22o5 

,; 20,5 

I , .... 
ll , .... .... 

., .. j 
1 ,0,S 

··""' 
"""'' I 4""4, 

I , ..... 
oo I 

•. 4 ... I ~erocle NAtnff :W1·M·Cl;n2--, s.,..,r.16"'"-•-Re:•iui1-18-M~1·wiff" 
_Proorietarv Info _ Maut•t-72 7 400/3022000,· 

S&mpl& ll'KH!x: 63 
Sa.mp le Ty5": Unknown 
Ct'.!n.cent.rat:ion: 1.00 nc;i/nL 21•5 
Calculated Cone : NIA 
Ao:J. Dat• : .$/30/2019 
A,;;q_. Ti~~ = 9:0l:04 PM 

Modified: "Mo 
Proc. 1Uqonthm: Ju\;aly.n Cl a:uic 
11W"tehin9 t.'.ilctor: 2 
Koise Threshold: 74 . 3S cp!i 
"'•• 't"l\re.ehold~ 311. 71 cps 
,h' u:a. Sl'!o-otM: 
!ep. W'idth: 
Sep. Hei9ht: 
txp . 'P .. t A.1tc1o: 
&xp. Adj. P.otio: 
~xp. V,d, a.tio: 
R1 window: 
bpM:tAd RT: 
U!le Rebt.i~ RT: 

l 
o.oo 
0.0\ 
5 .00 
4 .00 
J.00 

10.0 
• .24 

"" ' U Ynt . Type : Ba9& To aase 
~ R•t•ntlon Ttme: 4 .24 min 
" A&oe: ~73716- oounts 

Hei9ht: 2.l6<: • 005 Cp!! 

$t11r-t Tirn11: 4. 16 ffl1.rl 
BM '1'11:i~: 4.43 

2.005 

, ... 
, .... 
1.7.S 

1'1,6 

, .... 
1 ..... 

, .... 
~ 

,.,.. 

i 
1.1•5 

UJll5 

9.0.4 

8.0.4 i 

70.4 

80e4 J 

5094 ., 

40.4~ , .. L ,...., 
1.""4 

(1.0 -
3.4 ,.e 

-057' 681'11111110: - F H: 'M:397-18-MF,.---wiff' 
S-"'11,imir"""-l ...Himm- --' AIKS,(es) "294.100,,12 100 o.-
sair,pl• lnd•111: U 
Samp l @ Type: Unlmown 
Conc-entc<lti.on: LOO n9/ai. 
Calcul.tted Cone: N/A 
,'(:q. 0,at:~: 5/l0/20 19 
Ai::q. Tlma: 9:01:04 PM 

Nod.ificd: No 
PZ:OC. Al90ritha : Analyst Ch .oic 
J5u:ndring r•(;toc: l 

~ ~!!eT~::~:~~: ct::9~9 c~ 
f ;~·-=~hs: o~oo 

t 
Sep. Hc.a.~ht: 0.01 
llltp. P••k ft11tio: 5.00 
EJ(p. Adj . R•tio: ,LOO 

·~j 
2.4"5 

12•!i 

l.Od 

1 5~ 1 

! 
txp. Val. R•tio: 3.00 
RT W.1ndov: l0.0 -:t•c 
Expect:ed. 51:T: 1 .42 .-d.n 
U1!14!1 Re l ativ• :FT: NO 

Int. l')r't)e: Ba.lie To Base 
Reti:-nt1QI') Tilae: 1. 4l ain 

ii-
I 5&1 

f 1 •-~$1 
I ,,.. 

Ar:•a: ll5!1B88 eount:s 
ll•i.Qht: 2. 79•+005' c-p-:t 
stut 'r"iu: 1 . 24 &in ... ~ 
!Dd Tiae: 2 .0 l !&in 

'"" 
60 e4 

• Oe• 

~ .... 
00 ... .., 

__l lll)<.Jl,,u. ________ _.._ __________________ _ 
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Time.mo 

424 
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UJ 

I 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D: \Analyst Data\Projects\M397-18\Resu1Ls\M397-18-MF1-Final . rdb 

11 ·1 ~N-;.:r .. ~• ~S...,~~~To:::-~F,ii,~•.i~. :!8.:ii?-1AIP.<iF;;:;;1..,.~---~--- ~ -- :ti,_~ ~rm~~ "iiiiJ"-"~,ii,;, ¥_a !iii,~ iE._ '!:£.,_j~~~ 

I
I sa:mp:r~:.2•:fan, 

64 

--4- • r"tl:29300l'447200Dlli 

Sa:mpl@ Type: Unknown 

r ~=~::~1
~c: :~~o r.q/T,L 2001 

11 Acq. D~t•: S/30/2019 
AOQ, r1ac: 9: 10:26 ~11 too 

1
1 

II M.~t'ied: Ho UIO . 

170 , 

''° ' 
"'' 140 

426 
J 

i:,o 
120 ~ .. 

§ 
110 

f 100 , 

:I 452 
376 410 

3112 

eo1 

S.u!Pl• lndeJII: .. ... sanw,le Type: Unlcrl<ilm 

I 
Coneentntion: 1. 00 nq/!!!L ,. ... 
Calculated con~ : N/A 

I""'· Oat~: '5/30/2019 .... , 
>cg. Ti.MC'!: 9: 10: 26 PM , .. , 
MQd.ifi•d: Mo 
Proc . Al9orit~: Analyl"lt Ch.:!:s.ic .,.. 
8Lmchini;r Fac::to.t: 2 
Nohe Th.r••hold: 119.8' ""' 3.0.0 

I I 
Area TbN3hold: $99.29 cp• 
,llun. soootla: 1 , .... 
~- Width: 0.00 .... HA1ql'lt:: 0.01 , .... ..,,_ ..._k RA!t.iq: ~-00 

2.4&5 .... ,.,,,, iatiq: • .00 .... val, Ratio: l.00 ,,.. 
RT Wind o w: 10.0 HC 

8-&x~eted RT: t.26 min 
20.5 U.se Re.Lat.1ve RT: •o f 

ll\t- '!'yp•: l!lu• 'T'o B.a~• i 
1 eosl I Ret•ntion T'"'' • .2' """ .... ,1 

A.nil: .1.0202:3 oount-, 
Hei9ht: 3.Me+-OOS cp8 1.4-S • Start Tillfl: 4. 16 llllll 
E:n.d Tiu: 4.'2 min 1,2'JS 

""1 ..,, 
30 i 

20 j 

10 

I-

r 34 35 _•_• __ •_o_ :i!..~ 

II
. R•itmsti~Te·s:~·::1\2--064' Safflf!telO: ... FIie ·M3ii-18-MF1~ 

jDr-nnrir,f,,~~ _ '>-lta(H )t,21JOOf1961oooa· 
COmm4nl :-

1 Su,ph lnd H.: 64 
J• :iuph Type: Unknown 
, c.cnc&n~r.at:ton: N/A 

I
•. C.tlculated Cone: 0.00 ng/ml. 

I AL:q. Dale: 5/30/2019 
I Acq. Till!.f! : 9:10:26 PK 

Kod.i.h•d: NQ 

140 

130 

120 

1101 
100 

' .. , 

fr 80 
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Project: M397-18 Batch Name : M397-18 -MF1 . dab 
Resu l ts Path: D:\Analyst Data\Projects\M397-18\Results\M397-l8 - MF1-F i nal.rdb 
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, Acq. Dat•= 5/30/2 019 
! Acq. Tiu: 9:19:-4? PH 
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: C•J.C'\llat•d Cone: Z. 80 n!J/1111, 
r Acq. tl~te: S/30/2019 
~ Acq. 'l'ine: ~:19:41 PK 

~ Modified: Ko 

II ~i~g:!~::: And~y!lt Cl~sic 

: Noise. Th.U:!ih6ld : .38. 17 cps 
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Saa.pl• lndu,:: f.~ 
Saaple Typ•: Unkn~ 1.43 
con~ntr•tJ.on. 1.00 ng/.C. I 
Calculated Cone:: N/A 

' Aeq. Dat.~: 5/:30/2.011 2.-i.S 
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Pi:-oe. A.lqottthn: Analyst Classic 
BWKbi.119 r•ctoc: l 
Noise 1bir•~hold; 123 . 19 cp!S l0o$ 
Area Thre~hold: 619.95 cpa 
, Ill.a . S?>ooth•: 1 
Sap. W1.dth: 0.00 
Sep . .Heiqhr:: 0.01 
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Batch Name: M397-18-M F1.dab Project: M397- 18 
Results Path: D:\Analyst Data\Projccts\M397-18\Results\M397-18-MF1-Final.rdb 

.l;ia:nple Index: 
l S~le Type: 

CQflC.Oe.tl!iltton: 
C-iilc:ul•t:ad Co:nc: 

I Aeq. D•U: 
, Acq. TAM: 

' 

.. 
11nlmown 

"" o.~03 n9/at. 
~/J0/201!' 
9':29:08 PM 

I ~-odit1ad: No 

11 ::~~g:!~;::;; ~~JSf: Cloiuic 

Nci1t- Thr.Hho l d: H.21 cp.:5 
I At:e a Thr,a111'told: 71.04 cp:t 

,men. Szooth:t: 1 

I 
!hip. Wid th: 0. 00 
S~p . Height : 0.01 
l".xp. Peat Rat1.o: :t.00 

' f'.xp. Adj. R.atio: 4 .00 
I' &xp. V.11. R.slio: 3 .00 
j R'I 'Window : 10.0 HC 

'.I ~!~:::t~~ R'l': 4.2"1 au-. 

ll l.nL. T~: 
I M.etcnttcn T1ae: 
I A.Ta.a: 

He.u;ht: 
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240 t 

I 
22(),_ 

\ 
200 ' 

,.,, 
' 160 ' 

1"'· 
1 

120 1 

100 I 

..,, 

3.fi8 3.66 

3.94 

4.211 

4,715 
.4. Elb 

4.50 
4.10 

. . - ~- -- -~--()---.----,. ---1 3.-4 3.6 3 B •Q 

I I ~fp.o];"i~&'::r~~~~.:;;. . ,;~ ·-rn-im . ..,.-

• 2 .... 48 4.8 5.0 52 
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Cooc.<:ncn1t 1on: M/A 140 ; 4.Je 4.95 
ca.lcuhted Coric: o . 1J9 n9/rL 
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jl t'lodlfhd: Mo 
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' t>tiJ. Adj. Ra.tio : 4.00 
ICq;t. Val. Rat:1-o: 3.00 
"Window : 10.0 ::iec 
ISx,;,ect..id P:T: 4. 25 mir:i 

, UH R•l • tivc RT: l'kt 

rnt. Type: 
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jnr ....... r, ............ , 1...,4=,... jss(es): '"28!11001'176100 a.· 

11 
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'ii ::: ~: ;::; un: own 
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CdculolletJ cone: 2. Q9 ng/~ 
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Aq . Tue: V:29:0 8 PH 

ttodffied: Mo soo 
[>roe . Alqor i t:h a: 1'nilly~L CJ.a~ :nc: 
Bunch.inQ" Fact o.t : 2 
Nol. se 11lce3hold: 39 . J 7 cps 450 
Ana nL.C~.!fhOld: 19D.$3 t;;p3 
, Nuai. sacoth.a: 1 
Sa p. Wt d th : 0.00 
Sep. Haight : 0.01 
~xp. tl()ak ~•th:1: 5.00 
&!'Ip- Ad1 . R111t.io; ', .00 

I !rxpWi~~~t;atio: 1~:~
0 

sec 

I 
Expec.c@d RT: I .ts 
Use Relat ive RY: Ko 

l nl. Tfpi: : Sa a@ To 8.gse 

I 
Ret• nr;ion TiJ.le : 1.4~ ain 
lu"e•: lfl7 4 COWi.~• 
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o,.nn,. io ton, lnfn se(ee): '"637 400f4.47,2000.~ 

S<lllfPllll lndcx: 66 . 
.S<llfiPle Typ•: C1nln01m 
CO?\Centration: 1.00 r..g/sL 
Caleu.lat !illd Cone: N/A 
Ac;:q. 0Ate : 51] 0/2 019 
Acq. '?'ia&: 9:29:08 f'N 

4211 ..... 
3~~ 7 

NO<li.ficd: No 
Proc • .-,l,garit::ht!i: 11.nalyst Cl auic 

, .... 
&.lDCh.inq F•r:t:or: 2 
NoiH 'Thn:fflold: I L9.86 cps 

2.eos~ 
A.ru Tb1e:, ho l d: S99.2q cps 
,~I.Ml. Suoot:hs.: 1 
Sep. Wi dth: 0.00 
Sep . He t ght : 0.01 

2..6-5 • 
I 

2.•--5~ 
!xp. Put R.itio: 5 .00 
Exp. Adj. Rotto: 4.00 
Kllp. V.s.l. Rillt10: 3.00 
KT WI.MOW: 10 . 0 !ICC 
l'.~ted RT: ~.26 • in 
U::,;.c Kel,uiv~ n: Pio 

Int:. T~: e.a:te To Bil :1e 
Rete-nt;ion r1~ : 4 .26 rtin 

2.2o5 

§. 2.0a5 ! 

i 1Ra5 ~ 
I 

I 1,EleSi 

1..£N.: 925 q50 ootmt.s 
MCJ.ght:: 3.58e+005 t."P:1 
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I
. - . G 2.Q29.Pre 1 ~1e1r- F,te· ·M.39MIS-MF°1 . ..-..fF 

Orf'lnr icfon ,cilni!,': a.( M)' "727 ~.2000a· 

S.ciple lndeic: EiG 
S.ariple Type: Untn uvn 
Cone~tration: t . 00 nq/aL 
C•J1;:W,dM. cone: HI A 2 o.5 ~ 

~: ~::.:~ !(~:~~l=N 1 9115 ~ 
Mod.i..fied : .. 1 8e5 ~ 
Proc:. Algoxit:hro: Nu1ly11t:: Claulc 
Bunching factor: 2 
Noi .!le ?hus h.old : 74.3S c;p.!f 
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1 1.s..: 

18eS ·I 
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Sep. Wtdch: 0.00 
S.p. Hc.1ght; 0. 0 1 
?.itp. Peak R.iit::io : .S. 00 
E:xp. Adj. JU,C10 : 4.00 
g:q, . Val. P..at.10; J.00 
RT WJ.odow: 10 .0 
Sic,pecced RT: 4. 2.f. ffl.ln 
Use Relatlvv, RT: No 

Int. Ty~: Ba•• To aa!la 
RGt9n t ion Ti~: • .24 
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N/ A 

S/10/201~ 
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, Ni.a. Saoolh..!f: 1 
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Sep. H•i.g h t: O.Ol 
Exp. Peak Ratio: 5.00 
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!xp. Val. R•tio: J..00 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397 -18-MF 1-Final.rdb 
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Kn.d Ti*: 4.42 

3.8 3.0 ,o 4.2 '·' •• •• ... 5.2 

§ 

f 

~o,oj ..... 
3.tle5 

I 
34•5, 

s.2,es .. 

3.or.d .... 
2.S.S 

2. ... 

2.2'5 

2.015 

, .... 
1,8c5 

1 .... s ~ 
, ... , 

·-i "·""' 
"'"' 
'·""' 
2.0.4--' 

o.o-
3.< 36 .. 

,.,. 

•.2 .... 4,8 5.0 11 

l ~=~ , F-;i;--,..3,9,.~ Tiin,,miQ - --- 1-,,.-:::======---, ,ost 1W S1mplillV•':-ft.:'fA3~7-1~FT~ ,--! I!!1!1JlolLllrnill(DL,. _____ _ 

11 ""'- .:..:.::.;.;.;:.=c:...._, , 
j Sa.ple In.ct,e~: ,, 
•. Sampl e T~: lJnlmcvn 

C:oncc.ntr&t.1.cn.: NIA 
4.24 

C<1lc:Ul.a\.4MI C:vcic;: LJ.O nqlir.J.. 

I 
Ai;q. Dat e: S/30/2019 
/\cq. t1111e: 9:38:29 ~!'1. 

I 
etodi!ie<i: No 
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,NU:,,.. Soooth11 : 1 

I SIIP. Wi.dth: 0.00 
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I 
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A«:1: 619811 counts 
Hc:i.9ht: 2.35 e+ OOS cp.s 
st .. ~c 1':i.M: 4.17 Ill.in 
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U:,0 Relative. RT: No 
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Stut; Tu:te : 1.ll Din 
Sm. ?i.a.: 1.72 aln 

..... 

3_0o41 

2.5114 1 

' 

, .... 
5000.0 

, l,!odifi~d: Nu 
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Retention 'l'iDil!: 1. °'3 
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Project: M397-18 Batch Name: M397-18- MF1.dab 
Results Path: D:\Analyst Data\Projects\M397 - 18\Results\M397-18-MF1-Final.rdb 

I ~~;;: ~:r ... ~•moM 10 - fi. -~7-11>MF1 .... 
1l _ PJ_~~~ ·-- Maw(ea) S'2'9300/44720CIDa I , ,.., n -

! 
Supl IP! lndt!x: 68 
$uipla Type: lJnk:'IOwn 
C:onc1N1tuti.on.: N/A 

I 

C'.alculatc:d (':QrK; 0. 326 ng/..r. 
ACQ. Dac-e: S/lC/2019 
Aeq. Tir.MI: 9:4'7:52 PM 

Modified; N'o 
t Proc. Al9orit:h m: A..,.tlyn Cla!uic 

Bunching Factor:: 1 
No.ue Th.rlil.s-hold : H 2l cpa 

I JU:e.a Thte~ol.d. 1 l. 0 4. cp3 
,lfUt!I . SILl)OthS 1 

1

1 Sep. W.1dt.h: 0.00 
S•P· H.ei.~t· 0.01 
!!:xp. Pe.J:k Ratio· 5 00 
&xp. Adj. RAtl.O: 4.00 
&xp. Val. Ratio: 3 00 

l RT Window 10 O 

I ~:e:!~r:~!; ri.t: ~02 1 

lj '"'· ,,.., 
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Conr.9ftl C"iltlel'll !+/A 

C4~ ! ,n.-,.s C'.!.!l"..:::: !LUO n9tffl1. 
,-.C4. Cia.te: 'IJO/lO'l'J 
Acg_. ~1.&1:1: 11:n:u PM 

310 

300 

200 ) 

I 

,soj 
100• 

I 
' 

]- ,--·~ -~--~~-~~ o.e o.e 1.0 1.2 1.4 1.e ,.a 2.0 
--1ft..n;n 

f I lfrt~t:tirY'frltonjft::: -~,-~::::1~~~MFf ~ 

... 

5.0 52 

Suple Index· 69 
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S•p. H•.-.qht: 0.01 
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lltp. Val. Ratio: 3.00 
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Batch Name: M397-18-MF1.dab Project : M397-18 
Results Path: D:\Analyst Oata\Projects\M397-18\Results\M397-18-MF1-Final.rdb 
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Cal culated Col".c: < 0 
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R.1u:.•nt.1on Tine: 

Base ro Base 
4 .26 nin 

lll counts 
l - l 6e+002 cpa 

4.19 m.in 
4.29 lllin 

.. j .... <AO 

An•: 
ii Hei9ht: 

11 ::,,:,::~, 

I 

.. , 
:i 
50 

40 

30 

20 

10 

365 I 

379 

3., 3.8 38 

'it' =-s.n, • N•ma "01~43' Sample 16 ·• File: 'M39718-MF1 W.fT' 

I 
Pr n nr iPfArv M_--Cn); '72t.300t296.100Da" 

Saq,l.c huiex: 69 
.S.aap le T~: Un.kncvn 

I· ~~:;!~!;1~c: 
1r A-=q, D•te: 

Aoq, t':i.ir.e: 

N/A 
0.00 

S/J0/2019 
9:51:15 PM 

•o 

,.,,,,.,. 

ii-

f 

150 1 

I .. 

I 
130' 

120 • 

ttOj 

!00 1 ... 
I 

"°' 
70 , 

00 

50-

'° I 
"" 
20 j 

10• 

oL ·3:. 

3.67 

3.56 

I 

3S 

3.85 

38 

40 4 1'1 ·HI 

'72 

I 

•27 4.47 

I 
-4.13 

4,0 4,2 ,4_41 4.8 , _,, 

==-==-.::--- -I,.•m:t...,..min~- - -

1!1 

S...... N;une "'015-M-Gp2-043" s."""'IP'Pfe 10 .. - FIie •r.m7-18-MFI •fr' 

jDrnnr , nf'""ln l lnfr. r:.&f•~ "236100/176 100 Da" 

.$,MJ1le In.clex: 69 
S-.;il • Ty~· UP.tno1m 
Cooee.l\t.c:•t~~- H/A 
calc:uh1-ced Cone. 2. 35 n;/m.L 
Acq Date: 5/30/2019 50(1 4 

Acq. T.uc.e: 9:57 1S f-11 

Kodit'1ed · No 
Puc. ).]9oru:h!I.: An.illyat clas•ic 

, Bunching ra.ctor: 2 
l,loi,:c th.r;e-7hold : 38, J 7 cps 

' .-..rea th.r~shold: 190. 63 cp!i 
, ~- Smooths: l 

, Sep. VJ.dth: 0,00 
:sep.:tteit,lht: 0.01. 

I::: ~;~ ::~~:~ !:~~ 
~ Bxp. V.al. Ratio: 3.00 

RT 1)1"lndcn•: 10 . 0 
I Expected RT: l.4'S min 
I U.s. Rel.«ti.vQ P.T: No 

Int. t'ype: 
Retention Ticl•: 
Al'.••= 
Mei9ht : 
Seat:t Tillll!: 

I End -r1.u,: 

ft.ts• 1'o Base 
l..O min 

926 C:QWl t S 

l.lh1 • 002 cp!! 
1. ofO lftL--. 
1.51 .m.ira 

450 

I 

300 · 

' 

200 ~ 

100 

50 02 

.... 
I 

, 5.03 

! I 158~'%3lB1~ "'}M,~-:; ~~~:;:\'~~,.,, .... 
~ S&Xple Ind4;c: 69 

Suiple 'I'~: Unk.nbwn 

r 

Cortc.ncration: 1 .00 l'lq/111L 
Calculated Cone: N/A 
Jl.eq. Dllt:•: !./30/2019 
Ac;:q. Ti..iu::: Sl:5 7:lS P:1 

l"lodifhd: No 

I Proc. Al.90rit:h!11: AA.a.l.yst cl. a uic 
Bunch.in9 r•c:tor: 2 
HCIUle Thruhold: 119,flf. cps 
Mea Tht:ellho l d: S99.29 cp~ 

32 0S~ 

, lfl.cll. 5mooth3: l 
S•P• Width: 0.00 
:S•P· Hdght: 0.01 
EXJ>, Pt1.alt ,-.ac:io : 5. 00 
Kxp. Adj. htJ.9: t. 00 
F.xp. Villl. Jt..it.1.0: 3. 00 
Rr Window : 10 . 0 
Ex~eted RT: 4 .26 min 

I 
Us• Relative RT: Ho 

Int:. Type: Base To Balle 
Rll!"tention ,.im•: 4.26 
Aru: l016234 COW\U 

2 .6e5~ 

, .. sl 
i 2.2195! 

r ,..,., 
_!; 1 a.5 -

I S.5 ! 
Heigbt: 3. 96e • 005 ep!i 
Sta.rt TiDe: •. 18 11;1.n 1.ws, 
ew;1 1'1.!M: -'1 .~-'! ll.in 1.~51 

1 .Da5 , 

6.0.4 

8.0M • 

'°"'' 
2.0o< 

0.0 ... 38 

Sa:1ple lnde: ~: fi9 
Sar:aple T)IP9! Unknow:,, 
coccentrat:ion: 1.. DO ng/oL 
caleul&ted Cone: tl/1'. 
A~. Date: ~/30/2019 
Ai;-._. Tine: 9:S7:1S PM 

' 2.0.S .f 

' 1.9••1 
"ocUtl.i!: No 
Proc. '-l.qo;;i.u.tlw: Anolyst cla~sic 
su::~hiDIJ t' •ct:or:: 2 
Noise Th.u 1sholdi 1• .35 cps 
AN• tlu::-hold! 'l"H.T7 c;ps 
,Mum. smooth:, : t 
S~p. Nidth: 0.00 
Seep. Helght:: 0.01 
1!::tp. Peak R•t.io: S.00 
tr.p. Adj. Ratio: 4.0:> 
1'.;11;p. val. Ratl.o: 3.00 
MT W:indow: 10. O a-oc: 
R:cpecte-d RT: • .2 4 a.in 
uae Rel•tiv• Rt': No 

If'lt . Type: Du•• To eo.:ie 
Ratent1on riaa: 4. 24 ain 
Ar;ea: 551696 co1,me.!l 
lcl•iqht: 2 . lOe..00S cps 
St.a.i:-'C Tlae:: 4.16 Min 
.and tim•: -4.58 r.dn 

1.8&5 .. 
I 

1,7e5 1 

1,6o5• 

1s.s l 

1 . .ios~ 
1,3oSJ 

' 1 205 · 
It , 
f 

1.1.S • 

i 
10,S < 

9.t.• 4 

' &Oo<• 

7,o.• . 
s.01,• j 

' 50M ~ 

'·°"' 
3.0o< 

>.Oo< 

1.0M ! 

0.0 ' 
3.4 36 

~ Nam.. "015·M -Gp2-04J' $a~ 10-... rM•: 'M397-19-Mf1 wir 

le~r-:r~iofoni l~f .n I Mas5(•) · "2M100/1021(X)Da" 

5~1• lnda~: 69 
5-a!'lple '?'~: Ur.tnuvn 
Coc.~ntr•tion: 1. DO n9/~ 
calculated cone: ti/A 
-'Cg. DAU: 5/30/2 0 19 
.1.ei:z. Time: 9:5'7:1S ll'N 

Jiodi.ft.ed: Ho 
Ptoc. . A\qari.UIII: Anal yst Cla.uic 
8uncb.in11 ?"ai:;toc: 3 
:Noise 'i'hc•~hol.d: ]l3.19 cps 
AN.a. 'fhresh.old: 618 .9 S cps 
,Num . SDOoth:,: l 
Sap . W1d th: 0.00-
Scp . Htiloht! 0.01 
isxp. [>eal Ratio: S . 00 
~'-P- Adj. Ratio: 4.00 
txp. Val - Ratio: ).00 
RT WindQlol": 10.0 sec:: 
P.xpec,;..:I JI'!': 1.u min 
Use Rel&tiv. RT: No 

Itit. Type : Bue '!'a Plue 

I !;!:~t=t.an '!'t .. ~3039l;·43 co-~: 
He.i9ht; 2 , 7 le+O:>S c.p:, 
St• .n 1'tac: 1.2,t a.in 
KTJd tit1•: 2..1~ llin 

I 
2.6e5 • 

2.4e5 .. 

=• ' 
20.5 -i 

1 &t:5· 

I ... ! 
8- : 

f 1 ,a5 j 

I 1.2•5 ~ 

' 1 0.5 j 

I 
8-0e4 ! 

38 ,o 42 4.4 
TIM.Jrin. 

... 
•• u s,o 

~~ 4.2 .... ~ --s,o 
__ Iime_...,..,._ __ _ 

U3 

5-2 

,oo I 
50 : 

J 
0.6 ~-1,0 

I 
"°"'j ..... 
2.0o4• 

0.0 
0.6 0.~2 

-
------------" -_ -_ ~_--------~---=_1_2.....Jl,I{ ....... ,_, • __ 1_ .• __ ,._o __ .. _. _ ,._•_. _______________________ _.-JIWl.__· • u • I nwm ~ 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~ mo.~ -· :oscrsamp1e~Fflo 'We~ 
1 - ~t,:,n, lnfl""'I ••lll(••t"6~30Dl447200Da" 

!I S-ampb Tnde• 10 
SW4>l a Type: Untno..n 

:1 Concentnum: N/A 
~ C.tlcul.atc:d Cone: < 0 

AOq. oat:e: S/J0/2019 ,.cq. Th:e: 10:06: 40 ffl 

Modi!.i.~d: No 
Proc. Algorithm: Aooi1.ly:11t Cl.a.s:11.ic 
P.unching ,act.or: 1 

I Noin thruh,.,ld: 14 .21 cp:-1 
I Al"H rhn:iihold: '1 l. 04 cp:t 

,Hull. SIIIOOi::ha: 1 
Sap. lrl.dt.h: 0.00 

' .Sflep. llitl.ght.: 0 .01 
£xp . (-.a.k Rati.o: S.Ot> 

J 

flarp. Mj. Ratio: 4.00 

:?;.,.~!;:.Rati,o: 1~:~0 sec 
sxp.-c;tQd RT: 4 .?7 m i n 
Use R@l.11ttve 11:T: Ho 

1 ~=~~n~r=: Tille: 
I\J"lt,J : 
Height: 
Sta.rt Tl.IN: 
EtrJ Ttd: 

""'•• To Baa• 
4.25 mtn 

289 ~'0W1l~ 

1.Ue+O0Z ~ 
4.20 •1n 
4 . 28 -.:in 

2101 

=1 100 

170 ~ 

180 I 

'"' , .. 
""' 

; 120 

i 
110 

100 

"'! 

.... 
I 

""' :[ 3.70 

'10 .. 
~l 

3.8/ 
4.01 

•• 30 3.K -40 

-. , • 1 ---., u ,()50" fum pl•lcf - Fila "MW · 16•MF1w.tr --
pr~Or iP.f~HV Info ;!'••'fl) ~,21~ 1000 . .. 

!llUfr?U I~t 70 
S~c: "l'V(),a: tJn fm~n 
(;oncentru:ian: N/A 

j ~~u~;~ cone: sn~i;~19 n,;,/n;.. 

I! .Aoq. 1"1r.1o1: 10:0,:40 l?H 

Nodifittd: no 

,.,,, 

110 

100 

90 

..,j 
' 

~ 7Uj 
,; 

j 60 

3.79 

50 3.00 3.90 

30 

,:o 

' 101 3.44._ 

U oL....- •. ,- . n :u :i.e 3e 

'11 0::iim,•c Nz:mc 'YU"'·U-Of -050" Sa~e"i~Fii.-=il39~1 w«' 

I !D r-nnnofan , _litass(cs) ""261100(176..1000.-
COIMlllftt' J ~-

' s.mple ImJn· 10 

I S411ple Type . unk.tiovn 
Ccmc Mtrat1on· N/A 

1 Calr:ulatt11d C,::,f\~: Z S4 nq/lDl. 
I~ Acq. IH.te: ~/30/2019 

A...q. 'fiM: 10:06:40 P?i 

,1 Nodihed: No 
'I Pt:oc. A19c,.clt:hm: Analy.st Cla!!i~tc 
• 'Bunchin_o f'c1clo.c: 2 
I Noise 'l'hre3hold: JS. 17 cp.:t 

li ~:-~~~= 190.~3 cps 

~

. Sep. Width : 0.00 
t ~"P- H,nqht: 0.01 

&JCp. PH.It Rat:~o: 5.0D 
~~- Adj. R• t:1.0~ 4..00 
C,q:i. Val. Ratio: J.00 

ii :~~~~ow~: •~:~!i !i~ 

l
j U5e Rel4Li.v e in: No 

l Int. '1ype : 8 1.se Tc, Ba5e 
R•~cntion T:1.ae: 1.45 lllin 
Me.t: 1138 COU.'ll!I 
tte19hr: 2 . 6Be+OOZ cp:s 
St-art u .. , 1.39 ctln 

, End Time: J .S4 

:i I 
'"' 
300 

200 

ii 200 ., 
240 

I 220 
!, ,ool 

'"'1 
160 

140 

120 

100 

00 

60 
40 

20 

0.6 

'·" 

.... 
.... 

/l 

I 
I 

.. , <'• 
T@J'l'ln 

,U17 

I IPi§£1f~ta.£l&sf'.J":~!~!;~~~-w.,..,. 
S~li! Jnde.1t: 70 
Sa11ple Type: Unknown 
C-onC4fltr:•tiQ11: l, 00 ug/o.L 
Calculated Cone: NIA 

4.83 Ac:q. Dat4: S/30/2019 
Acq. Tine: 10 :06 :40 PM. , ..... 
Hod.J.ti&d: No 

4.70 Proc. Al9ot1t.hm: Maly:,t. Cl.-:s:s1-c ,1 .. s I 

4.01 

I 
I 

•• 

467 

ls 

Al!n('"..htn.g ract.or: 2 
N"ot.,i• Tt-ir • "'t.old: 1 UL 9 6 cps 
AcH ftue:,bold.: U9.29 cps 
, 8WII, Smooth:,: 1 

J...0e5: 

18oSj 
Sep. Width .: 0.00 
Se,i. Heiqbt: 0.01 

~ :::: !:j~ ~~i~~ !:~~ 
tl!Cp. Val. R.1tio: ].00 
AT Wj ndow: 10- Q 
Bxpected RT: 4.26 min 
U3tl Relativ11 RT: No 

ln.t:. ?~: R.J..!IC TQ 1\-,'°',e 
Relent.Lon Time : C.l6 lTl{ll 
Are.a: 997429 oount-3 

.... , 
2 ... .. ~1 ! 
2J)~5 ,; 

I .... 
li'JG5 

Height: 3. 86-e• OOS c:~ 
~Ui:-t Ti .. : 4.15 ain 

, ... 
Erld Time: f.4"1 :• .in 1 1°G.5-

I 0.5 

ij1"• 

aa., 

• 064 

00 .·. ... ..,.-,, , 
-

1 

s.l1tf)leN11,,. · 01~=M-:Gp>-lv..u- 64:;;;r;To-=- R1. ·MJllM&<Mi='f~ 
Prnnr ic t~n, ln fn Ma~110:li) 1"l'l40Ml12.2Q)0 11• 

3-ah;ple. lnO..ef u ·10 .... 
I 
,..•.9e 

.... 

,5.06 

6.15 

..• S.O 52 

~~J.• TYP-<11• \Jr\k.l\iJIUfl 

concentntion: 1.00 ng/.i. 
Calculated Cone: NIA 
Acq. Dil~~: ~/30/2019 
Ju::q. 'ft-.!: 10:06:fO PM 

Modi.Chd: No 
P&oc.. Al90•i.tm: Mdy:1t Cl.as:,ic 
8unchlll9 t".acto.1:: 2 
Noise Thre.a.hold: 74.15 ""' Ar•.a 'n'lre:1hold: J1l.17 cp, 
,Nu.a. Smooth.s: 1 
Sep. V1.dth: 0.00 .... Ht11.9ht: 0.01 -· Peak Ra.ti ... : S.00 
&xp. Mj. R,1tl~: 4.00 
llxp. Val. R,u:i,o: l.00 
RTW:~; 10.0 HC 
ijxp.cted RT: 4 . 24 ow, 
11.se Relative RT: No 

Int . Type: Base To aue 
ke-ren~ill!ll T~: 4 .24 min 
Area : 55~120 eour,t:,, 

::!~t:;:1.s-c: 2.08r~~s ~$ 

&nd 'rime: t ,'lO llin 

$.-pl• Indu: 
S,uple Type: 
coneentc-ation: 
C&lcul&t:ad Cone: 
Acq. Oate : 
AOq . Tl.c~ : 

Unlnowu 
1.00 r1i;,/cil. 
N/A 

5/JC/20lq 
10 :Cli: •O PN 

Modi f"tad : Ho 
Proc. A.lqori.tha: Ana.lvat Cha.s ic 
Bunchinq t"actor: 3 
Noise Threshold: 12)."1~ cp:!1 
~•• 'rtu-.5hold: £18.95 qi.,_ 
• Hu,a, .S.ooltu: l 
Sep . ..,,id Lh: 0.00 
S•p. Height : 0 .0 1 

f :::: ~~ :.::!:~ : :g: 
~1tp. V~l . M->t.io: "3-.00 
RT W\ndow : 10.0 ~e,c 
£xp,ectad RT: 1.42 m1n 
Use Re l &tiv,e, RT: ?:o 

Int:. '!'~: O•s• To M-,s• 
R•t:•nl:ion T1-: 1. 42 -J.n 
Are.:a: l29.LS2._ c:ow1t.:, 
J•ci9ht: 2.591!"• 005 cps 
Sta.rt TiM: 1.23 min 
&¥:I Tl.M! 1.9"1 

1.9o5 

, .... 
1.7•5 

, .... 
1,5"5 

1 .... 

, ... 
§. 

12,S 

' 
i 

,.,.s1 
, 0.5 ~ 

} 
90,4 

I 

"°'' 
TOo• 

"°" 
S.OH .. , .. 
3.0e .. 

2.0e4 .... 
oo l 

3.4 3:6 

2., .. 1 

2.2'6 

2.0.S 

1.&6i 
I ,...,i 

'5 .... l 
I 12"5 

1.0,S 

,.,.. 

8.0c4 -I 

•Oe4 , 

2.0c< 

• • 

3 .e 

7 
4.26 

.., . 

•.o •.2 •.•--«" .., •"i - s'.o s':i 

U2 ~7 
I 

u, ,·a 2.0 22 2., .,I ;--;,;c- ~ I 
~a 1.0 ,.2 1.• 1.e 1.a 2.0 2.2 2.4 ------------ ____________ n,-.Jlll),__ _______ __,_. 
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Project: M397-18 Batch Name: M397- 18- MF1.dab 
Results Path : D:\A nalys t Data\Projects\M397-18\Results\M397-18-MF1-Final . rdb 

j C ;'. 7;:,;_ 1-007" ••- 11> - FJ, . ._i: 1 ti,i,1._ 
l~~~tl8£:,J£illll-l "l' "62!>.""1«7200 o, · 

Supl • l'ndcx: 7 l 
5a..,le TyP• : ttn.lcnC't"Jr\ 

I 
Ca l c:ulat.ed Con.<:: 0.00 n9/ml. 
kq. D-1\te: S/30/2019 

I 

cene~n:tration: N/A 

Ac;q . 'N.~: 10:16:0:l Pl( 

,I t-'.OOificd: No 

240 

I' 
:I 
'! 

200 

""' 
'"" ,.., 

§ 140 

€ 
4 .. 

ti 120 4.2• 
! 

100 
4.36 

.., 3,55 .... 
•. t s 

4.0:, 

I 

l ::: I:, :»:::t:;,ti\!q' ~ ..... ll>~"M307•10. MF1:W,,,­pl2~~f~w~ J Mw(M} "831AI0/447.1()00a~ 

sampl"" rnclut : "11 
S~l• 't"ype: Vnkno w.n. 
coocentntioo: l -00 rtg/r.L 
Calculated Cone: N/A. 
Aeq. Du.e : 5/J0/20HI 
A~q. Tf.M: lO: 16:0J P" 

..... 
NodiUM: No 32"5 
hoe. A.lgor1.t.hlll: Analy s t clauic 
Bunch1.n..; ractoz-: 2 

..... 
Nob• '[h,ce:,hold: 119.B& c:ps 
Area Threshold: 599 . 29 c=:ps 

,. ... 
,N'WI . Sff'.OOtb~: l 
Sep. Vidt.t,,: 0.00 
$cp. H•igbc: 0 . 01 
t-... l'c.ak R.u:to: S .(10 
£xp. Adj . ,-,1t10: 4 .00 
£."q>. Val. :R&tio: J . 00 
Rr Window: 10 . 0 
£.~ctcd RT: 4. 26 nil n 
CJae Relative Rt: ~ 

Int;. Type: Base To 6an1:1 
Retenition 'J"1me: 4.26 

,. ... 
..... 
2.>.0 

~ , ... 
,; ..... J 1 .... 

An,,o: 9B 4 624 oounu 
lidgbt: J.10c+005 cp,s 
Start '[ i.M: 4 . 16 ft.in: 
&td '!i.Jr.e: 4:.l9 r:d.n 

, ... 
1.2e5 

, .... 
..... 
6.0e • .... 
""" 

4.28 

~I 
3.4 ... ... 4.0 42 .. • '.6 •:a-S~a ~ 

0 .0 
3' 3.8 ... 4.0 u 4 .4 4.6 ~52 .. Nam., "Ots-M-G 2-osr S•~t lO~-- A:i:•i~'fii,J_F~ 

_..n,,., 

Cwmitnt - AnnOCM»n .... 
M) , •nt .SIJCW296100 ();t' 

,upl• tmkx: 71 
:SUIPh ,-yp.: Ul'ltnOW!'ll 
CotlC@ntrilt.ion: N/A I 

I C~c;uht9d Cone: 0 . 00 n9/f'J- I 
Aoq. Date : S/30/2019 130 j roq. TuH, to,16,0J PM 

120· Jtodj,fa.ed: No 

' 110 i 
I I 

100· 

90 ; ,ue 

! .., l 
;;. 

I 
70 1 ,., ..,, 

uo I 

.. I I 

.. ! 3 .7.4 

}_1 
34 3.6 3.8 

III
Proprietary Info 1- ,0,-· •11, ·"M397-1a. MFr.::lf"" 

~~ ''283. 100t17S 1 co Oa" ,_ _______ __. 
S4mple Ind.ex: '11 

' SWQ)l.e T ype: Unkn.owr1 
conc=:antrat.t,c:in: ti/A 
Ca.lculatMI Cone:: 2 .J3 

1 
Acq. Oi.te: S/J0/2019 

, J\cq. Time : 10:Ui:03 et1 

I Modified: N O 

ei;Qc. Algotith.m.: Analyse Clauic 

1 
Bunching Factor: 2 

I ::!:•T~~:~~~~: 19~~8i1 
c::~s 

I , t;-.a. 3moothlll: l 
SE'p. Width: 0.00 
Sep. Hdqht: 0.01 
t:w.p. Peat Ratio: S.00 

I 
E)lp. Mj. Re'l;io: 4 .00 
.Exp. Val. Aatic: J.00 
ltT vtndov: 10.0 .sec: 
EJ(pc-ct.-d. R.T: l. .S crln 
U:t• Rel.ativ• at: No 

tnt. Type: 
Retention Tille: 
Areat 
Hei¢1t: 
!i~ar-t: tl-: 
End Tur.o: 

Dan 're;, e,._,.. 
1 . 44 min 

911 count .~ 
2:. 11"1'002 cp3 

1. 40 min 
1. Sl min 

""'· 
& J 
f 

200 

150 

100 

so 

4.0 4~ 

= -=----- --, .-;:~ iii:il.,iiii:::iii3'.:iilliiiIJ~r §'"amf)li 10· _,--,,, .. ,,.-,.,-,M3"•"'1-"10."'Me,F-,.l • .,.-=-- -...JUll!l'-"""--- ­
PrODrieta1V Info -"l ·m-o.· 

4.36 

-t.97 

482 

.... 

... 4.8 ..• so s'.2 

3av:ipl• IOCN'1:: 71 
Sample Type: Unkllovn 
concentz:.ation: 1.00 ng/aL 
calculated Cone;: N/A 
Acq. D11U: S/30/2019 
Acq. Ti.ae: 10: l.6:0J PM 

Hoditted: No 
Proc:. Algotle:MI: Analyst Classic 
eunc:tun-. ?t1ctor: 2 
Hou• ThNt:,hold: 1 t. 3S ~ps 
1U•,11 Thre111Mld; :n1.11 cps 
,Nun . smooths: l 
sap. w.1.dt.h: o.ao 
Sep. Kei91::t1;: 0 . 01 
exp. Pe.ak Ratio: .5. 00 
lhcp. AdJ. Ratao: 4.00 
l,w. v.1. R4tlo: l.00 
R'? Window: 10.0 .nc:: 
fl~t.d A.'T': 4 . 2, 1111..n 
U:H ~•lativc RT: No 

lnt. Type: Ba~• TO !Mist! 
Reuntior\ Ti.ma: 4. 24 
Area: S6486S oounts 

21•6 j 
2.0es 

1.9oS 

1.8e5 

' 1.7e5 ~ 

1- l 1.695 

14o5 
1 .S.S l 

; 

ii-
l ,2e5, 

f 
, ,.s~ 

j 1 o., ' 
9.0M ; 

' Hc.1.9hc: 2.12~005 GP5 
St.a.rt Time: 4.16 
kl.cl f'lNt : 4.37 

..... , 
?.OM· 

; 
80.4 ~ 

1 
50.4~ 

4.0. 4 ~ 

:lo.A: 

20.4 \ 

1 OM j 

0.0 
S.4 3.0 

SMmleH"me "015-M,Qf.Z-OSr Sa,rc,telO:- Fhe: '"M3t7:,8 MF1wiW' 
jPrnnr iPt~rv ln fn I Mast4n) . ~.100,1a2.1000~ 

SllD()le 1:S ex: .: '"i i 
s~le "l'ype : Unkn.own 
Concentr•tion: 1.00 n9/Cll. 
Calcul,;i.t•d C:onc;:: K/A 
Acq. oate : S/l0/20'1q 
Ae.q . T1.me: 10:Hi:03 PM 

I !iOditi.-d: No 
PC'<IC. Algorit:ha: Malyat. ClilSH.C 
&unet,,tnq Factor: 3 
Hoin Ttu:e:Jhold: 123. -,g cps 
Ar'llill Thru1hold: 618. 9S i:p!I 

I 
s:~· wi:;;;h•: 0 ~ 00 
.Sep. He.19he: O.Ol. 
&i.:p. Ped Ratio: .S,,00 
t;iq>. ~:). Ratio: 4, .00 
Eqi. Val. Rat:10 : 3 .00 
P.T Wind9w: 10 .0 
~xpccted. RT: 1.-42 
Use R•lativ• RT: lie 

Int.. Type: B.lx Tc;, l!lase 
~ete.D.ti«.a TiDO: 1. 42 JIiin 
Ar•a: 1286128 oounh 
Ma:1gM:: Z.E.OeiOOS cp.J 
Stai::t Ti..:: 1.21 ain 
snd 1'i&'IC: 2:,03 af.n 

§ 

t 
I 

2.4e5! 

2~5 1 

2.0t5 1 

·-j 
1.&es 

1.4e5~ 

12'd l 
I 

1 Oe5 

..... 
6. ... 

4.0.C i 

2 .... 

•.24 

•• 

u:z 

.,,.J 

-~ l_ 0 ---
0.6 0 1!1 1 o~ 12 1'( . 1.S U 20 2.'2 :u 

I 
0.0 o.e o.e 1.0 1.2 u 1,6 1 e 2.0 2.2 2.4 

Ifroll.1'•'---------.1....--------------- -----....U IPDtJllll.Jm_ 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\H397 - 18\Results\M397 - 18-MF1- Final.rdb 

m•'!Jtt t::r.111&. -015-,',I.Gc SuT11h lO;. - fN. •M397~ . ...... M"Ftcc~~t,.--------------- .. , 1,'f,'"'~~~"'•~-=--~c-',:_M,:,,~-,;._:.~'i."'•~s-'1M-Go>':_"'._"~·"'o;f-...-f~-,S.= ..... =1"e>"'-,....,Fl,::"°,-,' .:,;..,.,;;, ·18-MF\ wwft"' 

lf?~ ,t .... +m
06

G&,:-••': -s29.!00,t.M,.200 aa· 1-§ii";~t+~,ilnJi 1-<••): •e31_«KW441.2000.· 

$,a,ple Iftdu: 12. .S.-q>lc Index : 12 
5.-pla 'l"ype: Unt.ncwn 4,87 ~11-.pl• 'Typa: Untnovn 

1

1 ~~~~~:'"~c: wt o 220 I ~:';~!~!:i~~~<:: !i~0 
nq/111. 3e.s i 

Aeq. o.tt:e: 'i,/3O/2O19 210 Acq. o.ice: 5/lO/2Ol9 
~q. 't'h .e: 10:25 :27 PN Ac:q. Time : 10 :25 : 27 PM 3695 

200 
I l'10d1!1ied: No 
\I ?roe . lUgonttu.: Maly.st cla.ss!.c 

Bunching r-actor: 1 
'. Noise 7:h.ce.shold: 14 . 21 cp:, 
, A.t:e• thtell'hOld: 7.L 04 cp:, 

, tl\.ln . ~.r.DOth.&: l 

!I :::: :!1:~: = t~~ 
~ ::: ~~~ ::~t~: ! :~~ 
•, Exp. Val. R.atto: .J .0 0 
I R? .._.:i.ndoW: 10.0 

lxpectod ~I: 4 • 27 
' U•• Reh ,tiv• RT: ~ 

Ii Int. Type: 
RetentiO!l Tille: 
An-a: 
Hef,g,}'tr:: 

:I St.art_Tu 111:: 
I! ilond Ti.me: 

B&~• To Base 
• .Z~ I.IJ.O 

152 CQUntS 
6.1 £4.• OOl cps 

4 .21 
4, 28 

... , .. 
170 

160 ... ... ... 
120 

""'' 355 ... I 

00· 

70 

"' 
"" .. 
,0 

~L ___ , .. 
3..4 38 38 

,.e, 

3.93 r 
~ •·--, - . - -,,---.- -, ~-----~-

tt,od1.(ied : No 
Proc. Alqcrhhffl: Analy9t ClA!l!lic 
9nnd\ing P•r;tor: 2 
t:ohe '?bce::ih~ld: 119.86 ~ 
ArH Thn :,ho l d : 599 . 29 c:pa 

I 
,Nul'>. SDooCh.9! 1 
Sep. Width: D. 00 
Se)). Hei.qhC: 0.01 
Cxp . Pc-41..k it.tio: 5.00 
g,:p . A,dj. Ratio: 4 .00 
ti;p. I/al, fl:atio: 3.00 
lt1' Window: 10.0 
~EICttid RT: 4 .26 
Use ltelat1ve RT : Mo 

I!"!lt. '!"ype: Bue. To Base 
Rctcnti.on TJ.111111:::': •, 25 ini..n 
Asea: 1D0561€ oount~ 
H•i,ght: 3- ~S.+-005 cps 
Stu:t Tta.: 4.14 11U.J1 

KOO Tl.lll.e: -t.4 0 min 

.... , 
,.,.. 
1~j , .... 
, .... 
, .. ,1 

& ,, .. 
t 2,0.5 

i 1.8e5-l 

1.6e5-l 

1 4&5-, 

' , .... , 
, .... .... . .... 
"'" ..... 

0.0 
-.---34 38 39 40 4 0 -4 2 4 -4 4 8 HI SO S 2 .. 

N•,,_ · "Ot M •064" SMnph-10:- Fia: "M'30M. MF"1,"Mtr' 
n~-~~ ; ~'- ~. •-&- ~n):'721.300'298 .lOODlf 

I ITl8flt - !:on. .., 
, S&r.'4)1• tndex: 12 

Sa,q)l6 '!"ypi&: Un.tna,,m 
Conccnt.nti.on: NIA 

.... 
Ca.leu l ,ated Cone;: 0.00 n9/o,1,, 

l Ac.q. O..t•: S/30/lOU I ;a..cq. T1.ae: 10 :25: 27 PM 

I Modit,od, Mo 

I 

tto 

100 4 ,33 

.... 

.. 
Ill) 

~ 70 
3."6 

f 80 

s 3.02 

so j 3.94 

.. 
' 

401 

.., 

:I , 505 

Pr n nri Pf:::::trv Jn fn •Ntn):-n7,400r.)02.2000a" 

SMlp)II!! lnd~ ll: 
Saapl6 T'y'p6: 
Concentzat1on: 
c..J.c;ul~tvd c;,..nc;:: 
Acq . Date: 
Acq . TUM!I: 

Jotoditi~d: 

72 
Ul'ltr\OWI\ 

1.00 no/mL .,~ 
S/30/2.019 
10:25:27 PK 

No 
Pr:oc. llgoxit.hm: Analy:!lt Classic 
!lw\a"ltn9 !"act.or: 2 
NoiH 1'hc•~hold: 74.3~ cp::i 
Mn Thr:t:-!llhold: 311.. 77 c:p~ 

! 
s:~•w=tB: 0~00 
S•p. H• iiflt: 0.01 
Exp. Peak Ratio : 5.00 
Exp . Mj. R1t1c: 4 . 00 
Exp. Val. Rat1c: 3. 00 
"r Window: 10 . 0 
bp«:eed Rt': 4. l • ~n 
Us• R•l•ttv• R'I: No 

lilt. rype: JS.t::i• io IH..,• 
Retention Time : 4 . 23 ain 
Area: 578354 counts 
Uuqht: . 19etoos cps 
SU . .tt Tlllt': 4.14 m1.n 
Rnd Tiae: • .4S cln 

21•5 ~ 

2.0.5, 

' 1.e.s-; 
1.8o5 · 

t 7•5 1 

1 S.5 -

1.S.5 ..... ..... 
~ 1 205 

f 1.195 

:s ··°"' ..... 
8 ,0,e,4 

7,0.4 .... 
S.0.4 

41.0.4 

3,0$4 

2.0.4 

1 ... 

0 .0 

. ., ... 
h'Pt ato 

4.23 

... 

3.4 3.6 38 4.0 4.2 4.4 4.e 4.& a.o 5.2 3.4 3.e 3.8 4.0 •2 4... ,.e 

S.mp 1eNimt:-"015- M-Op2-054~ S~• 10: - File: "'M387-t11--MF1.vinr 
j• r,-...-,,r ,,-..f.-,n. 1 ] Mass(ee.) '°1M 1Mf 178 1000e'" 

Sax:p1.a. Typ@-: Ul\kn,ovn I
I S.u.p'i.';llli~d';.x. AJIIIJ• ;ih -

concent .u,tiM : N/A I , ~~u~::~ Cone: 
513

~j~~
19 

nq/aL ,oo 1 

: Ai:q. Ti.iu: 10:2!:27 l)f1 

450
1· 

Mod.1-fi•d~ No 

& 
"' J 

cooj 

! 
mj 

I 
""'' 
260 

200 

•so 

.. , 

,0 

' ' 
o-~ 

0.8 0.8 

~ ----- ----- --- - . - Tl,ne,....ttio --== 

I Sa~•Namit.iit5" M-Gp2-064'" ~n- n.:~M387 -1&-MF1wtr" _ __ _ 
.--,, · , , r Ma5aCea)' "294,100il13t 100 Oa'" 
COtnM•nt - ~lion -

5-allpl.e IDC!t!X! 72 
!~le Type: Unl;m;,wn 
C<inc6f'lt.rat:ton ; 1.00 ng/ML 

1 ., 

Calculated Cone: N/A 
Mq. Do1t• : '5/30/20 19 
Ac:q, Ti ne: 10:2~ :2 7 ~ 

Modi.tied: No 
.., .. 

Prc>e. Al(JOt"l.ChM: A.l'laly~c Cla~ .dc 
.!!uneh f.ng Faetor: 3 
Ho\ .H '%'h.u.shold: 1234 79 ep.s 

,o .. 
Aru Thn:,;hold: ne. 95 cps 
, :itul.. Sfaooths: 1 
Sep. flidt:h: 0 . 00 
S•P· 8u9ht: 0 . 01 
Exp. P@ak Ratio : S.00 
£ )tp, M j , R6tl.o; 4.00 
Exp. val. Ratio : l . 00 
RT wtnd.ow: 10.0 
S~ct.ed Rt: l. 42 
U-,c Rclilti.vc P.T: ~o 

Int. Type: ftas• To &al'Je 
Re tention Tb9: 1.413 ain 

.... 

.... 
s , ... J 

f I 
1.2.sj 

Area: 124 5591 ocunt a 
H•tght : 2 . Sle-•0O5 cp., 

.... 
5cart T1!1e! 1 . 2a mtn 
£1\d TU.II!!: 1.9-2 .min ..... 

..... 
,_oec 

,. ... 
, o 12 , .. , e 

_J i'"V,..Jfffl 
, .. 2.G 2.2 .. , 0.0 o .• 0.0 •. o ..• .. , , .. ..• 

Jim,.mi<l 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path : O:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

~ 
~11~ ~•ffllt: :9:!5-M-Gp2-071" ~•"1N ao: ;;= Fi&e: •~7-t8-MF1.wtff' 

jnr~~r•~'- ..... ~ -M n.< .. ): 629.300t4"7.200 O• 
Comm"1t.· · Anno-.,,on.·· 

I. ::t: ~~=~: On;~Qlm 

I Sa ~ e "'-tne:~ p~-l>'f1• $a""°' 10 · - F~•: "M397•t8- MF1 wilf"' 

IE>LClnriPfArv lnfn t"--< .. >-'1D
7AOOr447.lOO o.· 

conoen.trati.on: Ml,,,_ 
~ Calculated cone : a .O?i7 4 nq/iu. 
~ ~. Date : 5/10/201' 
'A,;:q . 'It~: 10:l4:S t PH 

r t!:od;i.fJ.,;d; No 
f.coc;:. AJ.goritha: M..11lyst: classic 
Bunchin9 Pa,;tor: l 

. Noia• Tht:Hhold: 14. 21 ,;;p::, 
' J..N& Th.ca.hold: 71. 04 -cp~ 

, tfl.J.O.. SII.Ootba: 1 

1

8,;p . Vt.dth : 0.00 
Sap. Keiqht: 0.01 
£xp. P•~k l\«tJ.0; 5 .oo 

I 
E;i:p. AdJ. Ro.ti.o ; 4 .00 

l ~xpw1~~~. ~tio: i.t:o nc 
1 11':xp!K"tecl JU': 4 • 27 w.io 
l u~e Relative RT: No 

l
l 1nt. ,,ypa: 

ftet•ntli.OI". 'l'.i.ae: 
A.r•a: 

11 Heiqht: 
. St.rt 1UH: 

&nd 'Tiu: 

l'lase To Base 
4.24 iuln 

441. ei)Utl.U 

1. :n~oo2 i::ps 
4.2.9 min 
4.31 min 

-· 
2401 

100 

160 

140 

120 

100 

80 

60. 

3.7S 4-,12 

337 

.... 

424 ... 
4 .60 

~5.08 

I :-,.4 •·• s.s - 4_-o- ,~2-- .. •• -, . --~ [ 

:ianpl• t:Max: n 
$,anpl• Type: unknown 
coru::entr,1,ti.on: 1. 00 l"lg/fll. ·~·j Calculat@d COC'lc: .,. 
Aeq. Date: S/30/2019 .. ,.. 
Aeq . Time: 1 0:34:Sl fX 

Hodt.fied: .. 30o51 
•=· A.lgonthm.: Analy9t clasuc: ..... Bunching, ractor: 2 
14oi:,• Th,n:-,hold: 119.86 ep, 
Atta Thl"eahold : 599.29 ep• ..... 
,1-"Ulr!, Smooth~: I 
~- Yidth: (LOO ..... . ..,. Md9ht: 0.01 
!;;i,;p. ('e41c Rado: 5.00 ,.,.. 
Exp. .. ,. Ratio: 4.00 -· V&l. R•tir;,: ].00 2.o.5 
RT Window: 10.0 -~ ~ &xpccted RT: 4.2G "'" , ... 
Use J1elatiV11 RT: No ,; 

Iat. Tyi,w: eas1!1 To &aa • J , .... P.•tention TiM: 4.26 min 

·-1 11.r••: 891952 cow,t, 

Haight: J.tJe-t005 cp, 
Sta.c:t TiM; 4.11 min , ..... 
8rul Tim(, : 4 . -15 "''" '·°"' 

80e4 

8.0o4 

4.0. • 
2,0.4 

o.o ~ 3~~ ... 38 

1 Tima..mla.__ ___ ____ 4
11_,_,,,--,...,,===== :11~ ~•::11~;tro,·~ 1~4~11- S.~10 ... F"il&.•~7-18-MF1.'Mrt'" ~ I S.mplilN1mt : "01S-Wj;50)" 1• - ~"""910·• File "M~f-18-MF1 wilf"' 

' - ~r~ nP.ti:icy .,._J1_~!.eu;u> ~21300/2861000. I l'201@1trt"+,....Uw'u'So!'"' j''•-Cn ): '727..40IY302..200D•' 

.S&q)l9 tndc-i,;: 1l S~h• TMa.,.: 13 
S~l,i, Typa: Unknown 4 _93 Suiple Type Unkll(N!}. 
concentrat1.on: NIA Concentrat1,.on. l 00 n9/!IL 1 s. 5 1 
Cdc:ul~ted Con<:: 0. 00 nq/.-,l. 130 1 Calculat ,ed, Cone. H/A =: ~:: ~~~~~~~tl?M ~~: ~~: i~~;~~~~\~ 1 7oS J ''°1 1 .... . Hodi.hed: No C 24 4-•2 11od.Uted: No 

4.70 Proc. Algo.tl thm: Analyst Ch.,is1 c. 
11

Q l ::~~r!:~:~~ ,!.1s cps 
Ar.•.11 Tht:•,ihold;. 311, 11 cp, 
,Num. smooth:,: 1 
sep. width: o.oa 
S!!-p. tt dqh't: 0.01 
Exp. PHk Ratio: 5.00 
ExJ). Adj. Ratio : 4. 0 0 
Exp. Val. R-iltio: 3 . 00 
ft1" Wil'ldow: 10.0 ~•c 
tl("J)<9ct.,d RT: 4.24 cln 
U:H P..elativi: RT; .Mo 

100: 

"°l 
~ 

.. l 
,; "'1 3.70 3.00 

I "' 
so ,,. 

J .53 

4.49 

Int. Type: &as• To r.ase 
Ret•nticm Tiaa: 4.2i41 !tin 
Area: 49J65J c;:o\lnCS 
Height.: l.866'i-0 0S ,;ps 
St.A.rt Tuw: 4.11 llllll 
Ind 1"iJM: ,t,40 

1 5e5 .. 

I 
1,4-5 1 

1.395 1 
1 

1.2e5 ~ 

1 1•5-

~ 1 .Dll5--i 

f ..... j 
i "°"'' J 

7.0l!l>4 • 

' e.o.4 

""1 ~OH 

'°1 
20 

..5.06 
.... 
10M 

r 
2 .... 

10 
1.o.4 

, .. 4.0 

0 3T.i ' ... 3.8 4.0 
00 

4.2 •,4 4JJ •-6 50 S2 3.4 , .. -i~o 

;; l1s&1:f'lfl&16£0,~:.)s;:~~.;. 1~~ ~,.,., .. MF! ..... 

I ~u.i;:,le lnd•x: 73 

IP 'T 
(PrnnriPt'1@n c rM=:~10~~~~~:MFI_.--

COP'll'r,enl'"' !k>n:-

~.-pl• Type: Vn.lmowr. 
Ccno::•ntr ,n .ion: H/ k 
Calculated COnc; 0.00 nq/mL 
Acq. oa.u: S/30/2019 
A.cq. T~: 10:H:51 PN 

j Modttied: Ho 

ii-
f 
f 

:1 
I 

""'I 
400 i .... 
3eO 

340 

320 

300 

280 

'"" 240 

WI 

2CO I 
180 I 

100 

140 

120 

100 

10 

••1 
•O I 
20 
0 . .-. -0.6 0.8 1.0 12 , .. .. 2.0 ~.., 22 24 

G- 163 

!OJ:Jple rnd el':: 13 
SADPl • 'r'yJ,•: Unknown 
Cooc:•ntntion: 1.00 ™JlmL 
C~cu .lated Cor.,;: N/11. 
Acq. Date: S/.30/20l!l 
Acq. "l'UH: 10:34:Sl Plt 

Hi,:,dii!ied.: No 
S>coc. A.lgoritha: 1'n11lyat Claan .c: 
9onetitr.q Fact.or: l 
No.i::i• flu:e::ihold: lZl. 79 cp~ 
Ania Th£•>hold: 618.95. cp!! 
,ltUa . !inootha: 1 
Sep. Width: 0.00 
Sep. Hei9ht: O.Ol 
!J\ P- h!ak Ratio: 5. 00 
'11,p. Mj, R.ar.io: ,..00 
!xp. Val. Ratio: l.00 
RT Vi.nd.QW: !Cl.Cl 
£1';pecti:d R1': 1.42 
Ua.e R,i,l•f'i.V• RT: llo 

Int . TY1)41: ti,11:~e 1'o Ba~e 
Retent.ion Titll8: l.43 •1 :, 
Area : 1 l40G33 Ol;lW\.h 
Mat9ht: 2 . 36eio ,s ~ 
Stu·t Ti 111e: 1 . 29 ai.n 
£nd. TiW?: 1 ,87 II.in 

2.3-5 
22"' 

2.1.S 

2.0oe 
, .... 
Ud.l 

1.7eS 

UI~ 

,.5e6 I 
1-4ild1 

1t ,_,.. 
i ,.;w,;1 

l 1.1.S 

'o,o .... 
6.0e4 
, ... 
8.0t4 

$.Oe4 

4.09'4 

3.094 

20e• 
'oe• 

o.o ... 0.8 
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t.O 1.2 

4.2" 

4.2 
; 

.,, 

4.4 

4 2 ..... .... 0 6.0 ·-5~ 
TlrN D'l!l --------d 

Ul 

'·' 1·e ,. "i'.0-~~ 22 24 
f.i[M am 
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Project : M397-18 Batch Name: M397-18-MF1 .dab 
Results Path : D: \Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

11-1 S mn~ Fcr1"-01-~~....-tO :- F~"M387 -18-MF1.Wofr 

,f _ Dc'°o~_!_a~ no111.,~·~-C••t"6'293Jl)i(U7.2000.• 
I !5.mph 1.nd~1t; 74 

'I Saple "l'yP•= unimo.m 
' CClf'ICMtrat.1on: N/A 

I ~~~:~=~ cone : S/30;2~19 
;; Acq. Ti-.,i: 10:44:1' iM. 

'I Nodi!ied: No 
f Proc . Al.90.dthm: Arully:n. Chu.a.c 

f ::~~i;::~r~: 1!.21 cps 

I Ai:aa TbJ:Hhold: 11.0, cp.! 

I 
• P.l.UI, Smooth,: l 

I ~=: :!::~: tg~ 
f Zxp. h&k R•tio: S .00 
fjt >;p. Adj. R.tio: 4..00 

;, :r7(pw1~: Ftatio: 1t~ 0 11ec 
' ~cted RT: 4 . 27 nl.n 

11 U9e Re-larh1• RT: No 

rn'C. 'l'yp•: eue To Base 

j ;i;~~ ...... , l. id:::~: I ;~";,!!~' : :\~ :~ 

... 
300 

:J 
:l 
1ooj' 
140 

120 

100 , 

=~ .... ... 
"' 
'"I 

3.l!IO 3.77 

4.82 

A91 

.... 
.... 

Sa.mple Index: 
Sample Type: 
C(kh-C.f!:ntration: 
ca..lculated cone: 
Aoq. Dat~: 
Aeq. TirM: 

,. 
Unkm,•,m 

1.00 ng/mL 

"'" 5/30/2019 
10:44 : 14 PM 

Nod.ihli'd: ~ 
Pcoe. il\.lqorithll: Malyst Cl assie 
Bunching F111.ct.or: 2 
Nobe fll.Asbold: 119.86 cp:, 
Area 'l'b.r1:!:5hold: S9S-.29 Cp:11 
,NI.DI. 3aoot.hs: 1 

~ :::: :!~~~: t~~ 
~p. ~•k a.atio: S.00 
lb;p. Adj. Ratio: 4.00 
E,:p. Val. Jiatio : l.OO 
RT W1.odow: 10.0 sec 
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Project: M397-18 Batch Name: M397-18 - MFl.dab 
Results Path: D:\Analyst Data\Projects\M397 - 18\Resu l ts\M397 -l 8-MF1-Final.rdb 
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7 200 °•• 

I 
sanple Ir:idex: 77 s.nupi: '"~:! ::-: Nt11Ull.f.;3C 
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Bxp, i'c d R.aeto: 5.00 
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Batch Name: M397-18- MF1.dab Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MFl - Final.rdb 
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I 
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&mchin9 lf'ar.t:or : 2 
Boi :ie Tb~.,hold: 11 9 . 86 cps 
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&.ltp. V•l. R,llt:io : J.00 
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Ret•n ti.on 1·J.pw: 4.26 Jfd.n 
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Ul , .... 
Acq. Dato: 5/l0/2019 
Acq. ·r i.J:w,,: 11:21:46 PM , .... 
Modi t.1.0: t.o 
~rue::. Al"o.citha: Analy.st Classic 
&.i.r.._'iting f'•ctor : 3 
NQi~ e 'l'huahol.d: 123.79 c.p~ 

2.:1.S 

7' r,iµ 1'hr;-e.3hol d : 6Hl .9!t q:s 2.0.0 
,1t1.a:1. Snoot:hs: 1. 

I 
Sep. Widtl1 : 0.00 
Se p. Helqh"t-: 0.01 
:!:q,. Paa. t. Rat:~o: 5 .00 
bp. MJ. l\atl.O~ 4 . 0() 
&xp. Val. "R4tio: J.00 
RT Wind ow: 10.0 
~pec twd RT, 1 . 4.2 .:dn 
Us• H.111l.i.l ive RT: No 

Ir,t. Type : B•:,e To Ba3e 
Rflted tion TilQD: l.dJ mn 

U!~ 

1 .... 

~ .... 
f 
~ 12.S 

Area: 1333 96 5 oounu 
tteigh"t-: 2 . 67et-OOS cp:s 
Statt 'l'tlM: 1.%9 -.i,:1 

1.0e5 

Ind Ti~: l. 90 JD.in 
8.0M 

6.°'4 

40e< J , __ 

C.0 
0.0 0 8 1.0 u 2,0 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analys t Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

I I ~ a· it ~ij· f£ ~01s-e ... w-s:..,,,....;.;.;:n,or-,:-,.,,~.;-.as,-M.,""1ii»'.C1iaa-.. MWF~1:;.,,;:;·i,'------------n a::::s..1i1Lii.:iii2ifil,;~ol- tllii"-~ .. 1H" .. _ ID, - , .. . .,.,.,_,0-MF1 . ....-
' _P~on ~ a~ r:!...2 !"-i 09t' 829·""""' 7 ·200 """ Proorietarv Info •--< .. ,.,.,,,...,,..,200 0.· HG J n -

s.amph Index: 19 
~le Type: Ur\kn~ 
c:onc•~t:rat:ton: H/A 
C.a.J.c\llaU:d Cotu;: 16.1 n,g/.i. 
>.cq. CN.tv : S/J0/2019 

I· Ai;,q. 1'iM : 11:31:09 W. 

11 ttodi f 1..ci; No 
i' Proc. Al9orith:a~ An£1lysc Cllll,::u.c 
'1 Bune.h.tn.g !"actcr: 1 

11 ~!:eT~::~~~: ?~~Q!
1 c;:• 

j ,NWa. ~moot:M: l 

~ ::: =~1:~~: t~~ 

I 
Exp. Pea k R.at1.c: s .oo 
8xp. Adj. Ratio: 4.00 

- Kxp. vat. R&tio: J .00 

I 
RT' Wind.ow: \ 0.0 sec 

I £w•chd RT: 4 .2? mfr, 
U5e R•h,tivi: Rf: No 

/ Int. Typ&: 
' Ret "ntion T1.r.e: 

( A.J::ea: 

I ::;~\iH: r~ Tia, 

8.a11e To Ba.se 
4.26 min 

l.USO cor..v:.h 
1. 20.-00-1 cp, 

4 .20 .i..-. 
4,34 MU'I 

• 1,., l 
1.1Cle4 

1.0ee4 

1.00.4 _: 

9500_001 

9(XXHl04 

:::1· 
7,00.(lO 

7QOO.OO~ 

!}OOClC.<lOl 

fetk)O"'i ~:::J 
4S0000 : 

<000.00 

"""'"' 3000.(lO 

250000 

200000 

1500()0 

100000 l 

500.00 . 

0()0 

.... 

~.4 3.8 38 -4 0 • 2 4.8 •.6 

Saapl• Inctex: 
Saaple Type: 
can~tratian: 

• Caleulat:~ cone: 
Acq. Oat•: 
Al;q. Ti1M: 

79 
Un~p 

LOO 119/11,1,. .,. 
S/30/2019 
11:31:09 PM 

Mod.if1,ad: Na 
Proc. Ali.,orith.m.: Ju!.11.lyst Cla:u1c 
Bunchlng f'actar: l 
Noi.H! Threshald: 119,86 cp~ 
Area Tl'lruhold: 599.29 cpe 
.NuJn. s~ot~: l 
3cp. Width: O. 00 
Sttp . Hei¢it: O.Ol 
!~. P-Hk Ratio: 5.00 

I 
Exp. Adj. Ratio: 4.QO 
t;xp. Val. Rat,1,.0: J.00 
RT W'indow : 10-0 :ICC 

~ Exp,acced RT: 4 • 26 min I U:,o Elelativ• id': lfo 

Int . Type: Ba.ae To Base 

i 
llet~t ion 'J'ir,,a: '1 ,25 a.in 
.A.L'ea: 1019312 COW'lt:.S 

B~igt1t: J. 9Se+OOS cp~ 
scare Tt111e: 4.15 ~ 
SM Th:.-: ,t.48 :ain 

,.25 

, ... j 
3,e-e5 . 
3.485 1 

3 2•5 ~ 

~ ... 
,. ... 
2.6o5 

2. .. s 

~ 2.2•5 

" 2.0.5 

j 1S.5 

1.&51 

, ... 1 
1.2a:!i 

1.0.Sj 

-1 0004 .... 
2 ... . , 

00 
3.A 3.6 3 .8 •.O •12 44 

' . 1~, .... S8'T1,'!elD:- F,1&.·°lJ3o7-1sMl-1wttr'' __ ..,....,..._ ______ _ 

Prnnr i ,:::.f~n, lnfn Nlan( .. 1·-r21.300f298.1oooa~ l----,,rt')t,tJ3 .;;."'5;,e -f'A,'"z-915-1130$1,H" SemplelC;- He:• M307-18-MFI~ min 
!Proprietary Info j,.,-< .. 1,·m400<l02.2000,· 

maot: • l'IOtlllM : -
Sanple IndEx: 19 
Saaple T~~: Unkn.own. 

, Conce.ntrat1on: 'ff/A 
1 c al culated coo~: 17.J aq/n 

Aoq. 0-Atc: S/30/2019 
Jlcq. Tir:ia: 11:31:09 E't1 

I Hodifiecl: No 
· Proc. Alqorntm: Analyst. Cl • :i~ic 

!unchu1.g Fae.tor: 2 

l Noise Ttlreshoid: 20.59 ,;.ps 
1Uea Threahol.d: 10?.9!. c:p:, 

r' .~. Smooth.<t: l 

fi 
Sep. Widt:h.: 0.00 
Sep. Keigh.t: C.01 

I 
E,q,. Pe41k ~ti.o: S . 00 

' Exp. Ad1. ~tio: 4, 00 I Sxp. Val. Rat.10: 3,00 
R.T Window: lO, D see 

l 
gio;pe,cted RT: 4.2!1 .m...o 
U.se Re l attve RT': No 

I 
Int . Type: S...s• To 8&:118 
Jl:et:ent:iCltl TilllO: 4.24 a.in 

I 
A.NIA! 4206,C COUDt:5 
ftcigiht: \,6ltrt-OIH ep:! 
Sur:t Tiu: 4..17 rin 

1.so,j 
, ... 
,.,.. 
1 2>H j 

,, .. j 
1.0., I 

§. 90000 , 

r::l 
eooo.ol 

End 'rill".11: 4.U 
15000 0 • 

1000.0 

::j 
. 0.0 ~- .-

II -- 34 30 38 _ ~~~m:: .. 8 

1 s..,,,ae Nlfflir'·o1s-"F"..Op2-015-Post tH"~ F"M "M3!l7-16-MF1 lllffl" -- ·-
- - . . - Mase(n); "'2&a 100t11t1 100 o.· 

Convrie,nt••· AnllOtaOCX\:-
1 S4111Ple J:ndex: 79 
' 3-u,ple Type: IJfl.knc)wn 

Con,;:entret:ian: N/A 
C.i1.lcu.lateu1 Cone: 21G. nq/r..L 

r. Acq, O.te: 5/30/2019 
!111.eq. Ti.111.e: ll:31:09 .,:-1 

II MOCU.t.i•d: Ho 
! Pi-ex:. Al.90.rithm.: Ar.,11.lyst Cl&u1c=: 
~ &unehinq ~accor: 2 

1 ~~• T~r::~~!~ : 1 9~~ ei-, t;p~:, 

·l ,Ntml.. :.!ID:IOth:I: l 
·1 Sep. Widch: O.CO 

Sep. Height: 0.01 
&xp. h •k R&t1.o: 5.00 

', t;qi. Adj. ~,;.lr.o: °' -tlO 
~ l!:%p. Val. R•tio: 3.00 
II RT Window: 10.0 sec 

i1 ~==~1:tr~! RT: ~/
5 

!Un 
i 
" Int . '[ype: B•~• To S..,1,e 
1 ReuncJ,.1;,n Tlll41: 1. •S -.in 

I 
,u,_, 
H•i.qtn::: 
St.Ht ?'il'M! 
&nd Tiae: 

JU:369 COW'lta 
7 .09.? • 004 cps 

l.~4 !Iii.ft 

1.61 ~n 

7.0e4 I 
8.Se4 I 
•. , .. I 
5,So<j 
5.094~ 

4.SM j 

I 
~ • ,,..1 
f .. , .. 1· 

, .... 
25t-4 J 

2.0a4 

1.45 

..• 

Sample Ind.ex: 
Sampl e Type: 
Concencration: 
Calc:ulated cone: 
J\c:r,. D•t..: 
;\cq. Ti.De: 

79 
Ul'lk:t"..()IMn 

1 .(10 rnJ/&L 
NIA 

$/3(1/2019 
11:31:09 PM 

I 
>tod.hw, No 
Proc. Algorit:run.: An.aly:!t" Classie. 
8undtlruJ Fact.or: 2 
N.oiH t'hruhold 74 JS C~:f 
Area '!'Meshol4: 311 11 cps 

~ 
5~ wf:~~h:i. 0~00 
.!ep. H•1gh!:. 0.(11 
z.g. h•~ Rat1.o: 5.00 
8.-p AdJ. twtJ.o: 4 .00 
E:,p. V.il. Rado: ),00 
H W.1nd01W": 10.0 
f.Xpect.ed RT: t.24 •in 

I 
Use R.el•tiv@ lt'I" : NO 

Int. Type: Au• 'l"a &ii'!'• 
~ctent.i.on T.uN: 4.23 tln 
Area: 51'2840 count• 
H•ight: 2.12e .. oos cps 
St.art TiM: 4 .15 •in 
&nd. Time: 4 • Je II.in 

•n 
21•5 I 
2.0,5 

1.9e5 

, .... , 
17 .. 5 • 

1 ... , 

1.5-5 

1.485 

1.395 

~ 
1.2815 

f 
1.1.S 

1.0e5 .. .... 
80.4~ 

1 o."' l 
IJ,094 

~""' I 

, .... 
1.0e4 

::I' 
5.0 ~ 0

-
0 

-- 3 .. 4 - 36 :J.& 4.0 4.2 ..... 

.. s a PosttH"" 5.9"1)1111~ -fle:°M'Jgj_1S-: M~1~.,;rwl:_ lfil:ii~(;.t:ciz .. ~: !Muoc••J "29',1()0/162 100D•' 

e !ndilx: 19 
e Type: trn.k.nMm 1.43 

I 
concent.cation: \ . 0:) 09/d. 
CAlculared Cone : HIA 
~cq. ?Mit:•: S/30/2019 28e5 
A.1::<.,J. tta.: 11:31:09 PH 

Hodifi.d: e.io 2.4C5 
Proc. J\J.qorithn : Maly.st ClAS5iC 

t ::~~~~r~: 12~. 79 ~p:r, 
, Mea Thr~shold: na.95 cp~ 

I s::· wf::~hs: 0 ~ 00 
!J~p. :Hel9ht: O.Ol 
I~- Ped: tt.tio: !L 00 
&xp. M). Ratio: 4' .Clo 
Exp. v,d. Ratio: 3 .oo 
RT ~ : 10.0 :llltC 

2.2.S 

lltll.pect;ed RT': l. 42 -.in 
UH Relative RT: Mo 

Int. 1'ype : s..:r-e 't"O B~•• 
RAC!ltl!:.l(I:-\ tiwt: 1. 43 t:lin. 
A.no: 1348212 count• 
Height: .2. 7'1e+OOS cps 
St•ct Tia@: 1. 31 tl).Ln I Znd Time: 1 . 8-4 ll'lin ·~1 ,o .. 

.o .. 

40...t .. 

, ... 
,,~--~ -~ 

0,6 o., 1.0 1.2 
0.0 •.. 0,0 1.4 1.8 1 a 20--u· "2A 1.D 1.2 1'..e Tmm..r,,u _______ _... ______________________ ----I, ..,JllO 
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Project: M397-18 Batch Name: M397-18 - MF1.dab 
Results Path: D:\Analyst Data\Projects\M397 - 18\Results\M397-18 - MF1-Final.rdb 

II ~ -~ 22"1',. flr'So~Fili"" M39f't8-,:!1'!i'r'l:l._;;jf-----====-~=~• n r:i~ iJiio"fi'.m.~~ c '0:2J.!t0~~~ 22~-:P,;.,;;1 ir°~•§ir.:oifl i", -:.:,~•~•.°'i·M-,3lir.r~F1.-·------------.....,, l&jiiliifurifufiln:~u): ~ ~•7 200 0a· PrnnriPt::1 rv ln fn -..CH>: "'637 40()'« 7.200 ea· 
11 5.a!plQ Ind&;.;: 80 S~le Index: ec . 

I 
Sample Type : Unk:-iown <f..29 Saq)l• 'l"YP•: Un).:nowu 

I 
conc11ntration: N/A 3401 concentrat:ion : 1. 00 n;/mJ. 

~~"~:~=~ cocc , 5~j:~~g19 ngl"'-
320 

~~~:!:': Cooe, 51,~/~o,• 
/ Acq. Tin&: U:40 : ll PM A.eq. Tiao; 11:40:31 PM 

I l'lodif1.ed.: 1;0 300 l ModH.1.•t1 : No 
\' tt.i:oc, Algcicithm: kW.ly3l Clau!.c P.l;'Of;. Alvocittn: ~lv.st Cl ,11,adc 

SUnchin9 Factor : L 280, 494 6un c hin9 F,1.ctor: 2 
r n01a11 Uu::e!!hOld: H . 21 ep~ 'V'.ft.1· Nob• Ttlr~llhOld: 119 . 86 Cp!S 
, ~ea 'rh.rii'~h:,ld: 71.04 r.;>.:, ,.,., A.NI& Thre~hold : 5g.q_29 cps 

, Nl.tll. Siuoocl~: 1 , , Nu:::n. ~aoolhs : 1 
Sep. Width : 0. 00 2...0 j .S• p . lrl).dlh: 0.4.)o 

::: ::!t!~tio: ~:~~ i20] :::: ::r:;tio: t~~ 
Bq>. Adj. R.ltio: ·LOO 15xp. A!ii. Ratio: 4.00 
Bxp. Val. 11..atio: 3.00 ?Cl>, exp . V•l. Rdio: 3 . 00 

I Rt' Window: 10.0 $CC &, RT Window: 10 . 0 UC 

~::~~=~~ti~ R't: :/7 tln u ,eo I ~;~t~~ R':": :/6 !Un 

! 
1 j Tnt. 1'YP"' • B.a.&~ To 8d.$e ! 1 BO 

!;!~tion.liZH: ss~·2\cU:!~ 140 

I He.ighc.: 2.7lc+002 cps 

'• ::r~~!!~: ::;: =~ 
I 

""'j 
11l0 

80 i 
801 

'° l 
:1 ~· 

3.56 

I 

38 

.... ln't . Typ~: Base To Bil>tt 
Retentlon Tillle: 11.,26 m.iu 
Ana: 10249 1 6 cour.ts .... Hwlght: J.9Se+OOS c:p,-
St:art: time: 4.17 rain 
:Snd Tl-,: 4. 4J Jain 

'" •o ....... 4.2 "· " , .e •.a so S.2 

a""' I ..... ..... ..... 
3.0e5 .... 
2.6115 1 

, ..... 
§ 2.2e5 ' 

f ~=:1; 
1.S..S 

UeS 

t.215 

1.0.5 

8 ,De-4 

8 0. 4 

• 0.4-1 

2,094 , 

o.o~.,. 3.-4-- 3 .-0 - 38 

.,,. 

I 
I 

i"o ·· 42 "'" •• .. - _.[ 
-50 S2 

1 ........ .... ..... .-~ ..- ..--, ' -­
:1 ff\PN NarM "016..F.Gp2-022 •Pnt ,w -SM1M ID: h .. : RM39 f.18-MFL-.tff" 

I~ Prnnn PfRN lnf n .~NII(•)' R
121300l2961000.--

TlrNrN' n........,,.. .p-;:-,~ S11,.. IO;-- Fil. •1j3Q7=li-"""M°'"1"1~-=- -"'""'T"'"""'·"'"''' ________ _, 

1 :::t: ;~~-u~~~ 

I 
Can.cent:rati,,:.n: N'/A 
C&.1.o;;Uhted Com: · 0 . 274 ng/~ 
A,:;:q Oilte: S/30/2019 
Aeq T:i.ma: 11:40:31 PK 

] =~:1.~~odtM: Ar\6~;:,t Clu:,ic 
Bunehinq Facto.a:: 2 

l ::;:\~:::~~~: 1oi~si9 c:8 
f s:~·w:::~h:,: o\o 
II se-p. Kuqht: 0. 0 1 
i E,W, halt Roi.tic: !.00 

!l ::: ~L ::;!~: !:~g 
1· RT Window: 10.0 see 

gxpt>et • d R~ : 4.2S czin 
U.s• Relat1vl!! RT: No 

Int. Type: 

I 
:~:~tion Tiae , 

fl•i.1:1ht: 
!!tart Ti r.e : 

Ilise to 8.i.3e 
4.26 11'!.in 

6&8 co ui. ts 
J .51•+002 Cfl.:t 

4 . 18 ::tl~ 
4.H 

100· 

150 

140 

"'" 
"" 

.. 
30 

20 1 
3.35 

10 1 

302 
387 

3.?S. 

.. ,. 
4.&1 

I 

o I 
3 -4 36 3.8 •.0 -4.2 ,0 .. 4 .-;;- 4.8 

lr1 -S'J1tlts, NAtm: "91§:f ·C22.0 22~e 1H" Si111rp:.10 • - Fil•· ~M31J7--13--Mf1 .. wffl"' __ Ti~.in _ _ 
: _Proor ietarv Info roe .. ; .. ,.._100, 11• 100 °"' 
lJ Suiple [ 11.dlilx: 80 
' Saicple Type:: Unlm<,,wn 
, Concentr. , t:iQn : NIA 

I. Cal.c.uht.11d Cone: l.07 ng/mt 
AcQ. Dne: 5/J 0 /2019 

11 N;q. Tilllliil: ll:40 : Jl ~ 

1l Mod.Lt:ied: N\'.l 

!I :~:!g;:~~::; ~iyst Cl .ssi c 

j 
No.tu Thrc:'lho ld : J8.l7 cps 

. Jl...rt~ 1'hruhold: UO.&l cps 
, !loiu.. SftootM: l 

, S<"p. ;hdth: 0 . 00 

I .$6fJ. Hi&iqht: 0.0l 
El-Ip. Pt!.1.lc: Rat.!o: 5 . 00 

,, exp. Mj. bt.io : ., .oo 

I 
E:;,q>- val. R,&l.i.o: 3 . 00 
RT Wl.nd.Oll : 10 . 0 3~C 
Expect ad RT: l . 45 ain lj Use Rol.aL1.ve RY: No 

] Int . Type: Sase To ~.1se 
~~t • ntion Tune: 1. ,s !Un 

I A.r~: 1690 COU..'."lt.S 
Height:: 4. l8llt"t-002 cps 
st.r-c: r1 .. : 1.Je ain 

,
1 &M. ri.lw,: 1.54 a.in 

::J 

1501 
! 

100 I 
5()1 

... 

Proorietarv Info Waa(n) . --r27.40Cll302..2.000•· 

Sa:,iple Ind.ex: 
Sample Type: 
COnoff\C.1:".t.Ciut\: 
Calcul•t:M Cone: 
Acq. Oat•: 
Acq . TUM.: 

Nodif1ed: 

80 
Unk,nQMn 

l.00 ng,/IIL 
"IA 

S/30/2019 
11 : 40:31 PM 

No 
Pt<ic. a.Jgoric.na: Analyse Classic 
&unching Factor : Z 
t."oise T h t:e5hold: "14.JS c;:p:, 
Atf!a. Th.t:f>shold~ 171. 77 cp.!i 

I 
,NU! . SIWotruJ: 1 
S~p. Width: 0.00 
S6p . Ketghc. : 0.01 
Sxp. P•~k Rat~o: S .00 

1 Bxp. AdJ. Roitlo: 4 .00 
Exp. Val. Roitio : l . 00 

1 RT W.l..ndow: 10.0 
E>t~Ctl!IO RT : ,.2, r.ii n 
use Re ht.iv& Rt; l,IQ 

ll"lt . Type: e • .,. to Base 
R•tention Time: 4.24 Ill.in 
Arc•: 558808 CX:Wlt3 
J-tei9ht: 2 . lloO J 5 cp., 
Sta:z:t TiI:e: 4 , 16 911!'1. 
~ Tu,e: 4.40 :11in 

! 
Ji. 

j 

2.,.s~ 
2.0.51 
1.9!05 1 

1.81!15--

1.7•6i 
te.~ j 1~1 
1M5 

'""" I , .... 
1.1•5 j 
1 005 

8J)e4 

' 9 .0. 4 1 

'""'! .,.,.. 
5.°"'4 I 

I 

4.24 

= I ~L 
~o s2 h " 3G 38 ._o ., .. ,. 8 ... so ·"'?, I 

N.,._ "01&-F ?-O'l2 -t' r. 1K S•~ 10 - ri1e7 °M39715MF1--;m, __ llmf ,._[!WI•'----- ---, 
Drf'lnr 1o fon, lnfn au.{s)"'?.M 100/182 1000a"' 

~ ~1•' In~•: , .. ea 
II Saq,.le Type: U'."ll:nmm 

I 
COIU:(mlL.tLion: 1.00 nq/rnL 
Ca l C\.11,,.ted Cone: N/J. 
Jlc::q. One: 5/J0/2019 
Acq. Tiu: 11:40:31 PM 

2.2.S 

143 

Modified: No, 

Proc. Al9<1dl:1-i: J\naly.11,t Cln.s,,,ic:. 
Bu m.:b.i119 F•t:lor: 3 2.0.0 
NCl'i!Ht 'fhr•:shold: 123. 79 cps 
".re., Tht:tJshold : 618.95 cp:s 
,N\l.111. Snooths: 1 
Sep. Wu1th: 0.00 
St'p, Hei9ht: O.O l 
exp, ~.t.k Rae.to: 5.00 
b:p. Adj, ltatia: -41.00 
P.;je.i'· Val . Ratie:1 : J . 00 
R·t• ttin(k11,,: 10. 0 
K,rpected P.T: 1 . 42 ain 
u.,. Reh,tive R7: Ko 

Int. Type: &il.iu, To ec1.,e 
R• te,nt:ion Time: 1. 0 l:li n 

····1 
1.aes 1 

I 
it 

1 485• 
I 

t ·, 
1.~5 

f 
A.le a : 1224951 cOUnts 1 0,0 
Height: 2. 4 h+OOS cp.s 
.St•rt tici•: 1. 25 min 
!nd 't'1.-.: 1. 9& min 4.0e-4 

e 0114 

40e,4 I 
2.0M 1 

0
,1._ o.e: o.a 1:0 c> 1.4 1 s ,.a 2'.o 2~i 2' 4 

o.o- ---•• . .. 1J> 1 a 2.0 22 2.-1 
----------L lllt'M I 
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Batch Name: M397-18 -MF1.dab Project: M397-18 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

I 
.!I uf'II "Ot~~sffff" - S•rrfaielD •· File:•i:m1 - 16-~~-

Prnnr iPf~n. , ln fn nJ. "'629.300l447.200Da' 

! :::£: ;~~: Un~ewn 

Cal e'Ul&ted Cone: 1l, 2 n9/m.1, 

l 
conetntrat.1.<:n: N/A 

AcQ. Dote : S/30/2G19 
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, Ac;q . o.,ce. 5/30/2:019 3.S.51 A,;q. ,.,_: 11:49:54 PK 

! Mocl:a.U•d: Nlo 
Proc. Algor1 ttm : Malyst clau,.1c 
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Project : M397-18 Batch Name: M397-18 -MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 
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Kei.9~u:: 2 . 60trJ•005 cp, , ... 1 
$t:.u:t Time: 1.30 "'-" 
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Project: M397-18 Batch Name: M397-18-MF 1 .dab 
Results Path: D:\Analys t Data\Projects\M397 -1 8\Results\M397-18-MF1-Final.rdb 
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I
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Project: M397-18 Batch Name: M397-18-MF 1.dab 
Res u lts Path : D:\ Analyst Data\ Projects\M397 - 18\Resu lts\ M397-1 8-MF1-Final .:z:db 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: O: \Analyst Data\Projects\M397-l8\Results\M397-18-MF1-Final.rdb 
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Balch Name : M397 -18- MF1.dab Project: M397-18 
Rosul ts Path: D: \Analyst. Data\Projects\M397-18\Results\M397 -1 8-MF1 - final.rdb 
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Project: M397-18 Batch Name : M397-18-MF1.dab 
Results Path: O:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 
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Project: M397-18 Batch Name : M397-18- MF1.dab 
Results Path : D:\Analyst Data\Proj ects\ M397-18\Resul ts\M397- 18-MF1-Final.rdb 
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Project: M397-18 Batch Name: M397-18-MF1.dab 
Results Path: D:\Analyst Data\Projects\M397-18\Results\M397-18-MF1-Final.rdb 

l - .-" · ·; ffiJ:40 IO: - Fii:"M397 -1&-MF1 --4,r" f [mifrai.mu1'·~ .. ) "29 ,..,, .. , 200 .,.. 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 
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GLP-Mul tiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

I. METHODS 

Adult ma le and female Beag le dogs (5/sex; 3M/3F main an ima ls and 2M/2F recove ry 
animals were administered week l subcutaneo us sc doses of lProprietary I !Prop! a form ulation of 

Proprietary Info Individual test compound doses were as 
follows P~~prie at 0.400 mg/kg (Group 2), 3.64 mg/kg (Group 3) and 14.55 mg/kg (Group 4) ~

1
<;,Prietary 

at 0.230 mg/kg (Group 2) , 2.09 mg/kg (Group 3) and 8.37 mg/kg (Group 4); and ~~o_prie at 
0.110 mg/kg (Group 2), 1.0 mg/kg (Group 3) and 4.0 mg/kg (Group 4) . Proprietary 
administered weekly for 5 weeks in Group 2 and for 3 weeks in Groups 3 and 4. 

Blood samples for toxicokinetic (TK) analysis were collected from main anima ls at 1 hr 
predose and 1 hr postdose on dose administration days (Days 1, 8, 15, 22, and 29 in Group 2 and 
Days 1, 8, and 15 in Groups 3 and 4). Blood samp les for TK analysis were collected from the 
recovery animals at 1 hr predose and 1 hr postdose on dose administration Day 29 and at a single 
time po int on Days 36, 43, 50, 57, 64 and 71 in Group 2 and at a single time point on Days 22, 
29, 36, 43, 50, 57, 64 and 71 in Groups 3 and 4. 

TK data analysis was performed on the measurable plasma concentra tions of each test 
compound from Appendix G (Bioanalytical Chemistry). The plasma concentration data of each 
test compound were analyzed using Phoenix ® WinNon lin® (vers ion 6.3) software to perform 
non-compartmental ana lysis. Individual an imal plasma concentratio ns at each actual time of 
blood collection were used in TK data analysis. The dose administered in each dose group was 
entered into the program as mg/kg , and as a result no additiona l correc tions for individual body 
weights of the animals were necessary . 

Plasma concentrat ions that were less than the lower limit of quantitat ion (LLOQ of 
5.00 ng/ml for !Proprietary Info !and 25.00 ng/ml for !Propriet !of the bioanalytical assay were not 
included in TK data analysis. TK parameters were determined only for the main animals and up 
to Day 15 (i.e. up to three doses), as a ll three dose groups had blood collections in the main 
animals up to Day 15. The follow ing TK parameters were determ ined for each test compo und in 
!Proprietary I IPro I using the administration of the first dose on Day 1 as time zero: overall apparent 
maximal plasma concentration (Cmax) and area under the plasma concentration time curve up to 
the last blood co llect ion time (AUCiast). The time-co urse of mean p lasma concentratio ns of each 
test compou nd was plotted for main and recove ry animals at all time-po ints. Mean plasma 
concentrations that were less than the LLOQ of each compound were assigned a value of 2.00 
ng/ml only to illustra te apparent troughs in the concen tration vs. time profi les. 

II . RESULTS 

A. Plasma Drug Levels 

The time-course of plasma concentrations of !Proprietary Info I from weekly 
l~Pr-op-ri-eta-ry~I IPro I after sc administration in main and recovery group animals is shown in 
Figures 1, 2, and 3, respect ively (in the main study repo rt). Measurab le p lasma 
concentra tions were obtained for a ll three test compo unds at the 1 hr postdose time 
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points , with the highest concentrations noted for !Propri! (up to 11,000 ng/ml , Figure 2). 
Plasma concentrations declined to <LLOQ values for all three test compounds at almost 
all other time-points with a few exceptions . Measurable plasma concentrations were 
obtained for !Propri! (mean cone of 10.1 to 153 ng/ml) and !Propri! (210 to 331 ng/ml) in the 
recovery animals on Days 22 and 29 (Figures 1 and 2). 

B. Toxicokinet ic Parameters 

The individual and mean overa ll appa rent Cmax and AUCiast for IPropri I IPropri I and 
!Propri! are presented in Tables H-1 to H-3, respectively, in this Appendix. Mean Cmax was 
19.9, 197 and 704 ng/ml (males) and 20.0 , 215 , and 1,328 ng/ml (females) for 1Propri3 237 , 
2,113 and 9,230 ng/ml (males) and 290, 2,713, and 11,000 ng/ml (fema les) for jPropri I and 
23 .3, 199 and 469 ng/ml (males) and 23 .0, 266 and 1,663 ng/ml (fema les) for lPropriel in 
Groups 2, 3, and 4 , respectively. Corresponding mean AUCi ast was 236 , 777 , and 2,324 
day*ng /ml (males) and 240, 944 and 4,938 day*ng /ml (females) for 1Propri3 3,071, 26,949 , 
and 75,047 day*ng /ml (males) and 3,914, 31,017 , and 87,408 day*ng/m l (females) for 
1Propri3 and 280, 2,427 and 4 ,989 day*ng /ml (males) and 300, 2,747 , and 11,956 day*ng /ml 
(females) for IPropriel in Groups 2, 3, and 4, respectively. 

Overall, the rank order of mean AUCiast between the three compounds was IPropril 
>>> !Propri I> 1Propri3 at the dose ranges administered. Plasma exposure of each test 
compound increased disproportionately with dose increments from Group 2 to Groups 3 
and 4. The mean AUCi ast of !Propri! in Group 4 was ~ IO-fold (males) and ~21-fold 
(females) greater than the AUCiast in Group 2 , for a ~36-fo ld increment from 0.400 to 
14.55 mg/kg (Table H-1) . Similar disproportionate increments were noted in the mean 
AUCiast from Group 2 to Group 4 for !Propri! ( ~24-fold in males and ~22-fold in females , 
Table H-2) and !Propri! (~ 18-fold in males and ~40-fold in females, Table H-3). No major 
sex differences were noted in the plasma expos ure of all three test compounds, excep t for 
~2-fo ld greater AUCiast in females in Group 4 when compared with males for IPropril (Table 
H-1) and !Propri! (Table H-3). 

III. CONCLUSION 

Toxicokinetic data analysis was performed on the measurab le plasma 
concentrations of 1Propri3 IPropri I and IPropri I from week ly sc administration of ~IPr-op-ri-eta-ry~I IPropl 
Plasma exposure parameters ( overall Cmax and A UCrast) indicated a much greater 
exposure for !Propri! when compared with !Propri! and jPropriel in the dose ranges studied. There 
was a disproportionate incr ease in p lasma exposure of all three test compo unds with do se 
increments from Group 2 to Group 4 . No major sex differences were noted in the plasma 
exposure, except for a 2-fold greate r exposure in females than males at the highest dose 
level of!Propri! and !Proprie! 
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Tab le H-1 

Individual and Mea n Toxicokinetic Parameters of !:r?prietary ! after weekly SC 
Admi nistrati on in Male and Fema le Beagle Dogs 

Compound Sex Group Dose Animal 
3
Cmax 

3
AUC1ast 

(mg/kg) # (ng/ml) ( day*ng/ml) 

IProprietar I M 2 0.400 11 13.4 143 
IProprietar I M 2 0.400 12 19.5 237 
IProprietar I M 2 0.400 13 26.9 327 

Mean 19.9 236 
SD 6.76 92.0 

IProprietar I M 3 3.64 21 197 584 
IProprietar I M 3 3.64 22 256 1,089 
IProprietar I M 3 3.64 23 138 659 

Mean 197 777 
SD 59.0 273 

IProprietar I M 4 14.55 31 685 2,378 
IProprietar I M 4 14.55 32 522 1,342 
IProprietar I M 4 14.55 33 905 3,252 

Mean 704 2,324 
SD 192 956 

IProprietar I F 2 0.400 16 20.2 253 
IProprietar I F 2 0.400 17 18.9 234 
IProprietar I F 2 0.400 18 20.9 233 

Mean 20.0 240 
SD 1.01 11.3 

IProprietar I F 3 3.64 26 126 823 
IProprietar I F 3 3.64 27 182 931 
IProprietar I F 3 3.64 28 338 1,079 

Mean 215 944 
SD 110 129 

IProprietar I F 4 14.55 36 1,240 4 ,874 
IProprietar I F 4 14.55 37 1,830 5,553 
IProprietar I F 4 14.55 38 913 4 ,387 

Mean 1,328 4,938 
SD 465 586 

a TK parameters calculated from plasma concentration data from main group animals only 

and up to study Day 15 (i.e. up to administration of first 3 doses) 
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Tab le H-2 

Individual and Mean Toxicokinetic Parameters of !Proprietary I after Weekly SC 
Admi nistrati on in Male and Fema le Beagle Dogs 

Compound Sex Group Dose Animal 
3
Cmax 

3
AUC1ast 

(mg/kg) # (ng/ml) (day*ng/ml) 

!Proprietary! M 2 0.230 11 245 3,092 
!Proprietary! M 2 0.230 12 250 3,308 
!Proprietary! M 2 0.230 13 215 2,813 

Mean 237 3,071 
SD 18.9 248 

!Proprietary! M 3 2.09 21 1,970 26,731 
!Proprietary! M 3 2.09 22 2,240 30,802 
!Proprietary! M 3 2.09 23 2,130 23,313 

Mean 2,113 26,949 
SD 136 3749 

!Proprietary! M 4 8.37 31 8,760 71,254 
!Proprietary! M 4 8.37 32 9,290 76,287 
!Proprietary! M 4 8.37 33 9,640 77,599 

Mean 9,230 75,047 
SD 443 3349 

!Proprietary! F 2 0.230 16 279 3,744 
!Proprietary! F 2 0.230 17 291 3,894 
!Proprietary! F 2 0.230 18 300 4,105 

Mean 290 3,914 
SD 10.5 181 

!Proprietary! F 3 2.09 26 2,770 26,862 
!Proprietary! F 3 2.09 27 2,680 34,967 
!Proprietary! F 3 2.09 28 2,690 31,223 

Mean 2,713 31,017 
SD 49.3 4,056 

!Proprietary! F 4 8.37 36 11,200 84,588 
!Proprietary! F 4 8.37 37 11,400 91,514 
!Proprietary! F 4 8.37 38 10,400 86,12 1 

Mean 11,000 87,408 
SD 529 3,638 

a TK parameters calcu lated from plasma concentration data from main group animals only 

and up to study Day 15 (i.e. up to administration of first 3 doses) 
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Table H-3 

Individual and Mean Toxicokinetic Parameters of !Proprietary I after Weekly SC 
Administration in Male and Female Beagle Dogs 

Compound Sex Group Dose Animal 3
Cmax 

3
AUC1ast 

(mg/kg) # (ng/ml) (day*ng/ml) 

!Proprietar I M 2 0.110 11 18.7 206 
!Proprietar I M 2 0.110 12 25.8 334 
!Proprietar I M 2 0.110 13 25.3 299 

Mean 23.3 280 
SD 3.96 66.2 

!Proprietar I M 3 1.0 21 185 2,166 
!Proprietar I M 3 1.0 22 230 2,779 
!Proprietar I M 3 1.0 23 182 2,337 

Mean 199 2,427 
SD 26.9 316 

!Proprietar I M 4 4.0 31 479 5,638 
!Proprietar I M 4 4.0 32 344 3,223 
!Proprietar I M 4 4.0 33 585 6,107 

Mean 469 4,989 
SD 12 1 1,548 

!Proprietar I F 2 0.110 16 17.3 222 
!Proprietar I F 2 0.110 17 19.6 262 
!Proprietar I F 2 0.110 18 32.1 416 

Mean 23.0 300 
SD 7.96 102 

!Proprietar I F 3 1.0 26 261 2,372 
!Proprietar I F 3 1.0 27 244 2,713 
!Proprietar I F 3 1.0 28 292 3,157 

Mean 266 2,747 
SD 24.3 394 

!Proprietar I F 4 4.0 36 2,650 14,408 
!Proprietar I F 4 4.0 37 1,280 13,191 
!Proprietar I F 4 4.0 38 1,060 8,270 

Mean 1,663 11,956 
SD 862 3,250 

a TK parameters ca lculated from plasma co ncentration data from main group an imals only 

and up to study Day 15 (i.e. up to admin istration of fi rst 3 doses) 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Q2Y Group Sex Subject Measurement Tupg Marker 

1 -4 1 Male 003 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

-4 Male 003 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

-4 Male 014 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

-4 Male 014 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

72 Male 005 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

2 -4 Male 003 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

2 -4 Male 014 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

2 72 Male 005 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

3 -4 Male 003 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

3 -4 Male 003 MCV Result 
Comment: Confirmed by Repeat Analysis 

3 -4 Male 014 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

3 -4 Male 014 MCV Result 
Comment: Confirmed by Repeat Analysis 

3 72 Male 005 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

3 72 Male 005 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

4 -4 Male 003 MCH Result 
Comment: Confirmed by Repeat Analysis 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

4 -4 1 Male 014 MCH Result 
Comment: Confirmed by Repeat Analysis 

4 72 Male 005 MCV Result 
Comment: Result obtained by repeat analysis. 

5 -4 Male 003 MCHC Result 
Comment: Confirmed by Repeat Analysis 

5 -4 Male 014 MCHC Result 
Comment: Confirmed by Repeat Analysis 

5 72 Male 005 MCH Result 
Comment: Result obtained by repeat analysis. 

5 72 Male 005 MCHC Result 
Comment: Result obtained by repeat analysis. 

6 -4 Male 003 ROW Result 
Comment: Confirmed by Repeat Analysis 

6 -4 Male 003 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

6 -4 Male 014 ROW Result 
Comment: Confirmed by Repeat Analysis 

6 -4 Male 014 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

6 72 Male 005 ROW Result 
Comment: Result obtained by repeat analysis. 

7 -4 Male 003 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

7 -4 Male 014 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

7 72 Male 005 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

8 -4 Male 003 Percent Neutrophils Result 
Comment: results obtained by manual differential. 

8 -4 Male 003 Percent Lymphocytes Result 
Comment: results obtained by manual differential. 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

8 -4 1 Male 014 Percent Neutrophils Result 
Comment: results obtained by manual differential. 

8 -4 Male 014 Percent Lymphocytes Result 
Comment: results obtained by manual differential. 

8 72 Male 005 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

8 72 Male 005 Percent Neutrophils Result 
Comment: Result obtained by manual differential 

9 -4 Male 003 Percent Monocytes Result 
Comment: results obtained by manual differential. 

9 -4 Male 014 Percent Monocytes Result 
Comment: results obtained by manual differential. 

9 72 Male 005 Percent Lymphocytes Result 
Comment: Result obtained by manual differential 

10 -4 Male 003 Percent Eosinophils Result 
Comment: results obtained by manual differential. 

10 -4 Male 014 Percent Eosinophils Result 
Comment: results obtained by manual differential. 

10 72 Male 005 Percent Monocytes Result 
Comment: Result obtained by manual differential 

10 72 Male 005 Percent Eosinophils Result 
Comment: Result obtained by manual differential 

11 -4 Male 003 Percent Basophils Result 
Comment: results obtained by manual differential. 

11 -4 Male 014 Percent Basophils Result 
Comment: results obtained by manual differential. 

11 72 Male 005 Percent Basophils Result 
Comment: Result obtained by manual differential 

12 72 Male 005 Percent Band Result 
Comment: Result obtained by manual differential 

13 -4 Male 003 Neutrophils (Absolute) Result 
Comment: results obtained by manual differential. 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

13 -4 1 Male 003 Lymphocytes (Absolute) Result 
Comment: results obtained by manual differential. 

13 -4 Male 014 Neutrophils (Absolute) Result 
Comment: results obtained by manual differential. 

13 -4 Male 014 Lymphocytes (Absolute) Result 
Comment: results obtained by manual differential. 

13 72 Male 005 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential 

13 72 Male 005 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential 

14 -4 Male 003 Monocytes (Absolute) Result 
Comment: results obtained by manual differential. 

14 -4 Male 014 Monocytes (Absolute) Result 
Comment: results obtained by manual differential. 

14 72 Male 005 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential 

15 -4 Male 003 Eosinophils (Absolute) Result 
Comment: results obtained by manual differential. 

15 -4 Male 014 Eosinophils (Absolute) Result 
Comment: results obtained by manual differential. 

15 72 Male 005 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential 

15 72 Male 005 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential 

16 -4 Male 003 Basophils (Absolute) Result 
Comment: results obtained by manual differential. 

16 -4 Male 014 Basophils (Absolute) Result 
Comment: results obtained by manual differential. 

16 72 Male 005 Basophils (Absolute) Result 
Comment: Result obtained by manual differential 

17 72 Male 005 Band (Absolute) Result 
Comment: Result obtained by manual differential 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

18 -4 1 Male 003 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

18 -4 Male 003 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

18 -4 Male 014 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

18 -4 Male 014 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

18 72 Male 005 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential 

18 72 Male 005 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

19 72 Male 005 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

20 -4 2 Male 001 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

20 -4 2 Male 001 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

20 -4 2 Male 015 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

20 -4 2 Male 015 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

21 -4 2 Male 001 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

21 -4 2 Male 015 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

22 -4 2 Male 001 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

22 -4 2 Male 001 MCV Result 
Comment: Confirmed by Repeat Analysis 

22 -4 2 Male 015 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

22 -4 2 Male 015 MCV Result 
Comment: Confirmed by Repeat Analysis 

23 -4 2 Male 001 MCH Result 
Comment: Confirmed by Repeat Analysis 

23 -4 2 Male 015 MCH Result 
Comment: Confirmed by Repeat Analysis 

24 -4 2 Male 001 MCHC Result 
Comment: Confirmed by Repeat Analysis 

24 -4 2 Male 015 MCHC Result 
Comment: Confirmed by Repeat Analysis 

25 -4 2 Male 001 ROW Result 
Comment: Confirmed by Repeat Analysis 

25 -4 2 Male 001 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

25 -4 2 Male 015 ROW Result 
Comment: Confirmed by Repeat Analysis 

25 -4 2 Male 015 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

26 -4 2 Male 001 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

26 -4 2 Male 015 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

27 -4 2 Male 001 Percent Neutrophils Result 
Comment: Confirmed by Repeat Analysis 

27 -4 2 Male 001 Percent Lymphocytes Result 
Comment: Confirmed by Repeat Analysis 

27 -4 2 Male 015 Percent Neutrophils Result 
Comment: results obtained by manual differential. 

27 -4 2 Male 015 Percent Lymphocytes Result 
Comment: results obtained by manual differential. 

27 72 2 Male 001 Percent Neutrophils Quality Flag I (Include) 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

28 -4 2 Male 001 Percent Monocytes Result 
Comment: Confirmed by Repeat Analysis 

28 -4 2 Male 015 Percent Monocytes Result 
Comment: results obtained by manual differential. 

28 72 2 Male 001 Percent Lymphocytes Quality Flag I (Include) 
29 -4 2 Male 001 Percent Eosinophils Result 

Comment: Confirmed by Repeat Analysis 
29 -4 2 Male 015 Percent Eosinophils Result 

Comment: results obtained by manual differential. 
29 72 2 Male 001 Percent Monocytes Quality Flag I (Include) 
29 72 2 Male 001 Percent Eosinophils Quality Flag I (Include) 
30 -4 2 Male 001 Percent Basophils Result 

Comment: Confirmed by Repeat Analysis 
30 -4 2 Male 015 Percent Basophils Result 

Comment: results obtained by manual differential. 
30 72 2 Male 001 Percent Basophils Quality Flag I (Include) 
32 -4 2 Male 001 Neutrophils (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
32 -4 2 Male 001 Lymphocytes (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
32 -4 2 Male 015 Neutrophils (Absolute) Result 

Comment: results obtained by manual differential. 
32 -4 2 Male 015 Lymphocytes (Absolute) Result 

Comment: results obtained by manual differential. 
32 72 2 Male 001 Neutrophils (Absolute) Quality Flag I (Include) 
33 -4 2 Male 001 Monocytes (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
33 -4 2 Male 015 Monocytes (Absolute) Result 

Comment: results obtained by manual differential. 
33 72 2 Male 001 Lymphocytes (Absolute) Quality Flag I (Include) 
34 -4 2 Male 001 Eosinophils (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

34 -4 2 Male 015 Eosinophils (Absolute) Result 
Comment: results obtained by manual differential. 

34 72 2 Male 001 Monocytes (Absolute) Quality Flag I (Include) 
34 72 2 Male 001 Eosinophils (Absolute) Quality Flag I (Include) 
35 -4 2 Male 001 Basophils (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
35 -4 2 Male 015 Basophils (Absolute) Result 

Comment: results obtained by manual differential. 
35 72 2 Male 001 Basophils (Absolute) Quality Flag I (Include) 
37 -4 2 Male 001 Percent Reliculocyte Result 

Comment: Confirmed by Repeat Analysis 
37 -4 2 Male 001 Reticulocyte (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
37 -4 2 Male 015 Percent Reticulocyte Result 

Comment: Confirmed by Repeat Analysis 
37 -4 2 Male 015 Reticulocyte (Absolute) Result 

Comment: Confirmed by Repeat Analysis 
39 -4 3 Male 021 White Blood Cells Result 

Comment: Result obtained by repeat analysis. 
39 -4 3 Male 021 Red Blood Cells Result 

Comment: Result obtained by repeat analysis. 
39 17 3 Male 021 White Blood Cells Result 

Comment: Result obtained by repeat analysis. 
39 17 3 Male 023 White Blood Cells Result 

Comment: Confirmed by Repeat Analysis 
40 -4 3 Male 021 Hemoglobin Result 

Comment: Result obtained by repeat analysis. 
40 17 3 Male 021 Red Blood Cells Result 

Comment: Result obtained by repeat analysis. 
40 17 3 Male 021 Hemoglobin Result 

Comment: Result obtained by repeat analysis. 
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40 17 3 Male 023 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

40 17 3 Male 023 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

41 -4 3 Male 021 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

41 -4 3 Male 021 MCV Result 
Comment: Result obtained by repeat analysis. 

41 17 3 Male 021 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

41 17 3 Male 023 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

42 -4 3 Male 021 MCH Result 
Comment: Result obtained by repeat analysis. 

42 17 3 Male 021 MCV Result 
Comment: Result obtained by repeat analysis. 

42 17 3 Male 021 MCH Result 
Comment: Result obtained by repeat analysis. 

42 17 3 Male 023 MCV Result 
Comment: Confirmed by Repeat Analysis 

42 17 3 Male 023 MCH Result 
Comment: Confirmed by Repeat Analysis 

43 -4 3 Male 021 MCHC Result 
Comment: Result obtained by repeat analysis. 

43 17 3 Male 021 MCHC Result 
Comment: Result obtained by repeat analysis. 

43 17 3 Male 023 MCHC Result 
Comment: Confirmed by Repeat Analysis 

44 -4 3 Male 021 ROW Result 
Comment: Result obtained by repeat analysis. 

44 -4 3 Male 021 Platelet Count Result 
Comment: Result obtained by repeat analysis. 
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44 17 3 Male 021 ROW Result 
Comment: Result obtained by repeat analysis. 

44 17 3 Male 023 ROW Result 
Comment: Confirmed by Repeat Analysis 

45 -4 3 Male 021 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

45 17 3 Male 021 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

45 17 3 Male 021 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

45 17 3 Male 023 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

45 17 3 Male 023 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

46 -4 3 Male 021 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

46 -4 3 Male 021 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

46 17 3 Male 021 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

46 17 3 Male 023 Percent Neutrophils Result 
Comment: Result obtained by manual differential. 

47 -4 3 Male 021 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

47 17 3 Male 021 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

47 17 3 Male 021 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

47 17 3 Male 023 Percent Lymphocytes Result 
Comment: Result obtained by manual differential. 

47 17 3 Male 023 Percent Monocytes Result 
Comment: Result obtained by manual differential. 
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48 -4 3 Male 021 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

48 17 3 Male 021 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

48 17 3 Male 023 Percent Eosinophils Result 
Comment: Result obtained by manual differential. 

49 -4 3 Male 021 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

49 17 3 Male 021 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

49 17 3 Male 023 Percent Basophils Result 
Comment: Result obtained by manual differential. 

50 17 3 Male 023 Percent Band Result 
Comment: Result obtained by manual differential. 

50 17 3 Male 023 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential. 

51 -4 3 Male 021 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

51 -4 3 Male 021 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

51 17 3 Male 021 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

51 17 3 Male 023 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential. 

52 -4 3 Male 021 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

52 17 3 Male 021 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

52 17 3 Male 021 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

52 17 3 Male 023 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

1-165 
Obtained via FOIA by White Coat Waste Project



Individual Hematology 2/11/2019 1 :48:01 PM Page: 164 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

52 17 3 Male 023 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

53 -4 3 Male 021 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

53 17 3 Male 021 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

53 17 3 Male 023 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential. 

54 -4 3 Male 021 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

54 17 3 Male 021 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

54 17 3 Male 023 Basophils (Absolute) Result 
Comment: Result obtained by manual differential. 

55 17 3 Male 023 Band (Absolute) Result 
Comment: Result obtained by manual differential. 

55 17 3 Male 023 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential. 

56 -4 3 Male 021 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

56 -4 3 Male 021 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

56 17 3 Male 021 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

56 17 3 Male 023 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

57 17 3 Male 021 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

57 17 3 Male 023 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

77 -2 Female 007 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 
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77 -2 1 Female 007 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

77 -2 Female 008 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

77 -2 Female 008 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

77 -2 Female 010 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

77 -2 Female 010 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

77 30 Female 008 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

77 72 Female 009 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

77 72 Female 010 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

78 -2 Female 007 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

78 -2 Female 008 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

78 -2 Female 010 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

78 30 Female 008 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

78 30 Female 008 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

78 72 Female 009 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

78 72 Female 010 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

79 -2 Female 007 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 
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79 -2 1 Female 008 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

79 -2 Female 010 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

79 30 Female 008 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

79 72 Female 009 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

79 72 Female 009 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

79 72 Female 010 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

79 72 Female 010 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

80 -2 Female 007 MCV Result 
Comment: Confirmed by Repeat Analysis 

80 -2 Female 007 MCH Result 
Comment: Confirmed by Repeat Analysis 

80 -2 Female 008 MCV Result 
Comment: Confirmed by Repeat Analysis 

80 -2 Female 008 MCH Result 
Comment: Confirmed by Repeat Analysis 

80 -2 Female 010 MCV Result 
Comment: Result obtained by repeat analysis. 

80 -2 Female 010 MCH Result 
Comment: Result obtained by repeat analysis. 

80 30 Female 008 MCV Result 
Comment: Confirmed by Repeat Analysis 

80 72 Female 009 MCV Result 
Comment: Result obtained by repeat analysis. 

80 72 Female 010 MCV Result 
Comment: Confirmed by Repeat Analysis 
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81 -2 1 Female 007 MCHC Result 
Comment: Confirmed by Repeat Analysis 

81 -2 Female 008 MCHC Result 
Comment: Confirmed by Repeat Analysis 

81 -2 Female 010 MCHC Result 
Comment: Result obtained by repeat analysis. 

81 30 Female 008 MCH Result 
Comment: Confirmed by Repeat Analysis 

81 30 Female 008 MCHC Result 
Comment: Confirmed by Repeat Analysis 

81 72 Female 009 MCH Result 
Comment: Result obtained by repeat analysis. 

81 72 Female 009 MCHC Result 
Comment: Result obtained by repeat analysis. 

81 72 Female 010 MCH Result 
Comment: Confirmed by Repeat Analysis 

81 72 Female 010 MCHC Result 
Comment: Confirmed by Repeat Analysis 

82 -2 Female 007 ROW Result 
Comment: Confirmed by Repeat Analysis 

82 -2 Female 007 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

82 -2 Female 008 ROW Result 
Comment: Confirmed by Repeat Analysis 

82 -2 Female 008 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

82 -2 Female 010 ROW Result 
Comment: Result obtained by repeat analysis. 

82 -2 Female 010 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

82 30 Female 008 ROW Result 
Comment: Confirmed by Repeat Analysis 
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82 72 1 Female 009 ROW Result 
Comment: Result obtained by repeat analysis. 

82 72 Female 010 ROW Result 
Comment: Confirmed by Repeat Analysis 

83 -2 Female 007 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

83 -2 Female 008 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

83 -2 Female 010 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

83 30 Female 008 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

83 30 Female 008 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

83 72 Female 009 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

83 72 Female 010 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

84 -2 Female 007 Percent Neutrophils Result 
Comment: Result obtained by manual differential. 

84 -2 Female 008 Percent Neutrophils Result 
Comment: Result obtained by manual differential. 

84 -2 Female 010 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

84 30 Female 008 Percent Neutrophils Result 
Comment: result obtained by manual differential. 

84 72 Female 009 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

84 72 Female 009 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

84 72 Female 010 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 
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84 72 1 Female 010 Percent Neutrophils Result 
Comment: Result obtained by manual differential 

85 -2 Female 007 Percent Lymphocytes Result 
Comment: Result obtained by manual differential. 

85 -2 Female 007 Percent Monocytes Result 
Comment: Result obtained by manual differential. 

85 -2 Female 008 Percent Lymphocytes Result 
Comment: Result obtained by manual differential. 

85 -2 Female 008 Percent Monocytes Result 
Comment: Result obtained by manual differential. 

85 -2 Female 010 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

85 -2 Female 010 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

85 30 Female 008 Percent Lymphocytes Result 
Comment: result obtained by manual differential. 

85 72 Female 009 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

85 72 Female 010 Percent Lymphocytes Result 
Comment: Result obtained by manual differential 

86 -2 Female 007 Percent Eosinophils Result 
Comment: Result obtained by manual differential. 

86 -2 Female 008 Percent Eosinophils Result 
Comment: Result obtained by manual differential. 

86 -2 Female 010 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

86 30 Female 008 Percent Monocytes Result 
Comment: result obtained by manual differential. 

86 30 Female 008 Percent Eosinophils Result 
Comment: result obtained by manual differential. 

86 72 Female 009 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 
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86 72 1 Female 009 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

86 72 Female 010 Percent Monocytes Result 
Comment: Result obtained by manual differential 

86 72 Female 010 Percent Eosinophils Result 
Comment: Result obtained by manual differential 

87 -2 Female 007 Percent Basophils Result 
Comment: Result obtained by manual differential. 

87 -2 Female 007 Percent Band Result 
Comment: Result obtained by manual differential. 

87 -2 Female 008 Percent Basophils Result 
Comment: Result obtained by manual differential. 

87 -2 Female 008 Percent Band Result 
Comment: Result obtained by manual differential. 

87 -2 Female 010 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

87 30 Female 008 Percent Basophils Result 
Comment: result obtained by manual differential. 

87 72 Female 009 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

87 72 Female 010 Percent Basophils Result 
Comment: Result obtained by manual differential 

88 -2 Female 007 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential. 

88 -2 Female 008 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential. 

88 30 Female 008 Percent Band Result 
Comment: result obtained by manual differential. 

88 30 Female 008 Percent Atyp Lymphocytes Result 
Comment: result obtained by manual differential. 

88 72 Female 010 Percent Band Result 
Comment: Result obtained by manual differential 

1-172 
Obtained via FOIA by White Coat Waste Project



Individual Hematology 2/11/2019 1 :48:01 PM Page: 171 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

89 -2 1 Female 007 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential. 

89 -2 Female 008 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential. 

89 -2 Female 010 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

89 30 Female 008 Neutrophils (Absolute) Result 
Comment: result obtained by manual differential. 

89 72 Female 009 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

89 72 Female 010 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential 

89 72 Female 010 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential 

90 -2 Female 007 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

90 -2 Female 007 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

90 -2 Female 008 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

90 -2 Female 008 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

90 -2 Female 010 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

90 -2 Female 010 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

90 30 Female 008 Lymphocytes (Absolute) Result 
Comment: result obtained by manual differential. 

90 72 Female 009 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

90 72 Female 010 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential 
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91 -2 1 Female 007 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential. 

91 -2 Female 008 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential. 

91 -2 Female 010 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

91 30 Female 008 Monocytes (Absolute) Result 
Comment: result obtained by manual differential. 

91 30 Female 008 Eosinophils (Absolute) Result 
Comment: result obtained by manual differential. 

91 72 Female 009 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

91 72 Female 009 Eosinophils {Absolute) Result 
Comment: Result obtained by repeat analysis. 

91 72 Female 010 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential 

91 72 Female 010 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential 

92 -2 Female 007 Basophils (Absolute) Result 
Comment: Result obtained by manual differential. 

92 -2 Female 007 Band (Absolute) Result 
Comment: Result obtained by manual differential. 

92 -2 Female 008 Basophils (Absolute) Result 
Comment: Result obtained by manual differential. 

92 -2 Female 008 Band (Absolute) Result 
Comment: Result obtained by manual differential. 

92 -2 Female 010 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

92 30 Female 008 Basophils (Absolute) Result 
Comment: result obtained by manual differential. 

92 72 Female 009 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 
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92 72 1 Female 010 Basophils (Absolute) Result 
Comment: Result obtained by manual differential 

93 -2 Female 007 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential. 

93 -2 Female 008 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential. 

93 30 Female 008 Band (Absolute) Result 
Comment: result obtained by manual differential. 

93 30 Female 008 Atyp Lymph (Absolute) Result 
Comment: result obtained by manual differential. 

93 72 Female 010 Band (Absolute) Result 
Comment: Result obtained by manual differential 

94 -2 Female 007 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

94 -2 Female 008 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

94 -2 Female 010 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

94 30 Female 008 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

94 72 Female 009 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

94 72 Female 010 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential 

94 72 Female 010 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

95 -2 Female 007 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

95 -2 Female 008 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

95 -2 Female 010 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 
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95 30 1 Female 008 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

95 72 Female 009 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

95 72 Female 010 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

96 -2 2 Female 020 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

96 -2 2 Female 020 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

96 72 2 Female 019 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

96 72 2 Female 020 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

97 -2 2 Female 020 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

97 72 2 Female 019 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

97 72 2 Female 020 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

98 -2 2 Female 020 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

98 72 2 Female 019 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

98 72 2 Female 019 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

98 72 2 Female 020 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

98 72 2 Female 020 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

99 -2 2 Female 020 MCV Result 
Comment: Result obtained by repeat analysis. 
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99 -2 2 Female 020 MCH Result 
Comment: Result obtained by repeat analysis. 

99 72 2 Female 019 MCV Result 
Comment: Confirmed by Repeat Analysis 

99 72 2 Female 020 MCV Result 
Comment: Result obtained by repeat analysis. 

100 -2 2 Female 020 MCHC Result 
Comment: Result obtained by repeat analysis. 

100 72 2 Female 019 MCH Result 
Comment: Confirmed by Repeat Analysis 

100 72 2 Female 019 MCHC Result 
Comment: Confirmed by Repeat Analysis 

100 72 2 Female 020 MCH Result 
Comment: Result obtained by repeat analysis. 

100 72 2 Female 020 MCHC Result 
Comment: Result obtained by repeat analysis. 

IEil -2 2 Female 020 ROW Result 
Comment: Result obtained by repeat analysis. 

IEil -2 2 Female 020 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

IEil 72 2 Female 019 ROW Result 

IEil 72 2 
Comment: Confirmed by Repeat Analysis 

Female 020 ROW Result 
Comment: Result obtained by repeat analysis. 

102 -2 2 Female 020 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

102 72 2 Female 019 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

102 72 2 Female 020 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

103 -2 2 Female 020 Percent Neutrophils Result 
Comment: Result obtained by manual differential. 
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103 72 2 Female 019 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

103 72 2 Female 019 Percent Neutrophils Result 
Comment: Result obtained by manual differential 

103 72 2 Female 020 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

103 72 2 Female 020 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

104 -2 2 Female 020 Percent Lymphocytes Result 
Comment: Result obtained by manual differential. 

104 -2 2 Female 020 Percent Monocytes Result 
Comment: Result obtained by manual differential. 

104 72 2 Female 019 Percent Lymphocytes Result 
Comment: Result obtained by manual differential 

104 72 2 Female 020 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

105 -2 2 Female 020 Percent Eosinophils Result 
Comment: Result obtained by manual differential. 

105 72 2 Female 019 Percent Monocytes Result 
Comment: Result obtained by manual differential 

105 72 2 Female 019 Percent Eosinophils Result 
Comment: Result obtained by manual differential 

105 72 2 Female 020 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

105 72 2 Female 020 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

106 -2 2 Female 020 Percent Basophils Result 
Comment: Result obtained by manual differential. 

106 -2 2 Female 020 Percent Band Result 
Comment: Result obtained by manual differential. 

106 72 2 Female 019 Percent Basophils Result 
Comment: Result obtained by manual differential 
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106 72 2 Female 020 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

107 -2 2 Female 020 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential. 

107 72 2 Female 019 Percent Band Result 
Comment: Result obtained by manual differential 

108 -2 2 Female 020 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential. 

108 72 2 Female 019 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential 

108 72 2 Female 019 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential 

108 72 2 Female 020 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

109 -2 2 Female 020 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

109 -2 2 Female 020 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

109 72 2 Female 019 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential 

109 72 2 Female 020 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

110 -2 2 Female 020 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential. 

110 72 2 Female 019 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential 

110 72 2 Female 019 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential 

110 72 2 Female 020 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

110 72 2 Female 020 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 
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111 -2 2 Female 020 Basophils (Absolute) Result 
Comment: Result obtained by manual differential. 

111 -2 2 Female 020 Band (Absolute) Result 
Comment: Result obtained by manual differential. 

111 72 2 Female 019 Basophils (Absolute) Result 
Comment: Result obtained by manual differential 

111 72 2 Female 020 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

112 -2 2 Female 020 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential. 

112 72 2 Female 019 Band (Absolute) Result 
Comment: Result obtained by manual differential 

113 -2 2 Female 020 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

113 72 2 Female 019 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential 

113 72 2 Female 019 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

113 72 2 Female 020 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

114 -2 2 Female 020 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

114 72 2 Female 019 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

114 72 2 Female 020 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

115 -2 3 Female 026 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 -2 3 Female 026 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 -2 3 Female 027 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 
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115 -2 3 Female 027 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 -2 3 Female 028 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 -2 3 Female 028 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 17 3 Female 027 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

115 72 3 Female 029 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 

116 -2 3 Female 026 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

116 -2 3 Female 027 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

116 -2 3 Female 028 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

116 17 3 Female 027 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

116 17 3 Female 027 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

116 72 3 Female 029 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

117 -2 3 Female 026 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

117 -2 3 Female 027 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

117 -2 3 Female 028 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

117 17 3 Female 027 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

117 72 3 Female 029 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 
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117 72 3 Female 029 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 026 MCV Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 026 MCH Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 027 MCV Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 027 MCH Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 028 MCV Result 
Comment: Result obtained by repeat analysis. 

118 -2 3 Female 028 MCH Result 
Comment: Result obtained by repeat analysis. 

118 17 3 Female 027 MCV Result 
Comment: Result obtained by repeat analysis. 

118 17 3 Female 027 MCH Result 
Comment: Result obtained by repeat analysis. 

118 72 3 Female 029 MCV Result 
Comment: Result obtained by repeat analysis. 

119 -2 3 Female 026 MCHC Result 
Comment: Result obtained by repeat analysis. 

119 -2 3 Female 027 MCHC Result 
Comment: Result obtained by repeat analysis. 

119 -2 3 Female 028 MCHC Result 
Comment: Result obtained by repeat analysis. 

119 17 3 Female 027 MCHC Result 
Comment: Result obtained by repeat analysis. 

119 72 3 Female 029 MCH Result 
Comment: Result obtained by repeat analysis. 

119 72 3 Female 029 MCHC Result 
Comment: Result obtained by repeat analysis. 

1- 182 
Obtained via FOIA by White Coat Waste Project



Individual Hematology 2/11/2019 1 :48:01 PM Page: 181 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

120 -2 3 Female 026 ROW Result 
Comment: Result obtained by repeat analysis. 

120 -2 3 Female 026 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

120 -2 3 Female 027 ROW Result 
Comment: Result obtained by repeat analysis. 

120 -2 3 Female 027 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

120 -2 3 Female 028 ROW Result 
Comment: Result obtained by repeat analysis. 

120 -2 3 Female 028 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

120 17 3 Female 027 ROW Result 
Comment: Result obtained by repeat analysis. 

120 72 3 Female 029 ROW Result 
Comment: Result obtained by repeat analysis. 

121 -2 3 Female 026 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

121 -2 3 Female 027 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

121 -2 3 Female 028 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

121 17 3 Female 027 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

121 17 3 Female 027 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

121 72 3 Female 029 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

122 -2 3 Female 026 Percent Neutrophils Result 
Comment: Result obtained by manual differential. 

122 -2 3 Female 027 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 
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122 -2 3 Female 028 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

122 17 3 Female 027 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

122 72 3 Female 029 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

122 72 3 Female 029 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

123 -2 3 Female 026 Percent Lymphocytes Result 
Comment: Result obtained by manual differential. 

123 -2 3 Female 026 Percent Monocytes Result 
Comment: Result obtained by manual differential. 

123 -2 3 Female 027 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

123 -2 3 Female 027 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

123 -2 3 Female 028 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

123 -2 3 Female 028 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

123 17 3 Female 027 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

123 17 3 Female 027 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

123 72 3 Female 029 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

124 -2 3 Female 026 Percent Eosinophils Result 
Comment: Result obtained by manual differential. 

124 -2 3 Female 027 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

124 -2 3 Female 028 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 
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124 17 3 Female 027 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

124 72 3 Female 029 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

124 72 3 Female 029 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

125 -2 3 Female 026 Percent Basophils Result 
Comment: Result obtained by manual differential. 

125 -2 3 Female 026 Percent Band Result 
Comment: Result obtained by manual differential. 

125 -2 3 Female 027 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

125 -2 3 Female 028 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

125 17 3 Female 027 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

125 72 3 Female 029 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

126 -2 3 Female 026 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential. 

127 -2 3 Female 026 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential. 

127 -2 3 Female 027 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

127 -2 3 Female 028 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

127 17 3 Female 027 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

127 72 3 Female 029 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 -2 3 Female 026 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential. 
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128 -2 3 Female 026 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential. 

128 -2 3 Female 027 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 -2 3 Female 027 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 -2 3 Female 028 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 -2 3 Female 028 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 17 3 Female 027 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 17 3 Female 027 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

128 72 3 Female 029 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

129 -2 3 Female 026 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential. 

129 -2 3 Female 027 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

129 -2 3 Female 028 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

129 17 3 Female 027 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

129 72 3 Female 029 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

129 72 3 Female 029 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

130 -2 3 Female 026 Basophils (Absolute) Result 
Comment: Result obtained by manual differential. 

130 -2 3 Female 026 Band (Absolute) Result 
Comment: Result obtained by manual differential. 
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130 -2 3 Female 027 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

130 -2 3 Female 028 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

130 17 3 Female 027 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

130 72 3 Female 029 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

131 -2 3 Female 026 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential. 

132 -2 3 Female 026 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

132 -2 3 Female 027 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

132 -2 3 Female 028 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

132 17 3 Female 027 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

132 72 3 Female 029 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

133 -2 3 Female 026 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

133 -2 3 Female 027 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

133 -2 3 Female 028 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

133 17 3 Female 027 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

133 72 3 Female 029 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 

134 -2 4 Female 040 White Blood Cells Result 
Comment: Result obtained by repeat analysis. 
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134 -2 4 Female 040 Red Blood Cells Result 
Comment: Result obtained by repeat analysis. 

134 17 4 Female 039 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

134 72 4 Female 038 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

134 72 4 Female 040 White Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

135 -2 4 Female 040 Hemoglobin Result 
Comment: Result obtained by repeat analysis. 

135 17 4 Female 039 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

135 17 4 Female 039 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

135 72 4 Female 038 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

135 72 4 Female 040 Red Blood Cells Result 
Comment: Confirmed by Repeat Analysis 

136 -2 4 Female 040 Hematocrit Result 
Comment: Result obtained by repeat analysis. 

136 17 4 Female 039 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

136 72 4 Female 038 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

136 72 4 Female 038 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

136 72 4 Female 040 Hemoglobin Result 
Comment: Confirmed by Repeat Analysis 

136 72 4 Female 040 Hematocrit Result 
Comment: Confirmed by Repeat Analysis 

137 -2 4 Female 040 MCV Result 
Comment: Result obtained by repeat analysis. 
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137 -2 4 Female 040 MCH Result 
Comment: Result obtained by repeat analysis. 

137 17 4 Female 039 MCV Result 
Comment: Confirmed by Repeat Analysis 

137 17 4 Female 039 MCH Result 
Comment: Confirmed by Repeat Analysis 

137 72 4 Female 038 MCV Result 
Comment: Confirmed by Repeat Analysis 

137 72 4 Female 040 MCV Result 
Comment: Confirmed by Repeat Analysis 

138 -2 4 Female 040 MCHC Result 
Comment: Result obtained by repeat analysis. 

138 17 4 Female 039 MCHC Result 
Comment: Confirmed by Repeat Analysis 

138 72 4 Female 038 MCH Result 
Comment: Confirmed by Repeat Analysis 

138 72 4 Female 038 MCHC Result 
Comment: Confirmed by Repeat Analysis 

138 72 4 Female 040 MCH Result 
Comment: Confirmed by Repeat Analysis 

138 72 4 Female 040 MCHC Result 
Comment: Confirmed by Repeat Analysis 

139 -2 4 Female 040 ROW Result 
Comment: Result obtained by repeat analysis. 

139 -2 4 Female 040 Platelet Count Result 
Comment: Result obtained by repeat analysis. 

139 17 4 Female 039 ROW Result 
Comment: Confirmed by Repeat Analysis 

139 72 4 Female 038 ROW Result 
Comment: Confirmed by Repeat Analysis 

139 72 4 Female 040 ROW Result 
Comment: Confirmed by Repeat Analysis 
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140 -2 4 Female 040 MeanPlatelet Volume Result 
Comment: Result obtained by repeat analysis. 

140 17 4 Female 039 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

140 17 4 Female 039 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

140 72 4 Female 038 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

140 72 4 Female 040 Platelet Count Result 
Comment: Confirmed by Repeat Analysis 

141 -2 4 Female 040 Percent Neutrophils Result 
Comment: Result obtained by repeat analysis. 

141 17 4 Female 039 Percent Neutrophils Result 
Comment: results obtained by manual differential 

141 72 4 Female 038 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

141 72 4 Female 038 Percent Neutrophils Result 
Comment: Result obtained by manual differential 

141 72 4 Female 040 MeanPlatelet Volume Result 
Comment: Confirmed by Repeat Analysis 

141 72 4 Female 040 Percent Neutrophils Result 
Comment: Result obtained by manual differential 

142 -2 4 Female 040 Percent Lymphocytes Result 
Comment: Result obtained by repeat analysis. 

142 -2 4 Female 040 Percent Monocytes Result 
Comment: Result obtained by repeat analysis. 

142 17 4 Female 039 Percent Lymphocytes Result 
Comment: results obtained by manual differential 

142 17 4 Female 039 Percent Monocytes Result 
Comment: results obtained by manual differential 

142 72 4 Female 038 Percent Lymphocytes Result 
Comment: Result obtained by manual differential 
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142 72 4 Female 040 Percent Lymphocytes Result 
Comment: Result obtained by manual differential 

143 -2 4 Female 040 Percent Eosinophils Result 
Comment: Result obtained by repeat analysis. 

143 17 4 Female 039 Percent Eosinophils Result 
Comment: results obtained by manual differential 

143 72 4 Female 038 Percent Monocytes Result 
Comment: Result obtained by manual differential 

143 72 4 Female 038 Percent Eosinophils Result 
Comment: Result obtained by manual differential 

143 72 4 Female 040 Percent Monocytes Result 
Comment: Result obtained by manual differential 

143 72 4 Female 040 Percent Eosinophils Result 
Comment: Result obtained by manual differential 

144 -2 4 Female 040 Percent Basophils Result 
Comment: Result obtained by repeat analysis. 

144 17 4 Female 039 Percent Basophils Result 
Comment: results obtained by manual differential 

144 72 4 Female 038 Percent Basophils Result 
Comment: Result obtained by manual differential 

144 72 4 Female 040 Percent Basophils Result 
Comment: Result obtained by manual differential 

145 17 4 Female 039 Percent Band Result 
Comment: results obtained by manual differential 

145 17 4 Female 039 Percent Atyp Lymphocytes Result 
Comment: results obtained by manual differential 

145 72 4 Female 038 Percent Band Result 
Comment: Result obtained by manual differential 

145 72 4 Female 040 Percent Band Result 
Comment: Result obtained by manual differential 

146 -2 4 Female 040 Neutrophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 
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146 17 4 Female 039 Neutrophils (Absolute) Result 
Comment: results obtained by manual differential 

146 72 4 Female 038 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential 

146 72 4 Female 038 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential 

146 72 4 Female 040 Percent Atyp Lymphocytes Result 
Comment: Result obtained by manual differential 

146 72 4 Female 040 Neutrophils (Absolute) Result 
Comment: Result obtained by manual differential 

147 -2 4 Female 040 Lymphocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

147 -2 4 Female 040 Monocytes (Absolute) Result 
Comment: Result obtained by repeat analysis. 

147 17 4 Female 039 Lymphocytes (Absolute) Result 
Comment: results obtained by manual differential 

147 17 4 Female 039 Monocytes (Absolute) Result 
Comment: results obtained by manual differential 

147 72 4 Female 038 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential 

147 72 4 Female 040 Lymphocytes (Absolute) Result 
Comment: Result obtained by manual differential 

148 -2 4 Female 040 Eosinophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

148 17 4 Female 039 Eosinophils (Absolute) Result 
Comment: results obtained by manual differential 

148 72 4 Female 038 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential 

148 72 4 Female 038 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential 

148 72 4 Female 040 Monocytes (Absolute) Result 
Comment: Result obtained by manual differential 
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148 72 4 Female 040 Eosinophils (Absolute) Result 
Comment: Result obtained by manual differential 

149 -2 4 Female 040 Basophils (Absolute) Result 
Comment: Result obtained by repeat analysis. 

149 17 4 Female 039 Basophils (Absolute) Result 
Comment: results obtained by manual differential 

149 72 4 Female 038 Basophils (Absolute) Result 
Comment: Result obtained by manual differential 

149 72 4 Female 040 Basophils (Absolute) Result 
Comment: Result obtained by manual differential 

150 17 4 Female 039 Band (Absolute) Result 
Comment: results obtained by manual differential 

150 17 4 Female 039 Atyp Lymph (Absolute) Result 
Comment: results obtained by manual differential 

150 72 4 Female 038 Band (Absolute) Result 
Comment: Result obtained by manual differential 

150 72 4 Female 040 Band (Absolute) Result 
Comment: Result obtained by manual differential 

151 -2 4 Female 040 Percent Reticulocyte Result 
Comment: Result obtained by repeat analysis. 

151 17 4 Female 039 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

151 72 4 Female 038 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential 

151 72 4 Female 038 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

151 72 4 Female 040 Atyp Lymph (Absolute) Result 
Comment: Result obtained by manual differential 

151 72 4 Female 040 Percent Reticulocyte Result 
Comment: Confirmed by Repeat Analysis 

152 -2 4 Female 040 Reticulocyte (Absolute) Result 
Comment: Result obtained by repeat analysis. 
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152 17 4 Female 039 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

152 72 4 Female 038 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 

152 72 4 Female 040 Reticulocyte (Absolute) Result 
Comment: Confirmed by Repeat Analysis 
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Provantis version 10.1.0.1 
'." indicates Not Applicable 

Key Page 

Statistical significance indicated on a group with an N < 3 is not valid 

Quality Flags 

Symbol 

I 

IES Status 

Included 

Measurement Descriptions 

Headings Used 
White Blood Cells 
Red Blood Cells 
Hemoglobin 
Hematocrit 
MCV 
MCH 
MCHC 
ROW 
Platelet Count 
MeanPlatelet Volume 
Percent Neutrophils 
Percent Lymphocytes 
Percent Monocytes 
Percent Eosinophils 
Percent Basophils 
Percent Band 
Percent Atyp Lymphocytes 
Neutrophils (Absolute) 
Lymphocytes (Absolute) 

Description 

Include 

Description 
White Blood Cells 
Red Blood Cells 
Hemoglobin 
Hematocrit 
Mean Corpuscular Volume 
Mean Corpuscular Hemoglobin 
Mean Corpuscular Hemoglobin Concentration 
Red Blood Cell Distribution Width 
Platelet Count 
Mean Platelet Volume 
Percent Neutrophils 
Percent Lymphocytes 
Percent Monocytes 
Percent Eosinophils 
Percent Basophils 
Percent BAND 
Percent Atypical Lymphocytes 
Absolute Neutrophils 
Absolute Lymphocytes 
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Headings Used 

Monocytes (Absolute) 
Eosinophils (Absolute) 
Basophils (Absolute) 
Band (Absolute) 
Atyp Lymph (Absolute) 
Percent Reticulocyte 
Reticulocyte (Absolute) 

Unit Descriptions 

Headings Used 

% 
10A9/L 

fl 
g/dl 

pg 

x1QA3/ul 

x10A6/ul 

Measurement/Statistics 

Measurement 

White Blood Cells 

Red Blood Cells 

Description 

Absolute Monocytes 
Absolute Eosinophils 
Absolute Basophils 
Absolute BAND 
Atypical Lymphocytes (Absolute) 
Percent Reticulocytes 
Absolute Reticulocytes 

Description 

% 
10A9/L 

fl 

g/dl 

pg 

x1QA3/ul 

x1QA6/ul 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Measurement 
Hemoglobin 

Hematocrit 

MCV 

MCH 

MCHC 

ROW 

Platelet Count 

MeanPlatelet Volume 

Percent Neutrophils 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Measurement/Statistics (Continued) 

Measurement 
Percent Lymphocytes 

Percent Monocytes 

Percent Eosinophils 

Percent Basophils 

Percent Band 

Percent Atyp Lymphocytes 

Neutrophils (Absolute) 

Lymphocytes (Absolute) 

Monocytes (Absolute) 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Measurement/Statistics (Continued) 

Measurement 
Eosinophils (Absolute) 

Basophils (Absolute) 

Band (Absolute) 

Atyp Lymph (Absolute) 

Percent Reticulocyte 

Reticulocyte (Absolute) 

Group Information 

Short Name 

1 
2 
3 
4 

Long Name 

Excipient 
!Propriet I leIJ (0.4) 
!Propriet I leIJ (3.64) 
!Propriet I leIJ (14.55) 

Comment Abbreviations 

RC = Result Comment 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 

~ Regort Headings 1-4 

Control Group 1 
Dose Group 2 
Dose Group 3 
Dose Group 4 

1-199 

0 
0.4 
3.64 
14.55 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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End of Print 
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Comments and Markers 

Page Q2Y Group Sex Subject Measurement Tupg Marker 

1 -4 1 Male 014 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

-4 Male 014 Creatinine Sample 
Comment: Trace Hemolysis 

-4 Male 005 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

-4 Male 005 Creatinine Sample 
Comment: 1 + Hemolysis 

30 Male 014 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

72 Male 004 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

72 Male 005 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

2 -4 Male 014 Glucose Sample 
Comment: Trace Hemolysis 

2 -4 Male 005 Glucose Sample 
Comment: 1 + Hemolysis 

2 30 Male 014 Creatinine Sample 
Comment: Trace Hemolysis 

2 30 Male 014 Glucose Sample 
Comment: Trace Hemolysis 

2 72 Male 004 Creatinine Sample 
Comment: 1 + Hemolysis 

2 72 Male 005 Creatinine Sample 
Comment: Trace Hemolysis 

3 -4 Male 014 AST Sample 
Comment: Trace Hemolysis 

3 -4 Male 014 ALT Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

3 -4 1 Male 005 AST Sample 
Comment: 1 + Hemolysis 

3 -4 Male 005 ALT Sample 
Comment: 1 + Hemolysis 

3 30 Male 014 AST Sample 
Comment: Trace Hemolysis 

3 72 Male 004 Glucose Sample 
Comment: 1 + Hemolysis 

3 72 Male 004 AST Sample 
Comment: 1 + Hemolysis 

3 72 Male 005 Glucose Sample 
Comment: Trace Hemolysis 

3 72 Male 005 AST Sample 
Comment: Trace Hemolysis 

4 -4 Male 014 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

4 -4 Male 005 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

4 30 Male 014 ALT Sample 
Comment: Trace Hemolysis 

4 72 Male 004 ALT Sample 
Comment: 1 + Hemolysis 

4 72 Male 005 ALT Sample 
Comment: Trace Hemolysis 

5 -4 Male 002 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 -4 Male 003 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 -4 Male 014 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 -4 Male 014 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

5 -4 1 Male 004 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 -4 Male 005 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 -4 Male 005 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

5 30 Male 002 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 30 Male 003 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 30 Male 014 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

5 30 Male 014 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 30 Male 014 Total Bilirubin Sample 
Comment: Trace Hemolysis 

5 72 Male 004 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

5 72 Male 004 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 72 Male 004 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

5 72 Male 005 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

5 72 Male 005 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

5 72 Male 005 Total Bilirubin Sample 
Comment: Trace Hemolysis 

6 -4 Male 014 Sodium Sample 
Comment: Trace Hemolysis 

6 -4 Male 014 Potassium Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

6 -4 1 Male 005 Sodium Sample 
Comment: 1 + Hemolysis 

6 -4 Male 005 Potassium Sample 
Comment: 1 + Hemolysis 

6 30 Male 014 Sodium Sample 
Comment: Trace Hemolysis 

6 72 Male 004 Sodium Sample 
Comment: 1 + Hemolysis 

6 72 Male 005 Sodium Sample 
Comment: Trace Hemolysis 

7 -4 Male 014 Chloride Sample 
Comment: Trace Hemolysis 

7 -4 Male 005 Chloride Sample 
Comment: 1 + Hemolysis 

7 30 Male 014 Potassium Sample 
Comment: Trace Hemolysis 

7 30 Male 014 Chloride Sample 
Comment: Trace Hemolysis 

7 72 Male 004 Potassium Sample 
Comment: 1 + Hemolysis 

7 72 Male 005 Potassium Sample 
Comment: Trace Hemolysis 

8 -4 Male 014 Calcium Sample 
Comment: Trace Hemolysis 

8 -4 Male 014 Phosphorus Sample 
Comment: Trace Hemolysis 

8 -4 Male 005 Calcium Sample 
Comment: 1 + Hemolysis 

8 -4 Male 005 Phosphorus Sample 
Comment: 1 + Hemolysis 

8 30 Male 014 Calcium Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

8 72 1 Male 004 Chloride Sample 
Comment: 1 + Hemolysis 

8 72 Male 004 Calcium Sample 
Comment: 1 + Hemolysis 

8 72 Male 005 Chloride Sample 
Comment: Trace Hemolysis 

8 72 Male 005 Calcium Sample 
Comment: Trace Hemolysis 

9 -4 Male 014 Total Protein Sample 
Comment: Trace Hemolysis 

9 -4 Male 005 Total Protein Sample 
Comment: 1 + Hemolysis 

9 30 Male 014 Phosphorus Sample 
Comment: Trace Hemolysis 

9 72 Male 004 Phosphorus Sample 
Comment: 1 + Hemolysis 

9 72 Male 005 Phosphorus Sample 
Comment: Trace Hemolysis 

10 -4 Male 014 Albumin Sample 
Comment: Trace Hemolysis 

10 -4 Male 005 Albumin Sample 
Comment: 1 + Hemolysis 

10 30 Male 014 Total Protein Sample 
Comment: Trace Hemolysis 

10 30 Male 014 Albumin Sample 
Comment: Trace Hemolysis 

10 72 Male 004 Total Protein Sample 
Comment: 1 + Hemolysis 

10 72 Male 004 Albumin Sample 
Comment: 1 + Hemolysis 

10 72 Male 005 Total Protein Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

10 72 1 Male 005 Albumin Sample 
Comment: Trace Hemolysis 

11 -4 Male 014 Globulin Sample 
Comment: Trace Hemolysis 

11 -4 Male 014 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

11 -4 Male 005 Globulin Sample 
Comment: 1 + Hemolysis 

11 -4 Male 005 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

11 30 Male 014 Globulin Sample 
Comment: Trace Hemolysis 

11 72 Male 004 Globulin Sample 
Comment: 1 + Hemolysis 

11 72 Male 005 Globulin Sample 
Comment: Trace Hemolysis 

12 -4 Male 014 Cholesterol Sample 
Comment: Trace Hemolysis 

12 -4 Male 005 Cholesterol Sample 
Comment: 1 + Hemolysis 

12 30 Male 014 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

12 30 Male 014 Cholesterol Sample 
Comment: Trace Hemolysis 

12 72 Male 004 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

12 72 Male 005 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

13 -4 Male 014 Triglyceride Sample 
Comment: Trace Hemolysis 

13 -4 Male 005 Triglyceride Sample 
Comment: 1 + Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

13 30 1 Male 014 Triglyceride Sample 
Comment: Trace Hemolysis 

13 72 Male 004 Cholesterol Sample 
Comment: 1 + Hemolysis 

13 72 Male 004 Triglyceride Sample 
Comment: 1 + Hemolysis 

13 72 Male 005 Cholesterol Sample 
Comment: Trace Hemolysis 

13 72 Male 005 Triglyceride Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 011 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 011 Creatinine Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 012 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 012 Creatinine Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 013 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 013 Creatinine Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 015 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

14 -4 2 Male 015 Creatinine Sample 
Comment: Trace Hemolysis 

15 -4 2 Male 011 Glucose Sample 
Comment: Trace Hemolysis 

15 -4 2 Male 012 Glucose Sample 
Comment: Trace Hemolysis 

15 -4 2 Male 013 Glucose Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

15 -4 2 Male 015 Glucose Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 011 AST Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 011 ALT Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 012 AST Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 012 ALT Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 013 AST Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 013 ALT Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 015 AST Sample 
Comment: Trace Hemolysis 

16 -4 2 Male 015 ALT Sample 
Comment: Trace Hemolysis 

17 -4 2 Male 011 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

17 -4 2 Male 012 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

17 -4 2 Male 013 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

17 -4 2 Male 015 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

18 -4 2 Male 011 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 -4 2 Male 011 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

18 -4 2 Male 012 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 -4 2 Male 012 Total Bilirubin Sample 
Comment: Trace Hemolysis 

18 -4 2 Male 013 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 -4 2 Male 013 Total Bilirubin Sample 
Comment: Trace Hemolysis 

18 -4 2 Male 001 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 -4 2 Male 015 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 -4 2 Male 015 Total Bilirubin Sample 
Comment: Trace Hemolysis 

18 30 2 Male 011 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 30 2 Male 012 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 30 2 Male 013 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 72 2 Male 001 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

18 72 2 Male 015 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

19 -4 2 Male 011 Sodium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 011 Potassium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 012 Sodium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 012 Potassium Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

19 -4 2 Male 013 Sodium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 013 Potassium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 015 Sodium Sample 
Comment: Trace Hemolysis 

19 -4 2 Male 015 Potassium Sample 
Comment: Trace Hemolysis 

20 -4 2 Male 011 Chloride Sample 
Comment: Trace Hemolysis 

20 -4 2 Male 012 Chloride Sample 
Comment: Trace Hemolysis 

20 -4 2 Male 013 Chloride Sample 
Comment: Trace Hemolysis 

20 -4 2 Male 015 Chloride Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 011 Calcium Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 011 Phosphorus Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 012 Calcium Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 012 Phosphorus Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 013 Calcium Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 013 Phosphorus Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 015 Calcium Sample 
Comment: Trace Hemolysis 

21 -4 2 Male 015 Phosphorus Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

22 -4 2 Male 011 Total Protein Sample 
Comment: Trace Hemolysis 

22 -4 2 Male 012 Total Protein Sample 
Comment: Trace Hemolysis 

22 -4 2 Male 013 Total Protein Sample 
Comment: Trace Hemolysis 

22 -4 2 Male 015 Total Protein Sample 
Comment: Trace Hemolysis 

23 -4 2 Male 011 Albumin Sample 
Comment: Trace Hemolysis 

23 -4 2 Male 012 Albumin Sample 
Comment: Trace Hemolysis 

23 -4 2 Male 013 Albumin Sample 
Comment: Trace Hemolysis 

23 -4 2 Male 015 Albumin Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 011 Globulin Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 011 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 012 Globulin Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 012 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 013 Globulin Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 013 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 015 Globulin Sample 
Comment: Trace Hemolysis 

24 -4 2 Male 015 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

25 -4 2 Male 011 Cholesterol Sample 
Comment: Trace Hemolysis 

25 -4 2 Male 012 Cholesterol Sample 
Comment: Trace Hemolysis 

25 -4 2 Male 013 Cholesterol Sample 
Comment: Trace Hemolysis 

25 -4 2 Male 015 Cholesterol Sample 
Comment: Trace Hemolysis 

26 -4 2 Male 011 Triglyceride Sample 
Comment: Trace Hemolysis 

26 -4 2 Male 012 Triglyceride Sample 
Comment: Trace Hemolysis 

26 -4 2 Male 013 Triglyceride Sample 
Comment: Trace Hemolysis 

26 -4 2 Male 015 Triglyceride Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 021 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 021 Creatinine Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 022 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 022 Creatinine Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 023 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

27 -4 3 Male 023 Creatinine Sample 
Comment: Trace Hemolysis 

27 17 3 Male 021 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

27 17 3 Male 022 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

27 17 3 Male 023 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

27 72 3 Male 024 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

28 -4 3 Male 021 Glucose Sample 
Comment: Trace Hemolysis 

28 -4 3 Male 022 Glucose Sample 
Comment: Trace Hemolysis 

28 -4 3 Male 023 Glucose Sample 
Comment: Trace Hemolysis 

28 17 3 Male 021 Creatinine Sample 
Comment: Trace Hemolysis 

28 17 3 Male 021 Glucose Sample 
Comment: Trace Hemolysis 

28 17 3 Male 022 Crealinine Sample 
Comment: Trace Hemolysis 

28 17 3 Male 022 Glucose Sample 
Comment: Trace Hemolysis 

28 17 3 Male 023 Creatinine Sample 
Comment: Trace Hemolysis 

28 17 3 Male 023 Glucose Sample 
Comment: Trace Hemolysis 

28 72 3 Male 024 Creatinine Sample 
Comment: Trace Hemolysis 

29 -4 3 Male 021 AST Sample 
Comment: Trace Hemolysis 

29 -4 3 Male 021 ALT Sample 
Comment: Trace Hemolysis 

29 -4 3 Male 022 AST Sample 
Comment: Trace Hemolysis 

29 -4 3 Male 022 ALT Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

29 -4 3 Male 023 AST Sample 
Comment: Trace Hemolysis 

29 -4 3 Male 023 ALT Sample 
Comment: Trace Hemolysis 

29 17 3 Male 021 AST Sample 
Comment: Trace Hemolysis 

29 17 3 Male 022 AST Sample 
Comment: Trace Hemolysis 

29 17 3 Male 023 AST Sample 
Comment: Trace Hemolysis 

29 72 3 Male 024 Glucose Sample 
Comment: Trace Hemolysis 

29 72 3 Male 024 AST Sample 
Comment: Trace Hemolysis 

30 -4 3 Male 021 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 -4 3 Male 022 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 -4 3 Male 023 Alkaline Phosphatase Result 
Comment: Confirmed by Repeat Analysis 

30 -4 3 Male 023 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 17 3 Male 021 ALT Sample 
Comment: Trace Hemolysis 

30 17 3 Male 021 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 17 3 Male 022 ALT Sample 
Comment: Trace Hemolysis 

30 17 3 Male 022 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 17 3 Male 023 ALT Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

30 17 3 Male 023 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

30 72 3 Male 024 ALT Sample 
Comment: Trace Hemolysis 

31 -4 3 Male 021 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 -4 3 Male 021 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 -4 3 Male 022 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 -4 3 Male 022 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 -4 3 Male 023 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 -4 3 Male 023 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 -4 3 Male 024 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 -4 3 Male 025 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 17 3 Male 021 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 17 3 Male 021 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 17 3 Male 022 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 17 3 Male 022 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 17 3 Male 023 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 17 3 Male 023 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

31 72 3 Male 024 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

31 72 3 Male 024 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

31 72 3 Male 024 Total Bilirubin Sample 
Comment: Trace Hemolysis 

31 72 3 Male 025 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

32 -4 3 Male 021 Sodium Sample 
Comment: Trace Hemolysis 

32 -4 3 Male 021 Potassium Sample 
Comment: Trace Hemolysis 

32 -4 3 Male 022 Sodium Sample 
Comment: Trace Hemolysis 

32 -4 3 Male 022 Potassium Sample 
Comment: Trace Hemolysis 

32 -4 3 Male 023 Sodium Sample 
Comment: Trace Hemolysis 

32 -4 3 Male 023 Potassium Sample 
Comment: Trace Hemolysis 

32 17 3 Male 021 Sodium Sample 
Comment: Trace Hemolysis 

32 17 3 Male 022 Sodium Sample 
Comment: Trace Hemolysis 

32 17 3 Male 023 Sodium Sample 
Comment: Trace Hemolysis 

32 72 3 Male 024 Sodium Sample 
Comment: Trace Hemolysis 

33 -4 3 Male 021 Chloride Sample 
Comment: Trace Hemolysis 

33 -4 3 Male 022 Chloride Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuQg Marker 

33 -4 3 Male 023 Chloride Sample 
Comment: Trace Hemolysis 

33 17 3 Male 021 Potassium Sample 
Comment: Trace Hemolysis 

33 17 3 Male 021 Chloride Sample 
Comment: Trace Hemolysis 

33 17 3 Male 022 Potassium Sample 
Comment: Trace Hemolysis 

33 17 3 Male 022 Chloride Sample 
Comment: Trace Hemolysis 

33 17 3 Male 023 Potassium Sample 
Comment: Trace Hemolysis 

33 17 3 Male 023 Chloride Sample 
Comment: Trace Hemolysis 

33 72 3 Male 024 Potassium Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 021 Calcium Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 021 Phosphorus Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 022 Calcium Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 022 Phosphorus Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 023 Calcium Sample 
Comment: Trace Hemolysis 

34 -4 3 Male 023 Phosphorus Sample 
Comment: Trace Hemolysis 

34 17 3 Male 021 Calcium Sample 
Comment: Trace Hemolysis 

34 17 3 Male 022 Calcium Sample 
Comment: Trace Hemolysis 
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34 17 3 Male 023 Calcium Sample 
Comment: Trace Hemolysis 

34 72 3 Male 024 Chloride Sample 
Comment: Trace Hemolysis 

34 72 3 Male 024 Calcium Sample 
Comment: Trace Hemolysis 

35 -4 3 Male 021 Total Protein Sample 
Comment: Trace Hemolysis 

35 -4 3 Male 022 Total Protein Sample 
Comment: Trace Hemolysis 

35 -4 3 Male 023 Total Protein Sample 
Comment: Trace Hemolysis 

35 17 3 Male 021 Phosphorus Sample 
Comment: Trace Hemolysis 

35 17 3 Male 021 Total Protein Sample 
Comment: Trace Hemolysis 

35 17 3 Male 022 Phosphorus Sample 
Comment: Trace Hemolysis 

35 17 3 Male 022 Total Protein Sample 
Comment: Trace Hemolysis 

35 17 3 Male 023 Phosphorus Sample 
Comment: Trace Hemolysis 

35 17 3 Male 023 Total Protein Sample 
Comment: Trace Hemolysis 

35 72 3 Male 024 Phosphorus Sample 
Comment: Trace Hemolysis 

36 -4 3 Male 021 Albumin Sample 
Comment: Trace Hemolysis 

36 -4 3 Male 022 Albumin Sample 
Comment: Trace Hemolysis 

36 -4 3 Male 023 Albumin Sample 
Comment: Trace Hemolysis 
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36 17 3 Male 021 Albumin Sample 
Comment: Trace Hemolysis 

36 17 3 Male 022 Albumin Sample 
Comment: Trace Hemolysis 

36 17 3 Male 023 Albumin Sample 
Comment: Trace Hemolysis 

36 72 3 Male 024 Total Protein Sample 
Comment: Trace Hemolysis 

36 72 3 Male 024 Albumin Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 021 Globulin Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 021 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 022 Globulin Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 022 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 023 Globulin Sample 
Comment: Trace Hemolysis 

37 -4 3 Male 023 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

37 17 3 Male 021 Globulin Sample 
Comment: Trace Hemolysis 

37 17 3 Male 022 Globulin Sample 
Comment: Trace Hemolysis 

37 17 3 Male 023 Globulin Sample 
Comment: Trace Hemolysis 

37 72 3 Male 024 Globulin Sample 
Comment: Trace Hemolysis 

38 -4 3 Male 021 Cholesterol Sample 
Comment: Trace Hemolysis 
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38 -4 3 Male 022 Cholesterol Sample 
Comment: Trace Hemolysis 

38 -4 3 Male 023 Cholesterol Sample 
Comment: Trace Hemolysis 

38 17 3 Male 021 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

38 17 3 Male 021 Cholesterol Sample 
Comment: Trace Hemolysis 

38 17 3 Male 022 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

38 17 3 Male 022 Cholesterol Sample 
Comment: Trace Hemolysis 

38 17 3 Male 023 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

38 17 3 Male 023 Cholesterol Sample 
Comment: Trace Hemolysis 

38 72 3 Male 024 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

39 -4 3 Male 021 Triglyceride Sample 
Comment: Trace Hemolysis 

39 -4 3 Male 022 Triglyceride Sample 
Comment: Trace Hemolysis 

39 -4 3 Male 023 Triglyceride Sample 
Comment: Trace Hemolysis 

39 17 3 Male 021 Triglyceride Sample 
Comment: Trace Hemolysis 

39 17 3 Male 022 Triglyceride Sample 
Comment: Trace Hemolysis 

39 17 3 Male 023 Triglyceride Sample 
Comment: Trace Hemolysis 

39 72 3 Male 024 Cholesterol Sample 
Comment: Trace Hemolysis 
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39 72 3 Male 024 Triglyceride Sample 
Comment: Trace Hemolysis 

40 -4 4 Male 031 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

40 -4 4 Male 031 Creatinine Sample 
Comment: Trace Hemolysis 

40 -4 4 Male 034 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

40 -4 4 Male 034 Creatinine Sample 
Comment: 1 + Hemolysis 

40 17 4 Male 031 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

40 17 4 Male 033 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

40 72 4 Male 034 Blood Urea Nitrogen Sample 
Comment: 2+ Hemolysis 

41 -4 4 Male 031 Glucose Sample 
Comment: Trace Hemolysis 

41 -4 4 Male 034 Glucose Sample 
Comment: 1 + Hemolysis 

41 17 4 Male 031 Creatinine Sample 
Comment: Trace Hemolysis 

41 17 4 Male 031 Glucose Sample 
Comment: Trace Hemolysis 

41 17 4 Male 033 Creatinine Sample 
Comment: Trace Hemolysis 

41 17 4 Male 033 Glucose Sample 
Comment: Trace Hemolysis 

41 72 4 Male 034 Creatinine Sample 
Comment: 2+ Hemolysis 

42 -4 4 Male 031 AST Sample 
Comment: Trace Hemolysis 
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42 -4 4 Male 031 ALT Sample 
Comment: Trace Hemolysis 

42 -4 4 Male 034 AST Sample 
Comment: 1 + Hemolysis 

42 -4 4 Male 034 ALT Sample 
Comment: 1 + Hemolysis 

42 17 4 Male 031 AST Sample 
Comment: Trace Hemolysis 

42 17 4 Male 033 AST Sample 
Comment: Trace Hemolysis 

42 72 4 Male 034 Glucose Sample 
Comment: 2+ Hemolysis 

42 72 4 Male 034 AST Sample 
Comment: 2+ Hemolysis 

43 -4 4 Male 031 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

43 -4 4 Male 034 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

43 17 4 Male 031 ALT Sample 
Comment: Trace Hemolysis 

43 17 4 Male 031 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

43 17 4 Male 033 ALT Sample 
Comment: Trace Hemolysis 

43 17 4 Male 033 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

43 72 4 Male 034 ALT Sample 
Comment: 2+ Hemolysis 

44 -4 4 Male 031 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 -4 4 Male 031 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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44 -4 4 Male 032 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 -4 4 Male 033 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 -4 4 Male 034 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 -4 4 Male 034 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

44 -4 4 Male 035 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 17 4 Male 031 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 17 4 Male 031 Total Bilirubin Sample 
Comment: Trace Hemolysis 

44 17 4 Male 032 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 17 4 Male 033 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 17 4 Male 033 Total Bilirubin Sample 
Comment: Trace Hemolysis 

44 72 4 Male 034 Alkaline Phosphatase Sample 
Comment: 2+ Hemolysis 

44 72 4 Male 034 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

44 72 4 Male 034 Total Bilirubin Sample 
Comment: 2+ Hemolysis 

44 72 4 Male 035 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

45 -4 4 Male 031 Sodium Sample 
Comment: Trace Hemolysis 

45 -4 4 Male 031 Potassium Sample 
Comment: Trace Hemolysis 
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45 -4 4 Male 034 Sodium Sample 
Comment: 1 + Hemolysis 

45 -4 4 Male 034 Potassium Sample 
Comment: 1 + Hemolysis 

45 17 4 Male 031 Sodium Sample 
Comment: Trace Hemolysis 

45 17 4 Male 033 Sodium Sample 
Comment: Trace Hemolysis 

45 72 4 Male 034 Sodium Sample 
Comment: 2+ Hemolysis 

46 -4 4 Male 031 Chloride Sample 
Comment: Trace Hemolysis 

46 -4 4 Male 034 Chloride Sample 
Comment: 1 + Hemolysis 

46 17 4 Male 031 Potassium Sample 
Comment: Trace Hemolysis 

46 17 4 Male 031 Chloride Sample 
Comment: Trace Hemolysis 

46 17 4 Male 033 Potassium Sample 
Comment: Trace Hemolysis 

46 17 4 Male 033 Chloride Sample 
Comment: Trace Hemolysis 

46 72 4 Male 034 Potassium Sample 
Comment: 2+ Hemolysis 

47 -4 4 Male 031 Calcium Sample 
Comment: Trace Hemolysis 

47 -4 4 Male 031 Phosphorus Sample 
Comment: Trace Hemolysis 

47 -4 4 Male 034 Calcium Sample 
Comment: 1 + Hemolysis 

47 -4 4 Male 034 Phosphorus Sample 
Comment: 1 + Hemolysis 
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47 17 4 Male 031 Calcium Sample 
Comment: Trace Hemolysis 

47 17 4 Male 033 Calcium Sample 
Comment: Trace Hemolysis 

47 72 4 Male 034 Chloride Sample 
Comment: 2+ Hemolysis 

47 72 4 Male 034 Calcium Sample 
Comment: 2+ Hemolysis 

48 -4 4 Male 031 Total Protein Sample 
Comment: Trace Hemolysis 

48 -4 4 Male 034 Total Protein Sample 
Comment: 1 + Hemolysis 

48 17 4 Male 031 Phosphorus Sample 
Comment: Trace Hemolysis 

48 17 4 Male 031 Total Protein Sample 
Comment: Trace Hemolysis 

48 17 4 Male 033 Phosphorus Sample 
Comment: Trace Hemolysis 

48 17 4 Male 033 Total Protein Sample 
Comment: Trace Hemolysis 

48 72 4 Male 034 Phosphorus Sample 
Comment: 2+ Hemolysis 

49 -4 4 Male 031 Albumin Sample 
Comment: Trace Hemolysis 

49 -4 4 Male 034 Albumin Sample 
Comment: 1 + Hemolysis 

49 17 4 Male 031 Albumin Sample 
Comment: Trace Hemolysis 

49 17 4 Male 033 Albumin Sample 
Comment: Trace Hemolysis 

49 72 4 Male 034 Total Protein Sample 
Comment: 2+ Hemolysis 
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49 72 4 Male 034 Albumin Sample 
Comment: 2+ Hemolysis 

50 -4 4 Male 031 Globulin Sample 
Comment: Trace Hemolysis 

50 -4 4 Male 031 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

50 -4 4 Male 034 Globulin Sample 
Comment: 1 + Hemolysis 

50 -4 4 Male 034 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

50 17 4 Male 031 Globulin Sample 
Comment: Trace Hemolysis 

50 17 4 Male 033 Globulin Sample 
Comment: Trace Hemolysis 

50 72 4 Male 034 Globulin Sample 
Comment: 2+ Hemolysis 

51 -4 4 Male 031 Cholesterol Sample 
Comment: Trace Hemolysis 

51 -4 4 Male 034 Cholesterol Sample 
Comment: 1 + Hemolysis 

51 17 4 Male 031 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

51 17 4 Male 031 Cholesterol Sample 
Comment: Trace Hemolysis 

51 17 4 Male 033 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

51 17 4 Male 033 Cholesterol Sample 
Comment: Trace Hemolysis 

51 72 4 Male 034 Alb/Glo Ratio Sample 
Comment: 2+ Hemolysis 

52 -4 4 Male 031 Triglyceride Sample 
Comment: Trace Hemolysis 
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52 -4 4 Male 034 Triglyceride Sample 
Comment: 1 + Hemolysis 

52 17 4 Male 031 Triglyceride Sample 
Comment: Trace Hemolysis 

52 17 4 Male 033 Triglyceride Sample 
Comment: Trace Hemolysis 

52 72 4 Male 034 Cholesterol Sample 
Comment: 2+ Hemolysis 

52 72 4 Male 034 Triglyceride Sample 
Comment: 2+ Hemolysis 

53 -2 Female 006 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

53 -2 Female 006 Creatinine Sample 
Comment: Trace Hemolysis 

53 -2 Female 007 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

53 -2 Female 007 Creatinine Sample 
Comment: 1 + Hemolysis 

53 -2 Female 008 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

53 -2 Female 008 Creatinine Sample 
Comment: Trace Hemolysis 

53 -2 Female 009 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

53 -2 Female 009 Creatinine Sample 
Comment: Trace Hemolysis 

53 -2 Female 010 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

53 -2 Female 010 Creatinine Sample 
Comment: Trace Hemolysis 

53 72 Female 009 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 
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53 72 1 Female 010 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

54 -2 Female 006 Glucose Sample 
Comment: Trace Hemolysis 

54 -2 Female 007 Glucose Sample 
Comment: 1 + Hemolysis 

54 -2 Female 008 Glucose Sample 
Comment: Trace Hemolysis 

54 -2 Female 009 Glucose Sample 
Comment: Trace Hemolysis 

54 -2 Female 010 Glucose Sample 
Comment: Trace Hemolysis 

54 72 Female 009 Creatinine Sample 
Comment: 1 + Hemolysis 

54 72 Female 010 Creatinine Sample 
Comment: Trace Hemolysis 

55 -2 Female 006 AST Sample 
Comment: Trace Hemolysis 

55 -2 Female 007 AST Sample 
Comment: 1 + Hemolysis 

55 -2 Female 008 AST Sample 
Comment: Trace Hemolysis 

55 -2 Female 009 AST Sample 
Comment: Trace Hemolysis 

55 -2 Female 010 AST Sample 
Comment: Trace Hemolysis 

55 72 Female 009 Glucose Sample 
Comment: 1 + Hemolysis 

55 72 Female 009 AST Sample 
Comment: 1 + Hemolysis 

55 72 Female 010 Glucose Sample 
Comment: Trace Hemolysis 
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55 72 1 Female 010 AST Sample 
Comment: Trace Hemolysis 

56 -2 Female 006 ALT Sample 
Comment: Trace Hemolysis 

56 -2 Female 006 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

56 -2 Female 007 ALT Sample 
Comment: 1 + Hemolysis 

56 -2 Female 007 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

56 -2 Female 008 ALT Sample 
Comment: Trace Hemolysis 

56 -2 Female 008 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

56 -2 Female 009 ALT Sample 
Comment: Trace Hemolysis 

56 -2 Female 009 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

56 -2 Female 010 ALT Sample 
Comment: Trace Hemolysis 

56 -2 Female 010 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

56 72 Female 009 ALT Sample 
Comment: 1 + Hemolysis 

56 72 Female 010 ALT Sample 
Comment: Trace Hemolysis 

57 -2 Female 006 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 -2 Female 006 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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57 -2 1 Female 007 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 -2 Female 007 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

57 -2 Female 008 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 -2 Female 008 Total Bilirubin Sample 
Comment: Trace Hemolysis 

57 -2 Female 009 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 -2 Female 009 Total Bilirubin Sample 
Comment: Trace Hemolysis 

57 -2 Female 010 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 -2 Female 010 Total Bilirubin Sample 
Comment: Trace Hemolysis 

57 30 Female 006 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 30 Female 007 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 30 Female 008 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 72 Female 009 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

57 72 Female 009 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 72 Female 009 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

57 72 Female 010 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 
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57 72 1 Female 010 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

57 72 Female 010 Total Bilirubin Sample 
Comment: Trace Hemolysis 

58 -2 Female 006 Sodium Sample 
Comment: Trace Hemolysis 

58 -2 Female 006 Potassium Sample 
Comment: Trace Hemolysis 

58 -2 Female 007 Sodium Sample 
Comment: 1 + Hemolysis 

58 -2 Female 007 Potassium Sample 
Comment: 1 + Hemolysis 

58 -2 Female 008 Sodium Sample 
Comment: Trace Hemolysis 

58 -2 Female 008 Potassium Sample 
Comment: Trace Hemolysis 

58 -2 Female 009 Sodium Sample 
Comment: Trace Hemolysis 

58 -2 Female 009 Potassium Sample 
Comment: Trace Hemolysis 

58 -2 Female 010 Sodium Sample 
Comment: Trace Hemolysis 

58 -2 Female 010 Potassium Sample 
Comment: Trace Hemolysis 

58 72 Female 009 Sodium Sample 
Comment: 1 + Hemolysis 

58 72 Female 010 Sodium Sample 
Comment: Trace Hemolysis 

59 -2 Female 006 Chloride Sample 
Comment: Trace Hemolysis 

59 -2 Female 007 Chloride Sample 
Comment: 1 + Hemolysis 
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59 -2 1 Female 008 Chloride Sample 
Comment: Trace Hemolysis 

59 -2 Female 009 Chloride Sample 
Comment: Trace Hemolysis 

59 -2 Female 010 Chloride Sample 
Comment: Trace Hemolysis 

59 72 Female 009 Potassium Sample 
Comment: 1 + Hemolysis 

59 72 Female 010 Potassium Sample 
Comment: Trace Hemolysis 

60 -2 Female 006 Calcium Sample 
Comment: Trace Hemolysis 

60 -2 Female 007 Calcium Sample 
Comment: 1 + Hemolysis 

60 -2 Female 008 Calcium Sample 
Comment: Trace Hemolysis 

60 -2 Female 009 Calcium Sample 
Comment: Trace Hemolysis 

60 -2 Female 010 Calcium Sample 
Comment: Trace Hemolysis 

60 72 Female 009 Chloride Sample 
Comment: 1 + Hemolysis 

60 72 Female 009 Calcium Sample 
Comment: 1 + Hemolysis 

60 72 Female 010 Chloride Sample 
Comment: Trace Hemolysis 

60 72 Female 010 Calcium Sample 
Comment: Trace Hemolysis 

61 -2 Female 006 Phosphorus Sample 
Comment: Trace Hemolysis 

61 -2 Female 006 Total Protein Sample 
Comment: Trace Hemolysis 
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61 -2 1 Female 007 Phosphorus Sample 
Comment: 1 + Hemolysis 

61 -2 Female 007 Total Protein Sample 
Comment: 1 + Hemolysis 

61 -2 Female 008 Phosphorus Sample 
Comment: Trace Hemolysis 

61 -2 Female 008 Total Protein Sample 
Comment: Trace Hemolysis 

61 -2 Female 009 Phosphorus Sample 
Comment: Trace Hemolysis 

61 -2 Female 009 Total Protein Sample 
Comment: Trace Hemolysis 

61 -2 Female 010 Phosphorus Sample 
Comment: Trace Hemolysis 

61 -2 Female 010 Total Protein Sample 
Comment: Trace Hemolysis 

61 72 Female 009 Phosphorus Sample 
Comment: 1 + Hemolysis 

61 72 Female 010 Phosphorus Sample 
Comment: Trace Hemolysis 

62 -2 Female 006 Albumin Sample 
Comment: Trace Hemolysis 

62 -2 Female 007 Albumin Sample 
Comment: 1 + Hemolysis 

62 -2 Female 008 Albumin Sample 
Comment: Trace Hemolysis 

62 -2 Female 009 Albumin Sample 
Comment: Trace Hemolysis 

62 -2 Female 010 Albumin Sample 
Comment: Trace Hemolysis 

62 72 Female 009 Total Protein Sample 
Comment: 1 + Hemolysis 
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62 72 1 Female 009 Albumin Sample 
Comment: 1 + Hemolysis 

62 72 Female 010 Total Protein Sample 
Comment: Trace Hemolysis 

62 72 Female 010 Albumin Sample 
Comment: Trace Hemolysis 

63 -2 Female 006 Globulin Sample 
Comment: Trace Hemolysis 

63 -2 Female 006 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

63 -2 Female 007 Globulin Sample 
Comment: 1 + Hemolysis 

63 -2 Female 007 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

63 -2 Female 008 Globulin Sample 
Comment: Trace Hemolysis 

63 -2 Female 008 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

63 -2 Female 009 Globulin Sample 
Comment: Trace Hemolysis 

63 -2 Female 009 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

63 -2 Female 010 Globulin Sample 
Comment: Trace Hemolysis 

63 -2 Female 010 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

63 72 Female 009 Globulin Sample 
Comment: 1 + Hemolysis 

63 72 Female 010 Globulin Sample 
Comment: Trace Hemolysis 

64 -2 Female 006 Cholesterol Sample 
Comment: Trace Hemolysis 
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64 -2 1 Female 007 Cholesterol Sample 
Comment: 1 + Hemolysis 

64 -2 Female 008 Cholesterol Sample 
Comment: Trace Hemolysis 

64 -2 Female 009 Cholesterol Sample 
Comment: Trace Hemolysis 

64 -2 Female 010 Cholesterol Sample 
Comment: Trace Hemolysis 

64 72 Female 009 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

64 72 Female 010 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

65 -2 Female 006 Triglyceride Sample 
Comment: Trace Hemolysis 

65 -2 Female 007 Triglyceride Sample 
Comment: 1 + Hemolysis 

65 -2 Female 008 Triglyceride Sample 
Comment: Trace Hemolysis 

65 -2 Female 009 Triglyceride Sample 
Comment: Trace Hemolysis 

65 -2 Female 010 Triglyceride Sample 
Comment: Trace Hemolysis 

65 72 Female 009 Cholesterol Sample 
Comment: 1 + Hemolysis 

65 72 Female 009 Triglyceride Sample 
Comment: 1 + Hemolysis 

65 72 Female 010 Cholesterol Sample 
Comment: Trace Hemolysis 

65 72 Female 010 Triglyceride Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 016 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 
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66 -2 2 Female 016 Creatinine Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 017 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 017 Creatinine Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 018 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 018 Creatinine Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 019 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 019 Creatinine Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 020 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

66 -2 2 Female 020 Creatinine Sample 
Comment: Trace Hemolysis 

66 30 2 Female 018 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

66 72 2 Female 019 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

66 72 2 Female 020 Blood Urea Nitrogen Sample 
Comment: 1 + Hemolysis 

67 -2 2 Female 016 Glucose Sample 
Comment: Trace Hemolysis 

67 -2 2 Female 017 Glucose Sample 
Comment: Trace Hemolysis 

67 -2 2 Female 018 Glucose Sample 
Comment: Trace Hemolysis 

67 -2 2 Female 019 Glucose Sample 
Comment: Trace Hemolysis 
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67 -2 2 Female 020 Glucose Sample 
Comment: Trace Hemolysis 

67 30 2 Female 018 Creatinine Sample 
Comment: 1 + Hemolysis 

67 30 2 Female 018 Glucose Sample 
Comment: 1 + Hemolysis 

67 72 2 Female 019 Creatinine Sample 
Comment: Trace Hemolysis 

67 72 2 Female 020 Creatinine Sample 
Comment: 1 + Hemolysis 

68 -2 2 Female 016 AST Sample 
Comment: Trace Hemolysis 

68 -2 2 Female 017 AST Sample 
Comment: Trace Hemolysis 

68 -2 2 Female 018 AST Sample 
Comment: Trace Hemolysis 

68 -2 2 Female 019 AST Sample 
Comment: Trace Hemolysis 

68 -2 2 Female 020 AST Sample 
Comment: Trace Hemolysis 

68 30 2 Female 018 AST Sample 
Comment: 1 + Hemolysis 

68 72 2 Female 019 Glucose Sample 
Comment: Trace Hemolysis 

68 72 2 Female 019 AST Sample 
Comment: Trace Hemolysis 

68 72 2 Female 020 Glucose Sample 
Comment: 1 + Hemolysis 

68 72 2 Female 020 AST Sample 
Comment: 1 + Hemolysis 

69 -2 2 Female 016 ALT Sample 
Comment: Trace Hemolysis 
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69 -2 2 Female 016 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 017 ALT Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 017 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 018 ALT Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 018 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 019 ALT Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 019 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 020 ALT Sample 
Comment: Trace Hemolysis 

69 -2 2 Female 020 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

69 30 2 Female 018 ALT Sample 
Comment: 1 + Hemolysis 

69 72 2 Female 019 ALT Sample 
Comment: Trace Hemolysis 

69 72 2 Female 020 ALT Sample 
Comment: 1 + Hemolysis 

70 -2 2 Female 016 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 -2 2 Female 016 Total Bilirubin Sample 
Comment: Trace Hemolysis 

70 -2 2 Female 017 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 -2 2 Female 017 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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70 -2 2 Female 018 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 -2 2 Female 018 Total Bilirubin Sample 
Comment: Trace Hemolysis 

70 -2 2 Female 019 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 -2 2 Female 019 Total Bilirubin Sample 
Comment: Trace Hemolysis 

70 -2 2 Female 020 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 -2 2 Female 020 Total Bilirubin Sample 
Comment: Trace Hemolysis 

70 30 2 Female 016 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 30 2 Female 017 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 30 2 Female 018 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 

70 30 2 Female 018 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 30 2 Female 018 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

70 72 2 Female 019 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

70 72 2 Female 019 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 72 2 Female 019 Total Bilirubin Sample 
Comment: Trace Hemolysis 

70 72 2 Female 020 Alkaline Phosphatase Sample 
Comment: 1 + Hemolysis 
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70 72 2 Female 020 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

70 72 2 Female 020 Total Bilirubin Sample 
Comment: 1 + Hemolysis 

71 -2 2 Female 016 Sodium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 016 Potassium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 017 Sodium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 017 Potassium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 018 Sodium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 018 Potassium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 019 Sodium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 019 Potassium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 020 Sodium Sample 
Comment: Trace Hemolysis 

71 -2 2 Female 020 Potassium Sample 
Comment: Trace Hemolysis 

71 30 2 Female 018 Sodium Sample 
Comment: 1 + Hemolysis 

71 72 2 Female 019 Sodium Sample 
Comment: Trace Hemolysis 

71 72 2 Female 020 Sodium Sample 
Comment: 1 + Hemolysis 

72 -2 2 Female 016 Chloride Sample 
Comment: Trace Hemolysis 
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72 -2 2 Female 017 Chloride Sample 
Comment: Trace Hemolysis 

72 -2 2 Female 018 Chloride Sample 
Comment: Trace Hemolysis 

72 -2 2 Female 019 Chloride Sample 
Comment: Trace Hemolysis 

72 -2 2 Female 020 Chloride Sample 
Comment: Trace Hemolysis 

72 30 2 Female 018 Potassium Sample 
Comment: 1 + Hemolysis 

72 30 2 Female 018 Chloride Sample 
Comment: 1 + Hemolysis 

72 72 2 Female 019 Potassium Sample 
Comment: Trace Hemolysis 

72 72 2 Female 020 Potassium Sample 
Comment: 1 + Hemolysis 

73 -2 2 Female 016 Calcium Sample 
Comment: Trace Hemolysis 

73 -2 2 Female 017 Calcium Sample 
Comment: Trace Hemolysis 

73 -2 2 Female 018 Calcium Sample 
Comment: Trace Hemolysis 

73 -2 2 Female 019 Calcium Sample 
Comment: Trace Hemolysis 

73 -2 2 Female 020 Calcium Sample 
Comment: Trace Hemolysis 

73 30 2 Female 018 Calcium Sample 
Comment: 1 + Hemolysis 

73 72 2 Female 019 Chloride Sample 
Comment: Trace Hemolysis 

73 72 2 Female 019 Calcium Sample 
Comment: Trace Hemolysis 
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73 72 2 Female 020 Chloride Sample 
Comment: 1 + Hemolysis 

73 72 2 Female 020 Calcium Sample 
Comment: 1 + Hemolysis 

74 -2 2 Female 016 Phosphorus Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 016 Total Protein Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 017 Phosphorus Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 017 Total Protein Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 018 Phosphorus Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 018 Total Protein Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 019 Phosphorus Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 019 Total Protein Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 020 Phosphorus Sample 
Comment: Trace Hemolysis 

74 -2 2 Female 020 Total Protein Sample 
Comment: Trace Hemolysis 

74 30 2 Female 018 Phosphorus Sample 
Comment: 1 + Hemolysis 

74 72 2 Female 019 Phosphorus Sample 
Comment: Trace Hemolysis 

74 72 2 Female 020 Phosphorus Sample 
Comment: 1 + Hemolysis 

75 -2 2 Female 016 Albumin Sample 
Comment: Trace Hemolysis 
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75 -2 2 Female 017 Albumin Sample 
Comment: Trace Hemolysis 

75 -2 2 Female 018 Albumin Sample 
Comment: Trace Hemolysis 

75 -2 2 Female 019 Albumin Sample 
Comment: Trace Hemolysis 

75 -2 2 Female 020 Albumin Sample 
Comment: Trace Hemolysis 

75 30 2 Female 018 Total Protein Sample 
Comment: 1 + Hemolysis 

75 30 2 Female 018 Albumin Sample 
Comment: 1 + Hemolysis 

75 72 2 Female 019 Total Protein Sample 
Comment: Trace Hemolysis 

75 72 2 Female 019 Albumin Sample 
Comment: Trace Hemolysis 

75 72 2 Female 020 Total Protein Sample 
Comment: 1 + Hemolysis 

75 72 2 Female 020 Albumin Sample 
Comment: 1 + Hemolysis 

76 -2 2 Female 016 Globulin Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 016 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 017 Globulin Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 017 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 018 Globulin Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 018 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 
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76 -2 2 Female 019 Globulin Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 019 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 020 Globulin Sample 
Comment: Trace Hemolysis 

76 -2 2 Female 020 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

76 30 2 Female 018 Globulin Sample 
Comment: 1 + Hemolysis 

76 72 2 Female 019 Globulin Sample 
Comment: Trace Hemolysis 

76 72 2 Female 020 Globulin Sample 
Comment: 1 + Hemolysis 

77 -2 2 Female 016 Cholesterol Sample 
Comment: Trace Hemolysis 

77 -2 2 Female 017 Cholesterol Sample 
Comment: Trace Hemolysis 

77 -2 2 Female 018 Cholesterol Sample 
Comment: Trace Hemolysis 

77 -2 2 Female 019 Cholesterol Sample 
Comment: Trace Hemolysis 

77 -2 2 Female 020 Cholesterol Sample 
Comment: Trace Hemolysis 

77 30 2 Female 018 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 

77 30 2 Female 018 Cholesterol Sample 
Comment: 1 + Hemolysis 

77 72 2 Female 019 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

77 72 2 Female 020 Alb/Glo Ratio Sample 
Comment: 1 + Hemolysis 
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78 -2 2 Female 016 Triglyceride Sample 
Comment: Trace Hemolysis 

78 -2 2 Female 017 Triglyceride Sample 
Comment: Trace Hemolysis 

78 -2 2 Female 018 Triglyceride Sample 
Comment: Trace Hemolysis 

78 -2 2 Female 019 Triglyceride Sample 
Comment: Trace Hemolysis 

78 -2 2 Female 020 Triglyceride Sample 
Comment: Trace Hemolysis 

78 30 2 Female 018 Triglyceride Sample 
Comment: 1 + Hemolysis 

78 72 2 Female 019 Cholesterol Sample 
Comment: Trace Hemolysis 

78 72 2 Female 019 Triglyceride Sample 
Comment: Trace Hemolysis 

78 72 2 Female 020 Cholesterol Sample 
Comment: 1 + Hemolysis 

78 72 2 Female 020 Triglyceride Sample 
Comment: 1 + Hemolysis 

79 -2 3 Female 026 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 026 Creatinine Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 027 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 027 Creatinine Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 028 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 028 Crealinine Sample 
Comment: Trace Hemolysis 
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79 -2 3 Female 029 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 029 Creatinine Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 030 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 -2 3 Female 030 Creatinine Sample 
Comment: Trace Hemolysis 

79 17 3 Female 026 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 17 3 Female 027 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 17 3 Female 028 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

79 72 3 Female 030 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

80 -2 3 Female 026 Glucose Sample 
Comment: Trace Hemolysis 

80 -2 3 Female 027 Glucose Sample 
Comment: Trace Hemolysis 

80 -2 3 Female 028 Glucose Sample 
Comment: Trace Hemolysis 

80 -2 3 Female 029 Glucose Sample 
Comment: Trace Hemolysis 

80 -2 3 Female 030 Glucose Sample 
Comment: Trace Hemolysis 

80 17 3 Female 026 Creatinine Sample 
Comment: Trace Hemolysis 

80 17 3 Female 026 Glucose Sample 
Comment: Trace Hemolysis 

80 17 3 Female 027 Creatinine Sample 
Comment: Trace Hemolysis 

1-35 1 
Obtained via FOIA by White Coat Waste Project



Individual Clinical Chemistry 2/11/2019 1 :48:01 PM Page: 151 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with IPropriet I !Erl in Male and Female Beagle Dogs 

Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

80 17 3 Female 027 Glucose Sample 
Comment: Trace Hemolysis 

80 17 3 Female 028 Creatinine Sample 
Comment: Trace Hemolysis 

80 17 3 Female 028 Glucose Sample 
Comment: Trace Hemolysis 

80 72 3 Female 030 Creatinine Sample 
Comment: Trace Hemolysis 

81 -2 3 Female 026 AST Sample 
Comment: Trace Hemolysis 

81 -2 3 Female 027 AST Sample 
Comment: Trace Hemolysis 

81 -2 3 Female 028 AST Sample 
Comment: Trace Hemolysis 

81 -2 3 Female 029 AST Sample 
Comment: Trace Hemolysis 

81 -2 3 Female 030 AST Sample 
Comment: Trace Hemolysis 

81 17 3 Female 026 AST Sample 
Comment: Trace Hemolysis 

81 17 3 Female 027 AST Sample 
Comment: Trace Hemolysis 

81 17 3 Female 028 AST Sample 
Comment: Trace Hemolysis 

81 72 3 Female 030 Glucose Sample 
Comment: Trace Hemolysis 

81 72 3 Female 030 AST Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 026 ALT Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 026 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 
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82 -2 3 Female 027 ALT Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 027 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 028 ALT Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 028 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 029 ALT Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 029 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 030 ALT Sample 
Comment: Trace Hemolysis 

82 -2 3 Female 030 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 17 3 Female 026 ALT Sample 
Comment: Trace Hemolysis 

82 17 3 Female 026 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 17 3 Female 027 ALT Result 
Comment: Confirmed by Repeat Analysis 

82 17 3 Female 027 ALT Sample 
Comment: Trace Hemolysis 

82 17 3 Female 027 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 17 3 Female 028 ALT Sample 
Comment: Trace Hemolysis 

82 17 3 Female 028 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

82 72 3 Female 030 ALT Sample 
Comment: Trace Hemolysis 
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83 -2 3 Female 026 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 -2 3 Female 026 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 -2 3 Female 027 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 -2 3 Female 027 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 -2 3 Female 028 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 -2 3 Female 028 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 -2 3 Female 029 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 -2 3 Female 029 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 -2 3 Female 030 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 -2 3 Female 030 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 17 3 Female 026 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 17 3 Female 026 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 17 3 Female 027 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 17 3 Female 027 Total Bilirubin Sample 
Comment: Trace Hemolysis 

83 17 3 Female 028 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 17 3 Female 028 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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83 72 3 Female 029 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 72 3 Female 030 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

83 72 3 Female 030 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

83 72 3 Female 030 Total Bilirubin Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 026 Sodium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 026 Potassium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 027 Sodium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 027 Potassium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 028 Sodium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 028 Potassium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 029 Sodium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 029 Potassium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 030 Sodium Sample 
Comment: Trace Hemolysis 

84 -2 3 Female 030 Potassium Sample 
Comment: Trace Hemolysis 

84 17 3 Female 026 Sodium Sample 
Comment: Trace Hemolysis 

84 17 3 Female 027 Sodium Sample 
Comment: Trace Hemolysis 
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84 17 3 Female 028 Sodium Sample 
Comment: Trace Hemolysis 

84 72 3 Female 030 Sodium Sample 
Comment: Trace Hemolysis 

85 -2 3 Female 026 Chloride Sample 
Comment: Trace Hemolysis 

85 -2 3 Female 027 Chloride Sample 
Comment: Trace Hemolysis 

85 -2 3 Female 028 Chloride Sample 
Comment: Trace Hemolysis 

85 -2 3 Female 029 Chloride Sample 
Comment: Trace Hemolysis 

85 -2 3 Female 030 Chloride Sample 
Comment: Trace Hemolysis 

85 17 3 Female 026 Potassium Sample 
Comment: Trace Hemolysis 

85 17 3 Female 026 Chloride Sample 
Comment: Trace Hemolysis 

85 17 3 Female 027 Potassium Sample 
Comment: Trace Hemolysis 

85 17 3 Female 027 Chloride Sample 
Comment: Trace Hemolysis 

85 17 3 Female 028 Potassium Sample 
Comment: Trace Hemolysis 

85 17 3 Female 028 Chloride Sample 
Comment: Trace Hemolysis 

85 72 3 Female 030 Potassium Sample 
Comment: Trace Hemolysis 

86 -2 3 Female 026 Calcium Sample 
Comment: Trace Hemolysis 

86 -2 3 Female 027 Calcium Sample 
Comment: Trace Hemolysis 
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86 -2 3 Female 028 Calcium Sample 
Comment: Trace Hemolysis 

86 -2 3 Female 029 Calcium Sample 
Comment: Trace Hemolysis 

86 -2 3 Female 030 Calcium Sample 
Comment: Trace Hemolysis 

86 17 3 Female 026 Calcium Sample 
Comment: Trace Hemolysis 

86 17 3 Female 027 Calcium Sample 
Comment: Trace Hemolysis 

86 17 3 Female 028 Calcium Sample 
Comment: Trace Hemolysis 

86 72 3 Female 030 Chloride Sample 
Comment: Trace Hemolysis 

86 72 3 Female 030 Calcium Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 026 Phosphorus Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 026 Total Protein Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 027 Phosphorus Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 027 Total Protein Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 028 Phosphorus Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 028 Total Protein Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 029 Phosphorus Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 029 Total Protein Sample 
Comment: Trace Hemolysis 
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87 -2 3 Female 030 Phosphorus Sample 
Comment: Trace Hemolysis 

87 -2 3 Female 030 Total Protein Sample 
Comment: Trace Hemolysis 

87 17 3 Female 026 Phosphorus Sample 
Comment: Trace Hemolysis 

87 17 3 Female 026 Total Protein Sample 
Comment: Trace Hemolysis 

87 17 3 Female 027 Phosphorus Sample 
Comment: Trace Hemolysis 

87 17 3 Female 027 Total Protein Sample 
Comment: Trace Hemolysis 

87 17 3 Female 028 Phosphorus Sample 
Comment: Trace Hemolysis 

87 17 3 Female 028 Total Protein Sample 
Comment: Trace Hemolysis 

87 72 3 Female 030 Phosphorus Sample 
Comment: Trace Hemolysis 

88 -2 3 Female 026 Albumin Sample 
Comment: Trace Hemolysis 

88 -2 3 Female 027 Albumin Sample 
Comment: Trace Hemolysis 

88 -2 3 Female 028 Albumin Sample 
Comment: Trace Hemolysis 

88 -2 3 Female 029 Albumin Sample 
Comment: Trace Hemolysis 

88 -2 3 Female 030 Albumin Sample 
Comment: Trace Hemolysis 

88 17 3 Female 026 Albumin Sample 
Comment: Trace Hemolysis 

88 17 3 Female 027 Albumin Sample 
Comment: Trace Hemolysis 
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88 17 3 Female 028 Albumin Sample 
Comment: Trace Hemolysis 

88 72 3 Female 030 Total Protein Sample 
Comment: Trace Hemolysis 

88 72 3 Female 030 Albumin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 026 Globulin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 026 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 027 Globulin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 027 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 028 Globulin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 028 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 029 Globulin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 029 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 030 Globulin Sample 
Comment: Trace Hemolysis 

89 -2 3 Female 030 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

89 17 3 Female 026 Globulin Sample 
Comment: Trace Hemolysis 

89 17 3 Female 027 Globulin Sample 
Comment: Trace Hemolysis 

89 17 3 Female 028 Globulin Sample 
Comment: Trace Hemolysis 
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89 72 3 Female 030 Globulin Sample 
Comment: Trace Hemolysis 

90 -2 3 Female 026 Cholesterol Sample 
Comment: Trace Hemolysis 

90 -2 3 Female 027 Cholesterol Sample 
Comment: Trace Hemolysis 

90 -2 3 Female 028 Cholesterol Sample 
Comment: Trace Hemolysis 

90 -2 3 Female 029 Cholesterol Sample 
Comment: Trace Hemolysis 

90 -2 3 Female 030 Cholesterol Sample 
Comment: Trace Hemolysis 

90 17 3 Female 026 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

90 17 3 Female 026 Cholesterol Sample 
Comment: Trace Hemolysis 

90 17 3 Female 027 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

90 17 3 Female 027 Cholesterol Sample 
Comment: Trace Hemolysis 

90 17 3 Female 028 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

90 17 3 Female 028 Cholesterol Sample 
Comment: Trace Hemolysis 

90 72 3 Female 030 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

91 -2 3 Female 026 Triglyceride Sample 
Comment: Trace Hemolysis 

91 -2 3 Female 027 Triglyceride Sample 
Comment: Trace Hemolysis 

91 -2 3 Female 028 Triglyceride Sample 
Comment: Trace Hemolysis 
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91 -2 3 Female 029 Triglyceride Sample 
Comment: Trace Hemolysis 

91 -2 3 Female 030 Triglyceride Sample 
Comment: Trace Hemolysis 

91 17 3 Female 026 Triglyceride Sample 
Comment: Trace Hemolysis 

91 17 3 Female 027 Triglyceride Sample 
Comment: Trace Hemolysis 

91 17 3 Female 028 Triglyceride Sample 
Comment: Trace Hemolysis 

91 72 3 Female 030 Cholesterol Sample 
Comment: Trace Hemolysis 

91 72 3 Female 030 Triglyceride Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 036 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 036 Creatinine Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 037 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 037 Creatinine Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 038 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 038 Creatinine Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 039 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 039 Creatinine Sample 
Comment: Trace Hemolysis 

92 -2 4 Female 040 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 
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92 -2 4 Female 040 Creatinine Sample 
Comment: Trace Hemolysis 

92 17 4 Female 036 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 17 4 Female 037 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

92 72 4 Female 040 Blood Urea Nitrogen Sample 
Comment: Trace Hemolysis 

93 -2 4 Female 036 Glucose Sample 
Comment: Trace Hemolysis 

93 -2 4 Female 037 Glucose Sample 
Comment: Trace Hemolysis 

93 -2 4 Female 038 Glucose Sample 
Comment: Trace Hemolysis 

93 -2 4 Female 039 Glucose Sample 
Comment: Trace Hemolysis 

93 -2 4 Female 040 Glucose Sample 
Comment: Trace Hemolysis 

93 17 4 Female 036 Creatinine Sample 
Comment: Trace Hemolysis 

93 17 4 Female 036 Glucose Sample 
Comment: Trace Hemolysis 

93 17 4 Female 037 Creatinine Sample 
Comment: Trace Hemolysis 

93 17 4 Female 037 Glucose Sample 
Comment: Trace Hemolysis 

93 72 4 Female 040 Creatinine Sample 
Comment: Trace Hemolysis 

94 -2 4 Female 036 AST Sample 
Comment: Trace Hemolysis 

94 -2 4 Female 037 AST Sample 
Comment: Trace Hemolysis 
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94 -2 4 Female 038 AST Sample 
Comment: Trace Hemolysis 

94 -2 4 Female 039 AST Sample 
Comment: Trace Hemolysis 

94 -2 4 Female 040 AST Sample 
Comment: Trace Hemolysis 

94 17 4 Female 036 AST Sample 
Comment: Trace Hemolysis 

94 17 4 Female 037 AST Sample 
Comment: Trace Hemolysis 

94 17 4 Female 039 AST Result 
Comment: Confirmed by Repeat Analysis 

94 72 4 Female 040 Glucose Sample 
Comment: Trace Hemolysis 

94 72 4 Female 040 AST Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 036 ALT Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 036 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 037 ALT Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 037 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 038 ALT Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 038 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 039 ALT Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 039 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 
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95 -2 4 Female 040 ALT Sample 
Comment: Trace Hemolysis 

95 -2 4 Female 040 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 17 4 Female 036 ALT Sample 
Comment: Trace Hemolysis 

95 17 4 Female 036 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 17 4 Female 037 ALT Sample 
Comment: Trace Hemolysis 

95 17 4 Female 037 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

95 17 4 Female 039 ALT Result 
Comment: Confirmed by Repeat Analysis 

95 72 4 Female 040 ALT Sample 
Comment: Trace Hemolysis 

96 -2 4 Female 036 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 -2 4 Female 036 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 -2 4 Female 037 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 -2 4 Female 037 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 -2 4 Female 038 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 -2 4 Female 038 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 -2 4 Female 039 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 -2 4 Female 039 Total Bilirubin Sample 
Comment: Trace Hemolysis 
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96 -2 4 Female 040 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 -2 4 Female 040 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 17 4 Female 036 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 17 4 Female 036 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 17 4 Female 037 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 17 4 Female 037 Total Bilirubin Sample 
Comment: Trace Hemolysis 

96 17 4 Female 039 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 72 4 Female 038 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 72 4 Female 040 Alkaline Phosphatase Sample 
Comment: Trace Hemolysis 

96 72 4 Female 040 Total Bilirubin Replacement <0.15 
Comment: Result below technical limit. 

96 72 4 Female 040 Total Bilirubin Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 036 Sodium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 036 Potassium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 037 Sodium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 037 Potassium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 038 Sodium Sample 
Comment: Trace Hemolysis 
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97 -2 4 Female 038 Potassium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 039 Sodium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 039 Potassium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 040 Sodium Sample 
Comment: Trace Hemolysis 

97 -2 4 Female 040 Potassium Sample 
Comment: Trace Hemolysis 

97 17 4 Female 036 Sodium Sample 
Comment: Trace Hemolysis 

97 17 4 Female 037 Sodium Sample 
Comment: Trace Hemolysis 

97 72 4 Female 040 Sodium Sample 
Comment: Trace Hemolysis 

98 -2 4 Female 036 Chloride Sample 
Comment: Trace Hemolysis 

98 -2 4 Female 037 Chloride Sample 
Comment: Trace Hemolysis 

98 -2 4 Female 038 Chloride Sample 
Comment: Trace Hemolysis 

98 -2 4 Female 039 Chloride Sample 
Comment: Trace Hemolysis 

98 -2 4 Female 040 Chloride Sample 
Comment: Trace Hemolysis 

98 17 4 Female 036 Potassium Sample 
Comment: Trace Hemolysis 

98 17 4 Female 036 Chloride Sample 
Comment: Trace Hemolysis 

98 17 4 Female 037 Potassium Sample 
Comment: Trace Hemolysis 
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98 17 4 Female 037 Chloride Sample 
Comment: Trace Hemolysis 

98 72 4 Female 040 Potassium Sample 
Comment: Trace Hemolysis 

99 -2 4 Female 036 Calcium Sample 
Comment: Trace Hemolysis 

99 -2 4 Female 037 Calcium Sample 
Comment: Trace Hemolysis 

99 -2 4 Female 038 Calcium Sample 
Comment: Trace Hemolysis 

99 -2 4 Female 039 Calcium Sample 
Comment: Trace Hemolysis 

99 -2 4 Female 040 Calcium Sample 
Comment: Trace Hemolysis 

99 17 4 Female 036 Calcium Sample 
Comment: Trace Hemolysis 

99 17 4 Female 037 Calcium Sample 
Comment: Trace Hemolysis 

99 72 4 Female 040 Chloride Sample 
Comment: Trace Hemolysis 

99 72 4 Female 040 Calcium Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 036 Phosphorus Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 036 Total Protein Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 037 Phosphorus Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 037 Total Protein Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 038 Phosphorus Sample 
Comment: Trace Hemolysis 
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100 -2 4 Female 038 Total Protein Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 039 Phosphorus Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 039 Total Protein Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 040 Phosphorus Sample 
Comment: Trace Hemolysis 

100 -2 4 Female 040 Total Protein Sample 
Comment: Trace Hemolysis 

100 17 4 Female 036 Phosphorus Sample 
Comment: Trace Hemolysis 

100 17 4 Female 036 Total Protein Sample 
Comment: Trace Hemolysis 

100 17 4 Female 037 Phosphorus Sample 
Comment: Trace Hemolysis 

100 17 4 Female 037 Total Protein Sample 
Comment: Trace Hemolysis 

100 72 4 Female 040 Phosphorus Sample 
Comment: Trace Hemolysis 

!Erl -2 4 Female 036 Albumin Sample 

lerl -2 4 
Comment: Trace Hemolysis 

Female 037 Albumin Sample 
Comment: Trace Hemolysis 

lerl -2 4 Female 038 Albumin Sample 
Comment: Trace Hemolysis 

lerl -2 4 Female 039 Albumin Sample 
Comment: Trace Hemolysis 

lerl -2 4 Female 040 Albumin Sample 
Comment: Trace Hemolysis 

lerl 17 4 Female 036 Albumin Sample 
Comment: Trace Hemolysis 
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!Erl 17 4 Female 037 Albumin Sample 
Comment: Trace Hemolysis 

[er] 72 4 Female 040 Total Protein Sample 
Comment: Trace Hemolysis 

[er] 72 4 Female 040 Albumin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 036 Globulin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 036 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 037 Globulin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 037 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 038 Globulin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 038 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 039 Globulin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 039 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 040 Globulin Sample 
Comment: Trace Hemolysis 

102 -2 4 Female 040 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

102 17 4 Female 036 Globulin Sample 
Comment: Trace Hemolysis 

102 17 4 Female 037 Globulin Sample 
Comment: Trace Hemolysis 

102 72 4 Female 040 Globulin Sample 
Comment: Trace Hemolysis 
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103 -2 4 Female 036 Cholesterol Sample 
Comment: Trace Hemolysis 

103 -2 4 Female 037 Cholesterol Sample 
Comment: Trace Hemolysis 

103 -2 4 Female 038 Cholesterol Sample 
Comment: Trace Hemolysis 

103 -2 4 Female 039 Cholesterol Sample 
Comment: Trace Hemolysis 

103 -2 4 Female 040 Cholesterol Sample 
Comment: Trace Hemolysis 

103 17 4 Female 036 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

103 17 4 Female 036 Cholesterol Sample 
Comment: Trace Hemolysis 

103 17 4 Female 037 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

103 17 4 Female 037 Cholesterol Sample 
Comment: Trace Hemolysis 

103 72 4 Female 040 Alb/Glo Ratio Sample 
Comment: Trace Hemolysis 

104 -2 4 Female 036 Triglyceride Sample 
Comment: Trace Hemolysis 

104 -2 4 Female 037 Triglyceride Sample 
Comment: Trace Hemolysis 

104 -2 4 Female 038 Triglyceride Sample 
Comment: Trace Hemolysis 

104 -2 4 Female 039 Triglyceride Sample 
Comment: Trace Hemolysis 

104 -2 4 Female 040 Triglyceride Sample 
Comment: Trace Hemolysis 

104 17 4 Female 036 Triglyceride Sample 
Comment: Trace Hemolysis 
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104 17 4 Female 037 Triglyceride Sample 
Comment: Trace Hemolysis 

104 72 4 Female 040 Cholesterol Sample 
Comment: Trace Hemolysis 

104 72 4 Female 040 Triglyceride Sample 
Comment: Trace Hemolysis 
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General Footnotes 

Provantis version 10.1.0.1 
'." indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Replacement Values 

Value 
<0.15 

Description 
<0.15 

Measurement Descriptions 

Headings Used 
Blood Urea Nitrogen 
Creatinine 
Glucose 
AST 
ALT 
Alkaline Phosphatase 
Total Bilirubin 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus 
Total Protein 
Albumin 
Globulin 
Alb/Glo Ratio 
Cholesterol 
Triglyceride 

Description 
Blood Urea Nitrogen 
Creatinine 
Glucose 
Aspartate Aminotransferase 
Alanine Aminotransferase 
Alkaline Phosphatase 
Total Bilirubin 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus 
Total Protein 
Albumin 
Globulin 
Albumin/Globulin Ratio 
Cholesterol 
Triglyceride 

Key Page 
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Unit Descriptions 

Headings Used 

g/dl 

mg/dl 

mmol/L 
U/L 

Measurement/Statistics 

Measurement 

Blood Urea Nitrogen 

Creatinine 

Glucose 

AST 

ALT 

Alkaline Phosphatase 

Total Bilirubin 

Description 

g/dl 

mg/dl 

mmol/L 
U/L 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Count (N) 

Key Page 
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Measurement/Statistics (Continued) 

Measurement 
Sodium 

Potassium 

Chloride 

Calcium 

Phosphorus 

Total Protein 

Albumin 

Globulin 

Alb/Glo Ratio 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Measurement/Statistics (Continued) 

Measurement 
Cholesterol 

Triglyceride 

Group Information 

Short Name 
1 
2 
3 
4 

Long Name 
Excipient 
!Propriet I IEIJ (0.4) 
!Propriet I IEIJ (3.64) 
!Propriet I IEIJ (14.55) 

Comment Abbreviations 

RC = Result Comment, SC = Sample Comment 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 

~ Report Headings 1-4 
Control Group 1 
Dose Group 2 
Dose Group 3 
Dose Group 4 

1-375 

0 
0.4 
3.64 
14.55 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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End of Print 
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SRI Study No. M397-18 

Appendix 1-3 

INDIVIDUAL COAGULATION 
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Comments and Markers 

Page Q2Y Group Sex Subject Measurement Tupg Marker 

1 -4 1 Male 004 Prothrombin Time Sample 
Comment: Trace Hemolysis 

-4 Male 004 Activated PTT Sample 
Comment: Trace Hemolysis 

-4 Male 005 Prothrombin Time Sample 
Comment: 1 + Hemolysis 

-4 Male 005 Activated PTT Sample 
Comment: 1 + Hemolysis 

30 Male 002 Prothrombin Time Sample 
Comment: Trace Hemolysis 

30 Male 003 Prothrombin Time Sample 
Comment: Trace Hemolysis 

30 Male 014 Prothrombin Time Sample 
Comment: Trace Hemolysis 

2 -4 Male 003 Fibrinogen Result 
Comment: Result: dilution changed 

2 -4 Male 004 Fibrinogen Sample 
Comment: Trace Hemolysis 

2 -4 Male 005 Fibrinogen Sample 
Comment: 1 + Hemolysis 

2 30 Male 002 Activated PTT Sample 
Comment: Trace Hemolysis 

2 30 Male 002 Fibrinogen Sample 
Comment: Trace Hemolysis 

2 30 Male 003 Activated PTT Sample 
Comment: Trace Hemolysis 

2 30 Male 003 Fibrinogen Sample 
Comment: Trace Hemolysis 

2 30 Male 014 Activated PTT Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

2 30 1 Male 014 Fibrinogen Sample 
Comment: Trace Hemolysis 

3 72 Male 004 Fibrinogen Result 
Comment: Result: dilution changed 

3 72 Male 005 Fibrinogen Result 
Comment: Result: dilution changed 

4 -4 2 Male 015 Prothrombin Time Sample 
Comment: Trace Hemolysis 

4 -4 2 Male 015 Activated PTT Sample 
Comment: Trace Hemolysis 

4 30 2 Male 011 Prothrombin Time Sample 
Comment: Trace Hemolysis 

4 30 2 Male 012 Prothrombin Time Sample 
Comment: Trace Hemolysis 

4 72 2 Male 015 Prothrombin Time Sample 
Comment: Trace Hemolysis 

5 -4 2 Male 013 Fibrinogen Result 
Comment: Result: dilution changed 

5 -4 2 Male 015 Fibrinogen Sample 
Comment: Trace Hemolysis 

5 30 2 Male 011 Activated PTT Sample 
Comment: Trace Hemolysis 

5 30 2 Male 011 Fibrinogen Sample 
Comment: Trace Hemolysis 

5 30 2 Male 012 Activated PTT Sample 
Comment: Trace Hemolysis 

5 30 2 Male 012 Fibrinogen Sample 
Comment: Trace Hemolysis 

5 72 2 Male 015 Activated PTT Sample 
Comment: Trace Hemolysis 

6 72 2 Male 015 Fibrinogen Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

7 -4 3 Male 021 Prothrombin Time Sample 
Comment: Trace Hemolysis 

7 -4 3 Male 021 Activated PTT Sample 
Comment: Trace Hemolysis 

8 -4 3 Male 021 Fibrinogen Sample 
Comment: Trace Hemolysis 

8 -4 3 Male 022 Fibrinogen Result 
Comment: Result: dilution changed 

8 -4 3 Male 025 Fibrinogen Result 
Comment: Result: dilution changed 

9 72 3 Male 025 Fibrinogen Result 
Comment: Result: dilution changed 

10 72 4 Male 034 Prothrombin Time Sample 
Comment: Trace Hemolysis 

11 72 4 Male 034 Activated PTT Sample 
Comment: Trace Hemolysis 

12 72 4 Male 034 Fibrinogen Sample 
Comment: Trace Hemolysis 

12 72 4 Male 035 Fibrinogen Result 
Comment: Result: dilution changed 

14 -2 Female 007 Fibrinogen Result 
Comment: Result: dilution changed 

14 -2 Female 008 Fibrinogen Result 
Comment: Result: dilution changed 

14 -2 Female 010 Fibrinogen Result 
Comment: Result: dilution changed 

15 72 Female 010 Fibrinogen Result 
Comment: Result: dilution changed 

16 -2 2 Female 020 Prothrombin Time Sample 
Comment: Trace Hemolysis 

16 -2 2 Female 020 Activated PTT Sample 
Comment: Trace Hemolysis 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

16 72 2 Female 019 Prothrombin Time Sample 
Comment: Trace Hemolysis 

16 72 2 Female 020 Prothrombin Time Sample 
Comment: Trace Hemolysis 

17 -2 2 Female 016 Fibrinogen Result 
Comment: Result: dilution changed 

17 -2 2 Female 017 Fibrinogen Result 
Comment: Result: dilution changed 

17 -2 2 Female 018 Fibrinogen Result 
Comment: Result: dilution changed 

17 -2 2 Female 019 Fibrinogen Result 
Comment: Result: dilution changed 

17 -2 2 Female 020 Fibrinogen Result 
Comment: Result: dilution changed 

17 -2 2 Female 020 Fibrinogen Sample 
Comment: Trace Hemolysis 

17 72 2 Female 019 Activated PTT Sample 
Comment: Trace Hemolysis 

17 72 2 Female 020 Activated PTT Sample 
Comment: Trace Hemolysis 

18 72 2 Female 019 Fibrinogen Result 
Comment: Result: dilution changed 

18 72 2 Female 019 Fibrinogen Sample 
Comment: Trace Hemolysis 

18 72 2 Female 020 Fibrinogen Result 
Comment: Result: dilution changed 

18 72 2 Female 020 Fibrinogen Sample 
Comment: Trace Hemolysis 

20 -2 3 Female 029 Fibrinogen Result 
Comment: Result: dilution changed 

20 -2 3 Female 030 Fibrinogen Result 
Comment: Result: dilution changed 
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Comments and Markers 

Page Qg_y Group Sex Subject Measurement TuPg Marker 

21 72 3 Female 029 Fibrinogen Result 
Comment: Result: dilution changed 

22 -2 4 Female 038 Prothrombin Time Sample 
Comment: Trace Hemolysis 

22 -2 4 Female 038 Activated PTT Sample 
Comment: Trace Hemolysis 

22 72 4 Female 040 Prothrombin Time Sample 
Comment: Trace Hemolysis 

23 -2 4 Female 036 Fibrinogen Result 
Comment: Result: dilution changed 

23 -2 4 Female 037 Fibrinogen Result 
Comment: Result: dilution changed 

23 -2 4 Female 038 Fibrinogen Result 
Comment: Result: dilution changed 

23 -2 4 Female 038 Fibrinogen Sample 
Comment: Trace Hemolysis 

23 72 4 Female 040 Activated PTT Sample 
Comment: Trace Hemolysis 

24 72 4 Female 038 Fibrinogen Result 
Comment: Result: dilution changed 

24 72 4 Female 040 Fibrinogen Result 
Comment: Result: dilution changed 

24 72 4 Female 040 Fibrinogen Sample 
Comment: Trace Hemolysis 

1-406 
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Individual Coagulation 2/11/2019 1 :47:57PM 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
'." indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Measurement Descriptions 

Headings Used 
Prothrombin Time 
Activated PTT 
Fibrinogen 

Unit Descriptions 

Headings Used 

mg/dl 
Seconds 

Measurement/Statistics 

Measurement 

Prothrombin Time 

Activated PTT 

Fibrinogen 

Description 
PT (Prothrombin Time) 
Activated partial thromboplastin time 
Fibrinogen 

Description 

mg/dl 
Seconds 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Individual Coagulation 2/11/2019 1 :47:57PM 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Group Information 

Short Name 

1 
2 
3 
4 

Long Name 

Excipient 
!Propriet I [el) (0.4) 
!Propriet I [el) (3.64) 
!Propriet I [el) (14.55) 

Comment Abbreviations 

RC = Result Comment, SC = Sample Comment 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Re11ort Headings 1-4 

Group 1 0 mg/kg SC 
Group 2 0.4 mg/kg SC 
Group 3 3.64 mg/kg SC 
Group 4 14.55 mg/kg SC 

1-408 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

End of Print 
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GLP-Multiple (5-weekly) Repeat Subcutan eous Dose Toxicity and Toxicokin etics Stud y 
with !Proprietary lnfq IPro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Appendix J 

INDIVIDUAL ANIMAL URINALYSIS 

J- 1 Obtained via FOIA by White Coat Waste Project
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Appendix J-1 

INDIVIDUAL URINALYSIS 
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Individual Urinalysis 2/11/2019 1 :51:03PM Page:73 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Comments and Markers 

Page Q2Y Group Sex Subject Measurement Tupg Marker 

3 72 1 Male 004 Urinary Blood Result 
Comment: TRACE-I = TRACE-INTACT 

39 72 Female 010 Urinary Blood Result 
Comment: TRACE-I= TRACE-INTACT 

56 17 3 Female 026 Urinary Blood Result 
Comment: TRACE-I = TRACE-INTACT 

66 72 4 Female 040 UApH Replacement >=9.0 
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Individual Urinalysis 2/11/2019 1 :51:03PM 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

General Footnotes 

Provantis version 10.1.0.1 
'." indicates Not Applicable 
Statistical significance indicated on a group with an N < 3 is not valid 

Replacement Values 

Value 
>=9.0 

Description 
>=9.0 

Measurement Descriptions 

Headings Used 
Specific Gravity 
Urinary Glucose 
Urinary Bilirubin 
Urinary Ketones 
Urinary Blood 
UApH 
Urinary Protein 
UA Urobilinogen 
Urinary Nitrite 
Urinary Leukocytes 
UrinaryWBC 
Urinary RBC 
Urinary Epit helial Cells 
Urinary Amorphus Cry 
Urinary Bacteria 
Urinary Triple Phosp 
Urinary Mucus Thread 
Urinary Sperm 
Urinary Budding Yeas 

Description 
Specific Gravity 
Urinary Glucose 
Urinary Bilirubin 
Urinary Ketones 
Urinary Blood 
UApH 
Urinary Protein 
UA Urobilinogen 
Urinary Nitrite 
Urinary Leukocytes 
UrinaryWBC 
Urinary RBC 
Urinary Epithelial Cells 
Urinary Amorphus Crystals 
Urinary Bacteria 
Urinary Triple Phosphate 
Urinary Mucus Thread 
Urinary Sperm 
Urinary Budding Yeast 

Key Page 
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Individual Urinalysis 2/11/2019 1 :51:03PM 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Measurement Descriptions (Continued) 

Headings Used 

Fine Granula 

Unit Descriptions 

Headings Used 

EU/dl 

Measurement/Statistics 

Measurement 
Specific Gravity 

Urinary Glucose 
Urinary Bilirubin 
Urinary Ketones 
Urinary Blood 
UApH 

Urinary Protein 
UA Urobilinogen 

Urinary Nitrite 
Urinary Leukocytes 
UrinaryWBC 
Urinary RBC 
Urinary Epit helial Cells 

Description 

Fine Granular Cast 

Description 

EU/dl 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 

Key Page 
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Individual Urinalysis 2/11/2019 1 :51:03PM 

M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

Measurement/Statistics (Continued) 

Measurement 
Urinary Amorphus Cry 
Urinary Bacteria 
Urinary Triple Phosp 
Urinary Mucus Thread 
Urinary Sperm 
Urinary Budding Yeas 
Fine Granula 

Group Information 

Short Name 
1 

2 
3 
4 

Long Name 
Excipient 
!Propriet I leIJ (0.4) 
!Propriet I leIJ (3.64) 
!Propriet I leIJ (14.55) 

Comment Abbreviations 

RC = Result Comment 

Descriptive 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 
Count (N) 

Key Page 

~ Report Headings 1-4 
Control Group 1 
Dose Group 2 
Dose Group 3 
Dose Group 4 

J-78 

0 
0.4 
3.64 
14.55 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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M397-18 - GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study with !Propriet ! IP!] in Male and Female Beagle Dogs 

End of Print 
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GLP-Multiple (5-weekly) Repeat Subcutaneous Dose Toxicity and Toxicokinetics Study 
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Appendix J-2 

INDIVIDUAL URINE COLOR AND CLARITY 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Measurement Descriptions 

Headings Used 
Urine Color 
Urine Clarity 

Group Information 

Short Name 
1 
2 
3 

4 

Long Name 
Excipient 
!Propriet I~ (0.4) 
!Propriet I~ (3.64) 
!Propriet I~ (14.55) 

Individual Urine Color and Clarity 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Description 
Urine Color 
Urine Clarity 

~ 
Control 
Dose 
Dose 
Dose 

Key Page 

Report Headings 1-4 
Group 1 
Group 2 
Group 3 
Group 4 

J-89 

0 
0.4 
3.64 
14.55 

217/2019 9:24:11AM 

mg/kg SC 
mg/kg SC 
mg/kg SC 
mg/kg SC 
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Appendi x K 

INDIVIDUAL ORGAN WEIGHTS 
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Individual Organ Weights 2/6/2019 8:36: 19AM Page: 81 of 87 

M397-18 - GLP-Multiple (5-weekl Rr@at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet Pr in Male and Female Beagle Dogs 

Comments and Markers 

Page Qfil' Group Sex Subject Measurement Tu£g Marker 

1 72 1 Male 004 Adrenal Glands Wt Out of Range < 

3 30 1 Male 002 Testes Weight Out of Range > 

3 72 Male 004 Liver Weight Out of Range < 

4 30 Male 002 Thymus Weight Out of Range < 

4 30 Male 003 Thymus Weight Out of Range < 

4 72 1 Male 004 Thymus Weight Out of Range < 

12 72 2 Male 001 Heart Weight Out of Range > 

12 72 2 Male 015 Heart Weight Out of Range > 

14 30 2 Male 011 Thymus Weight Out of Range < 

14 72 2 Male 001 Thymus Weight Out of Range < 

14 72 2 Male 015 Thymus Weight Out of Range < 

21 17 3 Male 021 Adrenal Glands Wt Out of Range > 

21 17 3 Male 021 Heart Weight Out of Range > 

24 17 3 Male 021 Thymus Weight Out of Range < 

24 17 3 Male 022 Thymus Weight Out of Range < 

24 17 3 Male 023 Thymus Weight Out of Range < 

24 72 3 Male 025 Thymus Weight Out of Range < 

32 72 4 Male 035 Heart Weight Out of Range > 

34 17 4 Male 031 Thymus Weight Out of Range < 

34 17 4 Male 032 Thymus Weight Out of Range < 

34 17 4 Male 033 Thymus Weight Out of Range < 

34 72 4 Male 034 Thymus Weight Out of Range < 

41 30 1 Female 006 Brain Weight Out of Range < 

42 30 Female 007 Liver Weight Out of Range < 

43 30 Female 007 Ovaries Weight Out of Range > 

43 30 Female 008 Ovaries Weight Out of Range > 

43 72 Female 009 Liver Weight Out of Range < 

43 72 Female 010 Liver Weight Out of Range < 

43 72 Female 010 Ovaries Weight Out of Range > 

44 72 Female 009 Thymus Weight Out of Range < 

K-82 
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Individual Organ Weights 2/6/2019 8:36: 19AM Page: 82 of 87 

M397-18 - GLP-Multiple (5-weekl Rr@at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet Pr in Male and Female Beagle Dogs 

Comments and Markers 

Page Q£Y Group Sex Subject Measurement fu1g Marker 

44 72 1 Female 010 Thymus Weight Out of Range < 

52 30 2 Female 016 Liver Weight Out of Range < 

52 30 2 Female 018 Liver Weight Out of Range < 

53 72 2 Female 019 Liver Weight Out of Range < 

53 72 2 Female 019 Ovaries Weight Out of Range > 

53 72 2 Female 020 Liver Weight Out of Range < 

54 30 2 Female 016 Thymus Weight Out of Range < 

54 30 2 Female 017 Thymus Weight Out of Range < 

54 30 2 Female 018 Thymus Weight Out of Range < 

54 72 2 Female 019 Thymus Weight Out of Range < 

54 72 2 Female 020 Thymus Weight Out of Range < 

61 17 3 Female 028 Adrenal Glands Wt Out of Range < 

61 72 3 Female 029 Brain Weight Out of Range < 

62 17 3 Female 026 Liver Weight Out of Range < 

63 72 3 Female 030 Liver Weight Out of Range < 

64 17 3 Female 026 Thymus Weight Out of Range < 

64 17 3 Female 028 Thymus Weight Out of Range < 

64 72 3 Female 029 Thymus Weight Out of Range < 

64 72 3 Female 030 Thymus Weight Out of Range < 

71 17 4 Female 037 Brain Weight Out of Range < 

71 17 4 Female 039 Brain Weight Out of Range < 

71 72 4 Female 038 Adrenal Glands Wt Out of Range > 

71 72 4 Female 040 Brain Weight Out of Range < 

73 72 4 Female 038 Liver Weight Out of Range < 

73 72 4 Female 040 Liver Weight Out of Range < 

73 72 4 Female 040 Ovaries Weight Out of Range > 

74 17 4 Female 036 Thymus Weight Out of Range < 

74 17 4 Female 037 Thymus Weight Out of Range < 

74 17 4 Female 039 Thymus Weight Out of Range < 

74 72 4 Female 038 Thymus Weight Out of Range < 

K-83 
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General Footnotes 

Provantis version 10.1.0.1 
"-" indicates Not Applicable 

Individual Organ Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Key Page 

<or>: Data falls outside of the normal range defined in the software 

Measurement Descriptions 

Headings Used 
Adrenal Glands Wt 
Brain Weight 
Heart Weight 
Kidneys Weight 
Liver Weight 
Ovaries Weight 
Testes Weight 
Thymus Weight 
Adrenal/BW Ratio 
Brain/BW Ratio 
Heart/BW Ratio 
Kidney/BW Ratio 
Liver/BW Ratio 
Ovaries/BW Ratio 
Testes/BW Ratio 
Thymus/BW Ratio 
Adrenal/ Brain 
Heart/ Brain 
Kidneys/ Brain 
Liver/ Brain 
Ovaries/ Brain 
Testes/ Brain 
Thymus/ Brain 

Description 
Adrenal Glands Weight 
Brain Weight 
Heart Weight 
Kidneys Weight 
Liver Weight 
Ovaries Weight 
Testes Weight 
Thymus Weight 
Adrenals/Terminal BW Ratio (kg) 
Brain/Terminal BW Ratio (kg) 
Heart/Terminal BW Ratio (kg) 
Kidney/Terminal BW Ratio (kg) 
Liver/Terminal BW Ratio (kg) 
Ovaries/Terminal BW Ratio (kg) 
Testes/Terminal BW Ratio (kg) 
Thymus/Terminal BW Ratio (kg) 
Adrenals/Brain Ratio 
Heart/Brain Ratio 
Kidneys/Brain Ratio 
Liver/Brain Ratio 
Ovaries/Brain Ratio 
Testes/Brain Ratio 
Thymus/Brain Ratio 

K-84 

2/6/2019 8:36: 19AM Page: 83 of 87 

Obtained via FOIA by White Coat Waste Project



Unit Descriptions 

Headings Used 

% 
g 

Measurement/Statistics 

Measurement 

Adrenal Glands Wt 

Brain Weight 

Heart Weight 

Kidneys Weight 

Liver Weight 

Ovaries Weight 

Testes Weight 

Individual Organ Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Description 

% 
g 

Descriptive 

Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 

K-85 
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Measurement/Statistics (Continued) 

Measurement 
Thymus Weight 

Adrenal/BW Ratio 

Brain/BW Ratio 

Heart/BW Ratio 

Kidney/BW Ratio 

Liver/BW Ratio 

Ovaries/BW Ratio 

Testes/BW Ratio 

Thymus/BW Ratio 

Individual Organ Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

Key Page 
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Measurement/Statistics (Continued) 

Measurement 
Adrenal/ Brain 

Heart/ Brain 

Kidneys/ Brain 

Liver/ Brain 

Ovaries/ Brain 

Testes/ Brain 

Thymus/ Brain 

Group Information 

Short Name Long Name 

1 Excipient 
2 !Propriet I IEIJ (0.4) 
3 !Propriet I IEIJ (3.64) 

Individual Organ Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

Key Page 

Descriptive 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 
Mean 
Standard Deviation 
Count (N) 

:IyQg Report Headings 1-4 

Control Group 1 0 
Dose Group 2 0.4 
Dose Group 3 3.64 

K-87 
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Group Information (Continued) 

Short Name 

4 
Long Name 
!Propriet I~ (14.55) 

Individual Organ Weights 

M397-18 - GLP-Multiple (5-weekl R~at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet 1£.rj in Male and Female Beagle Dogs 

~ 
Dose 

Key Page 

Report Headings 1-4 

Group 4 

K-88 
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Appendix L 

NECROPSY OBSERVATIONS AND PATHOLOGY 
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Appendi x L-1 

PATHOLOGY NARRATIVE 
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GLP-Multiple (5 Weekly) Repeat Subcutaneous Dose Toxicity and 
Toxicokinetics Study with !Proprietary Inf~ !Pro I in Male and Female Beagle Dogs 

SRI Study No. M397-18 

Pathology Narrative 

Methods: 
Protocol-listed retained tissues, with the exception of eyes, optic nerves, and testes for 

Groups 1 and 4, all gross lesions, unscheduled deaths, and identified target tissues for all groups 
were retained in 10% neutral-buffered formalin , processed routinely , embedded in paraffin , 
sectioned and stained with hematoxylin and eosin (H&E), and examined microscopica lly by a 
veterinary pathologist. Eyes, optic nerves, and testes were placed in Davidson's solut ion and 
processed similarly. 

Microscopic data were recorded in Provantis pathology ver. 10.1.0.1; histopathology data 
are presented in summary and individual animal tables generated using Provantis software. A 
four-step grading system (minimal, mild, moderate , and marked) was used to define gradable 
changes. Terminology for data capture was consistent with Internationa l Harmoniza tion of 
Nomenclature and Diagnostic Criteria (INHAND), as promulgated by the Society of Toxicologic 
Pathology. Records of necropsy findings and changes found at tissue processing in the histology 
laboratory were available when evaluating the formalin-fixed, paraffin-embedded, hematoxylin 
and eos in-stained tissue sections. 

The following tissue sections were missing and not evaluated: Mammary gland in females 
(006, 008, 036, 037, and 039), sciatic nerve (007), and skeletal muscle (007). Mamma1y gland, 
however, was only required if within the plane of section in males; females were required 
examination, however , in animals with immature/non-cycling ovaries (006, 008, 036, 037, and 
039) , mammary gland will not be developed and will, therefore, not be present in tissue sections. 
The absence of these tissues was not cons idered to have compromi sed the ability to interpret the 
microscopic data. 

Proprietary Info 
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SRI Study No. M397-18 

Redacted by agreement 

Redacted by agreement 

Date 

SMW/cb 

References: 
Greaves, P. (2012) Hemopoietic and Lymphatic Systems - Thymus. In: Histopathology of 
Preclinical Toxicity Studies. Elsev ier, London. 4: 127. 

Mcinnes E. (20 12) Dog. In: Background Lesions in Laboratory Animals. A Color Atlas. 
Saunders Elsevier. 3: 37-44 . 
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HISTOPATHOLOGY SUMMARY 
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Histopathology Summary 3/25/2019 4:36:32PM Page: 31 of 31 

General Footnotes 

"." indicates Not Applicable 
Provantis version 10.1.0.1 

Report Request Items 

Animals Excluded: 
Groups: 
Observation Type: 
Tissues: 
Removal Reasons: 

Measurement/Statistics 

Measurement 
Pathology Observation 

Group Information 

Short Name 

1 
Long Name 

Excipient 

M397-18 - GLP-Multiple (5-weekl R~ at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet !Er.I in Male and Female Beagle Dogs 

None 
All 

Key Page 

Histo - Neoplastic and Non-Neoplastic 
All 
All 

Descriptive 

Count Positives 
Comparative 

Report Headings 

Group 1 0 

Arithmetic 
/Adjusted 

mg/kg SC 
2 
3 
4 

!Propriet I !Er] (0.4) 
!Propriet I !Er] (3.64) 
!Propriet I !Er] (14.55) 

~ 
Control 
Dose 
Dose 
Dose 

Group 2 
Group 3 
Group 4 

0.4 mg/kg SC 
3.64 mg/kg SC 
14.55 mg/kg SC 

Removal Reason Grouping 

Grouping Name 
Interim Sacrifice 
Main Sacrifice 
Reoovery Sacrifice 
Moribund Sacrifice 
Found Dead 
Unscheduled Sacrifice 
Terminal Sacrifice 
Mechanically Killed 
Other, See Text Comments 
Removed from Study 

Abbreviation 
Int 
Main 
Rec 
Mori 
FD 
UnS 
Term 
Mech 
0th 
R 

Removal Reasons 
Interim Sacrifice 
Main Sacrifice 
Recovery Sacrifice 
Moribund Sacrifice 
Found Dead 
Unscheduled Sacrifice 
Terminal Sacrifice 
Mechanically Killed 
Other, See Text Comments 
Removed from Study 

L-39 

Transformation 
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Appendix L-3 

INDIVIDUAL HISTOPATHOLOGY 
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Individual Histopathology 3/25/2019 4:36:28PM 

M397-18 - GLP-Multiple (5-weekl R~ at Subcutaneous Dose Toxicity and 
Toxicokinetics Study with Pro riet !Er.I in Male and Female Beagle Dogs 

Key Page 

Codes 

(TGL) = Trackable Gross Lesion, (MPF) = Major Pathological Finding, (?)=Questionable, (E) = Excluded, 
(C) = Clinical Observation, (M) = Mass, (G) = Gross Pathology, (H) = Histopathology 

General Footnotes 

Provantis version 10.1.0.1 
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SUMMA RY 

The objective of this study was to determine potential toxicity of lProprietary I jPropj a new 
formulation of l:r,oprietary I IProprietl 12 mg/ml), !Proprietary j IProprietl 6.9 mg/ml) and !Proprietary I 
JProprieq 3.3 mg/ml), in adult male and female Sprague Dawley rats following a 5-weekly repeat 
subcutaneous (s.c.) administration. 

Male and female Sprague Dawley rats (15/sex) were given a weekly subcutaneous (s.c.) 
administration for 5 weeks of lProprietary I IPro I at 1.5 (1.5 mg/kg jPropri ! 0.861. 5 mwkg jPropri ! 
0.4125 mg/kg JProprietJ 15 (15 mg/kg jPropri ! 8.625 mg/kg jPropri I 4. 125 mg/kg Proprie and 30 mg/kg 
(30 mg/kg jPropri I 17.25 mg/kg jPropri 18.25 mg/kg JProprieq A control group, (15/sex) was given a 
weekly s.c. administration for 5 weeks of Excipient Control at an equivalent volume. The 
Excipient Control group received the amount of excipients that was equivalent to the high dose 
group (30 mg/kg). Animals were sacrificed on Days 30 and 72 (10/sex and 5/sex at each Main 
and Recovery necropsy, respectively). The following parameters were evaluated: 
mortality/morbidity, clinical observat ions, body weights , food consumption, ophthalmology, 
clinical pathology, urinalysis and gross necropsy observations and microscopic histopathologic 
evaluations. Doses expressed throughout the report are based on the doses of iPropriJ administered 
(1.5, 15 and 30 mg/kg). 

Proprietary Info 
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QUALITY ASSURANCE UNIT 

Final Report and 
Conflict of Interest Statement 

SRI's Quali Assurance Unit assures that the study GLP-Multiple (5-Weekly) Repeat Subcutaneous Dose Toxicity Study 
with Pro rieta ~ in Sprague Dawley Rats, SRI Study Number M398-J 8, bas been reviewed for adherence to U.S. 
Food and Drug Administration Good Laboratory Prac tice Regulations (21 CFR Part 58). 

The following inspections were conducted during this study: 

Phase Inspected 

Protocol 
Protocol Amendment No. 1 
Protocol Amendment No. 2 
Protocol Amendment No. 3 
Protocol Amendment No. 4 
Protocol Amendment No. 5 

Dosing , Body Weights, Bleeds 

Dose Preparation 

Clinical Observations 

Necropsy 

Bleeds, Necropsy 

COAs 

Plasma Analysis 

Raw Data 

Draft Final Report 

Final Rep ort Verification 

Date of Inspection 

10-02-18 
12-10-18 
12-14-18 
01-10-19 
02-13-19 
11-11-19 

12-12-18 

12-12-18 

12-18-18 

01-10-19 

02-21-19 

05-09-19 

07-24-19 

05-16-19 
07-26-19 
08-08-19 
10-03-19 
11-18-19 

05-16-19 
08-08-19 
10-03-19 
10-10-19 
10-14-19 

11-19-19 

Date Findings Reported to 
Management/Stud y Director 

10-02-18 
12-10- 18 
12-14-18 
01-10-19 
02-13-19 
11-11-19 

12-12-18 

12-12-18 

12-18-18 

01-10-19 

02-21-19 

05-09-19 

07-25-19 

05-16-19 
07-26-19 
08-08-19 
l 0-03-19 
11-18-19 

05-16-19 
08-08-19 
10-03-19 
10-10-19 
10-14-19 

11-19-19 

This statement certifies that the personnel listed below participated in the inspections and audit of this study . These 
personnel have not been involved in the generation or evaluation of the data. Participation by the individuals listed 
below poses no conflict of interest 

!Redacted by agreement I 
Redacted by agreement 
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Proprietary Into QUALITY ASSURANCE STATEMENT 

QUALITY ASSURANCE FINAL CERTIFICATIO N 

Study Title : GLP-Mulli ~ (5-Weekly) Repeat Subcutaneous Dose Toxici ty Study with 
IPcoocietal 111,1 in Sprague Dawley Rats 

Client Study: M398-18 

!Proprietaf roject Number : 748-120 

!Redacted by agrnemem 

The following aspects of this study were inspected by the Quality Assurance Unit of 
Experimental Pathology Laboratories , Inc. Dates inspections were performed and findings 
reported to the EPL Principal Investigator and Management are indicated below . 

Area Inspected 

IProprieta f roject Sheets 

Project Setup 

Data Review 

Inspection 

12/27/ 18; 3/15/19 

12/27/18: 1/17/19; 2/28/19 ; 
3/15/19 

2/12/19 ; 3/4,5,18,2 1,28/19 

Dates 
Reporting 

12/27/18; 3/15/ 19 

12/27/18; 1/17/19; 2/28/19; 
3/15/19 

2/12/19 ; 2/13/ 19; 
3/4,5, 18,21,28/19 

Date reported to Study Director/Management _____ ~9_/1~6_/1~9 ______ _ 

Date of last annual faci lity inspect ion ________ 8=/ ... 19:.--___ __ _ _ 

... IR_e_d-ac-te-d-by_a_g_r-ee_m_e_n_t _____ __.~ lee ,./,iptirob,1 si>-019 
Date 

Form No 6·2 (10/10/ 16) 
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I. PURPOSE OF STUDY 

The purpose of this study was to prov ide data of suitable quality and integ rity to suppo rt 
app lications to the U.S . Food and Drug Adm inistrat ion (FDA) and other regu latory agenc ies. 
Therefore , this study was performed in accordance with the U.S. FDA "Good Laboratory 
Practice for Nonclinica l Laboratory Studie s" (GLP) as described in 2 1 CFR Part 58. 

II . OBJECT IVE OF STU DY 

The objective of this study was to detem1ine potential toxicity of !Proprietary I !Prop I a new 
formu lation of l:r?prietary l!Propriet! 12 mg/ml), !Proprietary I !Propriet! 6.9 mg/ml) and !Proprietary I 

!Proprietj 3.3 mg/ml) , in adult ma le and female Sprague Daw ley rat s followin g a 5-weekly repeat 
subcutaneous (s .c.) adm inistration. 

The protocol and amendments are pre sented in Appendix A. 

III . EXPERIMENTAL DESIGN 

Dose Dose Total No. No. of Animals at Necropsy TK 
Level Cone. Volume of Day 30 Day72 Satellite 

Grou p Treatment (mg/kg)8 (mg/ml) (ml/kg) Animals (Main) (Recovery) Groupb 

1 

2 

3 

4 

Equ ivalent 

Excipient 
to 

0 5 1 SM/1 SF 10M/10F SM/SF 
30~kg 

-

Pro 

IPro12rieta~ I 
1.5 0.3 5 24M/2 4F 1 OM/1 OF SM/SF 9M/9F ~ 

IPro12rieta~ I 
15 3 5 24M/24F 10M/10F SM/SF ~ 

IPro12rieta~ I 
30 6 5 24M/24 F 10M/10F SM/SF ~ 

Total No. of Rats 87M/87F 40M/40F 20M/20F 
- -a Based on IEmi2J tor !Proprietary I fEill fixed dose !Proprietary Info I combmat1on. The doses m mg/kg for each 

component were as follows: IGroy 2: 1.5 mg/k~ IProrj 0.8625 mg/kg IProprl 0.4125 mg/kg Propri Group 3: 
15 m g lProprj 8.625 mg/kg Propr 4.125 mg/kg Propri Group 4: 30 mg/kg lProprl 17.25 mg/kg Propr 8.25 mg/kg 
Pro ri 

9M/9F 

9M/9F 

27M/27F 

b Satellite group was used to collect toxicokinetic samples only. Body weights were recorded for dose 
administration calculations and were not included in body weight analyses. No other in-life evaluations were 
conducted on this subset of animals. Animals were euthanized by an overdose intraper itoneal inject ion of sodium 
pentobarbital after their last blood collection. Necropsy was not performed on any animal in the TK satellite 
groups and no other terminal samples were collected from these animals. 

Species and Strain 

Sprague Dawley rat 
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Route of Administration 

Subcutaneous (s.c.) 

Frequency 

Once a week for 5 weeks 

Dosing Volume 

Dose volumes were calculated based on each animal 's most recent body weight to 
achieve the target dose levels based on 12 mg/ml !Propriej anchored !Proprietary I !P~oprl concentration 
of dose solution. Maximum injection volume was in accordance with IACUC guidelines. 

Duration of In-Life Phase 

72 days 

IV. MATERIAL S AND METHODS 

A. Test and Control Articles 

1. Test Article 

!Proprietary I IPropl a new formulation of l:r?prietary IIProprietl 12 mg/ml), !Proprietary I 
IProprietl 6.9 mg/ml) ancl !Proprietary I IProprietj 3.3 mg/ml) 

Supplier 
!Proprietary Info 

Manufactur er r mp,i<'1a~ lo lo 

Lot Numbers 
Proprietary Info 

Physical Description 

White, turbid suspension 

Storage Condition s 

20.goc 
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Characterization of Test Article 

The Sponsor was responsible for characteri zation and stability of the test article 
and provided Certificates of Analysis (CofA) to SRI for inclusion in the final report 
(Append ix B). The raw data generated by the Sponsor in support of these CofA were not 
verified or maintained by SRI. 

2. Vehicle Control 

Excipient Control 

!Proprietary Info 

Supplier 
r roprietary Info 

Manufacturer 

Lot Number 
r roprietary Info I 

Physical Description 

White , turbid suspension 

Storage Conditions 

20.goc 

Characterization of Vehicle Control 

The Sponsor was responsible for characterizat ion and stability of the excipient 
control under the spec ified storage conditions and provided the CofA to SRI for inclu sion 
in the final report. Info1mation on the identity, purity, and stab ility of the excipient 
control article was obtained by recording all of the pertinent information provided on the 
CofA provided by the supplier. 

3. Preparation of Dose Formulations 

Dose formulations were provided by the Sponsor as ready-to-dose formulations at 
the concentrations spec ified in the table in Section III. 

Storage of Dose Formulations 

Dose formu lations were stored refrigerated, at 2-8°C, until the day of use. 
Formulations were brought to 37° ± 1 °C temperature prior to admin istrat ion to the 
anima ls. 
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4. Characterization of Dose Formulations 

The Sponsor was responsible for stability , homogeneity, and concentration 
analyses of the test articles in the vehicle. The raw analytical data generated in support of 
this study were not verified or maintained by SRI. SRI relied on the formal CofA 
prov ided with the formulation for confirmat ion of concentration, qua lity and stability. 

5. Test Article Handling 

At a minimum, personn el handling the test, and control article formulations wore 
eye protection , gloves, and a protective smock or laboratory coat. 

6. Disposition 

At the end of the study, any remaining partially used and unused containers of 
excipient conh·ol or test article (kept refrigerated) will be shipped to the Sponsor unless 
the Sponsor issues other direct ions . 

Residual dose formulations will be discarded when the final report is submitted. 

Empty control and test article containers will be destroyed by SRI on submission 
of the final report to the Sponsor. 

See Section V.B, "Regu latory Compliance," for information about retention of 
records and study samples. 

7. Method for Assuring Correct Dosing 

The adm inistration of each dose formu lation was properly documented , and the 
amount admin istered to each animal was recorded. 

B. Test System 

1. Species 

Rat 

Strain 

Sprague Dawley 

Supplier 

!Proprietary Info 

Number of Animals 

174 assigned to test 

Sex 

87 males and 87 females 
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Age at First Dose 

8 weeks (males) and 10 weeks (females) 

Weight Range at First Dose 

238-334 g (males); 191-241 g (females) 

Multiple male body weights exceeded the protocol-specified maximum of 260 g 
on Day 1. This deviation had no impact on the study as the animals ' weights were 
age-appropriate and the animals were dosed according to their actual individual body 
weights. 

2. Animal Care 

General procedures for animal care and housing were in acco rdance with the 
current Associat ion for Assessment and Accreditation of Laboratory Animal Care 
(AAALAC) recommendations , current requirements stated in the Guide for the Care and 
Use of Laboratory Animals (National Research Council), and current requirements as 
stated by the U.S . Department of Agr iculture thro ugh the Animal Welfare Act and 
Animal Welfare Regulations (November 2013). 

Quarantine 

3 days 

Housing 

1-3 per cage 

Cages 

Microisolator cages with hardwood chip bedding 

Light Cycle 

12 hr light/12 hr dark 

Temperature 

67°-74°F ; on Day 31 (females) and Day 32 (males) , the temperature in the 
housing room was recorded to be lower than the protocol-specified minimum of 68°F for 
a total of 5 hr. Th is deviation had no impact on the study as it was later determined that 
the decreased readi ng was due to a hygrothermograph malfunction and the actual room 
temperature had not fallen out of range. Further observations indicated the animals 
appeared healthy and unaffected. 

Humidity 

30-56 % 
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Ventilation 

At least 10 room volumes per hour, with no recirculation of air 

Food 

Envigo Teklad Certified Global 18% rodent diet, #2018C, ad libitum. Feed was 
analyzed periodically to ensure that contaminants known to be capable of interfering with 
the study and reasonably expected to be present in such feed were not present at levels 
that would affect the study. Documentation of feed analyses is maintained at SRI for 
reference. A copy of the lot specific reports provided by the supplier is maintained in the 
study records. 

Water 

Water (purified, reverse osmosis) was provided ad libitum. Based on previous 
reports, no contaminants that could interfere with and affect the results of the study were 
expected to be present in the water. Copies of annual analysis reports are maintained at 
SRI for reference. 

3. Assignment of Animals to Study 

Day 

5 days (males) and 6 days (females) before initiation of treahnent 

Randomization 

Animals were randomly assigned to treatment groups via a computerized body 
weight stratification procedure (Provantis version 10.1.0.1). One animal was excluded 
from randomization based on health observat ion. 

Identification 

Animals were individually identified by a unique ear punch. 

4. Welfare of the Animals 

Every effort was made to minimize , if not eliminate, pain and suffering in all 
animals in this study. Proprietary Info 

Proprietary Info 

'----------------------------------' Study Director made every effort to protect the scientific validity of the study. 

C. Experimental Procedure (In-Life Evaluations) 

1. Preparation of Animals 

Animals were not fasted before dose administration. 
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2. Dose Administration 

Weekly s.c. injections for 5 weeks were made to a single site on the dorsal region. 
The amount of dose volume administration was calculated based on the most recent body 
weight. The injection site was cleaned, fur shaved, and skin wiped clean with an alcohol 
pad and allowed to dry prior to administration of the test article . Injection sites began on 
the dorsal region at either side of the spine (right or left) and, on subsequent weeks, 
alternated to the opposite side (left or right) of the spine, progressing 0.5 cm posterior to 
the prior site. The injection sites progres sed weekly in a zig-zag pattern to avoid dosing 
to the same area. Additionally, each injectio n site was marked adjacent to the injection 
location. This marking was refreshed , as needed , to maintain a visua l identification of 
the injection site. Subcutaneous administration is proposed for clinical use of the test 
article in humans. 

On Day 1, the water bath conta ining all vials of test article for Groups 1-4 reached 
a temperature of 39°C, exceed ing the protocol-specified maximum of 3 7°C ± 1 °C. This 
deviat ion had minimal impact on the study as the temperature exceeded the maximum for 
less than 2 min and the animal that received the dose formulation during the time of the 
deviation had a similar reaction to the dose administration as the other animals in the 
same dose group . 

3. Mortality/Morbidity 

Animals were checked at least once daily. 

4. Clinical Observations 

Recorded once daily and approximately 2-4 hr postdose on Days 1, 8, 15, 22 and 
29, then weekly during the Recovery phase , or more often as clinical signs warranted , 
and on necropsy days. Animals were examined for any altered clinical signs, including 
gross motor and behavioral activity, and observable changes in appearance. 

On Day 8, Animal #026 in Group 1 did not receive a 2-4 hr postdose clinical 
observation. This deviation had minimal impact on the study as immediate- and 
7 hr-postdose observations , were made. jProprietary Info I 

!Proprietary Info I which had also been reported during the 
immediate postdose observat ion. 

5. Body Weights 

Body weights were recorded on Days 1, 8, 15, 22 and 29 (predose on each dosing 
day) for the purpose of dose calculation, weekly thereafter and at each necropsy. 

!Proprietary Info 

6. Food Consumption 

Quantitatively measured for approximately a 24-hr period once weekly for each 
cage throughout the study. The total cage consumption per interval was divided by the 
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number of animals in the cage to determine the average daily food consumption per 
animal. 

7. Ophthalmologic Examination 

All animal s (including extras) had a pretest ophthalmic exam ination performed by 
!Redacted by agreement I a board-certified veterinary ophthalmologist , and all 

surviving animals were re-examined bylRedacted by !within the week before their 
scheduled necropsy (Main necropsy Day 30). Two rats in the Main subset of anima ls had 
findings that were not considered to be toxicologically-related ophthalmologic effects; all 
other animals were considered norma l. Therefore, ophthalmologic examinations were 
not performed on the Recovery animals. 

8. Plasma Drug Levels 

Method of Collection 

Blood was collected from the retro-orbital sinus ofTK Satellite rats under 60:40% 
CO2:O2 anesthesia into tubes containing K2EDTA, processed to plasma, and then stored 
frozen at :S-60°C. 

Volume 

~ 300 µl whole blood (~150 µl of plasma) per sample 

Frequency 

TK Satellite Groups 2-4 rats were sampled 3 rats/sex/time point as follows : 

1 hr predose and 1 hr postdose on dosing days (Days 1, 8, 15, 22 and 29). 
Additional samp les were collected on Days 36, 43, 50, 57, 64 and 71. 

Method of Analysis 

Drug levels of iPropri3 IPropril and IPropri I were measured in pla sma samp les using a 
bioanalytical method provided by the Sponsor and validated by SRI. Details of the 
bioanalytical method and validation results will be included in a separate validation 
report (SRI Study No. B181-18). 

9. Toxicokinetics Analysis 

TK data analysis was performed on the measurable plasma concentrations of each 
test compound from Append ix G (Bioanalytical Chem istry). The pla sma concentration 
data of each test compo und were analyzed using Phoenix ® WinNonlin ® (vers ion 6.3) 
software to perform non-compartmental and sparse sampling analyses. Individual animal 
plasma concentrations at each actual time of blood collection were used in TK data 
analysis. The dose administered in each dose group was entered into the program 
as mg/kg, and as a result no add itional corrections for individual body weights of the 
anima ls were necessary. Plasma concentration data were not available after Day 15 for 
male Animal # 163,f roprietary Info I 
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Plasma concentrations that were less than the lower limit of quantitation (LLOQ 
of 5.00 ng/ml for !Propri! ::i.nd !Propri I and 25.00 ng/ml for l: ropriel of the bioanalytical assay 
were not included in TK data analysis. Mean plasma concentrations that were less than 
the LLOQ of each compound were assigned a value of 2.00 ng/ml only to illustrate 
apparent troughs in the concentration vs. time profiles. The following TK parameters 
were determined for each test compound in !Proprietary I IPro I using the administration of 
the first dose on Day 1 as time zero: overall apparent maximal plasma concentration 
(Cmax) and area under the plasma concentration time curve up to the last blood collection 
time (AUCiast). 

Disposition 

Residual bioanalytical samples will be discarded on submission of the final report. 

10. Clinical Pathology Evaluations 

Preparation of Animals 

Animals were not fasted before blood collection. 

Method of Collection 

Blood was collected from the retro-orbital sinus of rats under 60% CO2/40% 0 2 
anesthesia. Hemat ology samples were collected using K3EDT A as the anticoagu lant. No 
anticoagulant was used for clinic al chemistry samples . 

Frequency 

Day 30 (Main Group) and Day 72 (Recovery Group). 

Parameters that were evaluated are listed below. In some cases, automated 
analyzers reported additional parameters not specified in the protocol. Result s for the 
additional parameters were included in the data package , but were not summarized, 
analyzed , or reported, and their collection was not considered a deviation from the 
protocol. 

Manual WBC differential counts were conducted and some parameters that were 
not specified in the protocol were eva luated and reported. This was not considered a 
deviation from the protocol. 

Hematology Parameters 

• Hematocrit (HCT) 
• Hemoglobin (HGB) 
• Red blood cell count (RBC) 
• Red blood cell distribution width (RDW) 
• White blood ce ll count (WBC) 
• WBC differential and absolute counts 

• Absolute neutrophil (ANE) 
• Percent neutrophil (PNE) 
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• Absolute lymphocyte (ALY) 
• Percent lymphocyte (PLY) 
• Absolute monocyte (AMO) 
• Percent monocyte (PMO) 
• Absolute eosinop hil (AEO) 
• Percent eosinophil (PEO) 
• Absolute basophil (ABA) 
• Percent basophil (PBA) 

• Mean corpuscular hemoglobin (MCH) 
• Mean corpuscular volume (MCV) 
• Mean corpuscular hemog lobin concentration (MCHC) 
• Platelet count (PL T) 
• Mean platelet volume (MPV) 
• Absolute Reticulocyte (ARET) 
• Percent Reticulocyte (PRET) 

Clinical Chemistry Parameters 

• Total Bilirubin (TBI) 
• Creatinine (CRE) 
• Sodium (SOD) 
• Potassium (POT) 
• Chloride (CHL) 
• Cholestero l (CHO) 
• Triglyceride (TRI) 
• Glucose (GLU) 
• Blood urea nitrogen (BUN) 
• Aspartate aminotransferase (AST) 
• Alanine aminotransferase (ALT) 
• Alkaline phosphatase (ALP) 
• Calcium (CAL) 
• Phosphorus (PHO) 
• Total protein (TPR) 
• Albumin (ALB) 
• Albumin/globulin ratio (AGR) 
• Globulin (GLO) 

11. Urinalysis 

Method of Collection 

Urine was collected by placing animals in metabolism cages overnight. No 
preservative was used for the collection. Total urine volume was recorded. 
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Frequency 

Urine was collected on Day 28 (prior to Day 30 Main necropsy) and on Day 72 
(prior to Day 72 Recovery necropsy). 

Urinalysi s Parameters 

• Color (noted at time of collect ion) 
• Total Volume (total urine output measured at time of collection) 
• Clarity (noted at time of collection) 
• Specific gravity 
• Microscopic examination of ur ine sediment 
• Bilirubin 
• Glucose 
• Ketone s 
• Leukocytes 
• Nitr ite 
• Occult blood 
• pH 
• Protein 
• Urob ilinogen 

D. Necropsy 

Interval 

Day 30 (Main Gro up) and Day 72 (Recove 1y Group) . !Proprietary Info 
!Proprietary Info I .__ _________ _. 

Euthanasia 

CO2 compressed gas inhalation in conjunction with an approved secondary 
method (bilateral thoracotom y) was used for Main and Recovery animals. 

Observations 

Externa l examinat ion of all body or ifices and an examinat ion of all cran ial, 
thoracic , and abdominal organs was performed , and all gross finding s were recorded. 

Tissues Retained 

The follow ing tissues were co llected from all animals in the Main Group and the 
Recovery Group , including those found dead. Tissues were retained in 10% neutral 
buffered formalin , except where noted: 

• All gross lesions (including tissue masses and abnormal regional lymph 
nodes) 

• Adrenal glands 
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• Aorta 
• Bone (femur with femoro-tibialjoint) 
• Bone, sternum (marrow histology) 
• Bone marrow smear, sternum (for cyto logy, except for found dead 

animals) 
• Brain (fore-, mid- , and hindbra in) 
• Cecum 
• Cerv ix 
• Co lon 
• Duodenum 
• Epid idymides 
• Esophagus 
• Eyes, with optic nerve (fixed with mod ified Dav idson's solution) 
• Heart 
• Ident ificat ion; (reta ined in forma lin; not processed for histology) 
• Ileum 
• Injection site(s) tissue. On ly representative sections of the inject ion site(s) 

were collected 
• Jejunum 
• Kidneys 
• Liver 
• Lungs with bronchi 
• Lymph nodes , mandibular and mesenteric 
• Mammary gland (fema les, males when present) 
• Ovaries 
• Panc reas 
• Pituitary gland 
• Prostate 
• Rectu m 
• Salivary gland, mandibular 
• Sciatic nerve 
• Semina l vesicles 
• Skeleta l muscle 
• Skin, ventral abdomen, taken with mammary gland 
• Spinal cord reta ined within spinal column (thoraco lumbar only) 
• Spleen 
• Stomach (includ ing nongland ular stomach) 
• Testes (fixed with modified Davidson's solution) 
• Thymus 
• Thyroid/parathyroid glands 
• Trachea 
• Urinary bladder 
• Uterus 
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• Vag ina 

Final Body/Organ Weights 

Body weights were reco rded on the day of necrop sy for body-to-orga n weig ht 
ratios. The fo llowi ng organs were weig hed. Pa ired organs were weig hed together . 

• Adrena l glands 
• Brain 
• Hear t 
• Kid neys 
• Liver 
• Spleen 
• Ovaries 
• Testes, without epid idymides 
• Thymus 

Organ weights were recorde d for the one anima l foun d dead , but these data were 
not included in statistical eva luations. 

E. Histopathologic Examination 

Tissues 

Tissues listed under "Retained Tissues" were proces sed and eva luated as follows : 

• All Main anima ls in the con trol and high dose groups (Gro ups 1 and 4) 

• Animal wi th an unscheduled death 

• Injec tion site, identified as a target organ by the patholog ist, was exam ined 
in all dose group s 

• All gross lesions were processed for all anima ls 

• Ana lysis of only one parathyroi d gland per anima l was conside red 
sufficient 

• Neurolog ical clinical signs were not present; therefore, only a 
representat ive sample of the thoraco lumbar ( or thorac ic) section of the 
spinal cord was co llecte d, proces sed and eva luated. 

Tissue Sections 

Sections of the tissues were embed ded in paraffin , cut approx imate ly 5 µm thick , 
and stained with hema toxylin and eosin lProprietary Info I 

r roprietary 1n10 la histology laboratory qualified by SRI. 
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Evaluated By 

Histopathology specimens were evaluated by !Redacted by agreement 

1=R-ed.,...act __ e...,d,.,...b-y a-g-re-em-e-=-n..-t --.l a board-certified veterinary pathologist. 

Method 

Each lesion was listed and coded by the most specific topographic and 
morphologic diagnoses, severity, and distribution, using International Harmonization of 
Nomenclature and Diagnostic Criteria for Lesions (INHAND) as a guide. A four-step 
grading system (minimal , mild, moderate, and marked) was used to define gradable 
lesions for comparison between treated and control groups. Data were recorded and 
summar ized using Provantis® version 10.1.0.1. Records of gross findings for a specimen 
from postmortem observations were available to the pathologist when examining that 
specimen microscopically. 

F. Evaluation of Data Parameters 

Mean and standard deviation were calculated for body weight, clinical pathology , 
food consumption, urinalysis pH, urobilinogen and specific gravity and organ weight data 
at each evaluation interval. Calculations were perfonned using Provantis ® version 
10.1.0.1, and MS Excel 2010 and 2016. 

Statistical Tests 

Body weight, food consumpt ion, clinical pathology , urinalysi s pH, urobilinogen 
and specific gravity and organ weight data were evaluated by one-way analysis of 
variance (ANOVA), followed by Dunnett 's test (if the AN OVA was significant). All 
other numeric parameters were evaluated by Student's t-test , unless specified otherwise. 
For clinical pathology data, values for parameter s that were not within the detection 
threshold were not included in the statistical evaluation. 

Criteria for Null Hypothesis Rejection 

The criteria for rejection of the null hypothesis was p:S0.05 

G. Control of Bias 

While evaluating the responses of the animals and conducting the analyses, the 
technical staff were aware of the treatment history of each animal and sample. Based on 
the relatively objective endpo ints to be examined, bias did not influence the results of the 
study. 
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V. REGULATORY COMPLIANCE 

A. Good Laboratory Practice Compliance 

This study is intended to be submitted to and reviewed by the U.S . FDA or an 
equivalent regulatory agency, and this study therefore was performed in accor dance with 
the U.S . FDA "Good Laboratory Pract ice for Nonclinical Laboratory Studies," as 
described in 2 1 CFR Part 58, with the following exception s: 

• Receipt of animals was performed prior to the approval of the protocol , 
but becau se it was conducted before the protocol was signed, it may not be 
cons idered by the FDA to have been conducted in compliance with GLP 
requ irements. This activity was conducted according to testing faci lity 
SOPs and is not considered to have impacted the study. 

• Animal water, bedding , and food analysis were not performed under GLP 
compliance by the vendors. Based on previous reports , no contaminants 
that could interfere with and affect the results of the study were expected 
to be prese nt in the water . Bedding and feed were analyzed periodically to 
ensure that contaminants known to be capable of interfering with the study 
and reasonab ly expected to be present in such feed were not present at 
levels that would affect the study; therefore , water, bedding , and food 
analyses not perfo1med under GLP compliance by the vendors had no 
impact on the study. 

B. Retention of Records and Study Samples 

A copy of the original protoco l, amendments, final report , including all 
appendices, raw data, histopathology slides and other pathology materi als (blocks and 
wet tissue specimens) specific to this study will be retained and stored by SRI 
Internation al for a period of one year. An archival sample of the test and control articles 
will be maintained by SRI for at least 5 years or as long as samples afford eva luation 
(21 CFR 58.105 [ d]). At the end of the retent ion per iod, the Sponsor will be contacted for 
instructions regarding disposition of these materials. 

VI. RESULTS 

A. Mortality/Morbidity and Clinical Observations 

Clinical observations are summarized in Table 1. Mortality /morbid ity and 
individual animal clinical observations are present ed in Appendix C. 
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Proprietary Info 

B. Body Weights 

Body weight and body weight changes are summar ized in Tables 2 and 3, 
respectively. Individual animal body weights and body weight changes are presented in 
Append ices D-1 and D-2, respective ly. 

Proprietary Info 

C. Food Consumption 

Food consumption is summarized in Table 4. Individual animal food 
consumption is presented in Append ix E. 

Sli ht statisticall si nificant chan es in food consum tion in 
Proprietary Info 

D. Ophthalmology 

Ophthalmology reports are included in Appendix F. 
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E. Plasma Drug Levels 

The time-c our se of plasma concentrations of Propri Propri and ~ is show n in 
Fi ures 1 to 3, res ective l . Proprietary Info 

Proprietary Info 

.... Pr_o_pr_iet_ary_l n_fo _____________ ___. Individu a l anima l plasma concentration 
data are pre sented in Appendix G. 

F. Toxicokinetics Analysis 

The toxicokinetic parameters for IPropri I IPropri I anrl IPropri I are presented in Table 5. 

Proprietary Info 

G. Clinical Pathology Evaluations 

Hematology and clinica l chemistry results are summarized in Tables 6 and 7, 
respec tively. Individual animal clinical pathology data are presented in Appendix I. 
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Proprietary Info 

H. Urinalysis 

Urinalysis results are summarized in Tab le 8. Individual animal urinalysis data 
are presented in Appendix J. 

!Proprietary Info 

I. Organ Weights 

Organ weights are summar ized in Table 9. Individual animal organ weights are 
presented in Appendix K. 

Statistically significant decreases in heart-to-body weight U 11 %) were observed 
Proprietary Info 

J. Necropsy Observations and Histopathology 

Necropsy Observations 

Necropsy observations are presented in Appendices L-4 to L-5. 

Proprietary Info 
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Proprietary Info 

Histopathology 

The histopathology report is presented in Appendix L-1 to L-3. 

Proprietary Info 
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Time-course of plasma concentrations of IProprietar I in male (top) and female (bottom) rats 
after sc administration of !Proprietary I IPropl a formulation of Proprieta IProprietary l and !Proprietar I 
!Proprietary I~ was administered weekly for 5 weeks. Proprietary doses were 1 .5 mg/kg 
(Group 2), 15 mg/kg (Group 3), and 30 mg/kg (Group 4) . Nominal times are plotted using 
dose administration on Day 1 as time zero . Plasma !Proprietar l concentrat ions that were 
less than LLOQ (5 .00 ng/ml) were assigned a value of 2 ng/ml for graphical illustrat ion 
purposes only. 
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Proprietary Info 

Figure 2. Time-course of plasma concentrations of !Proprietaryj in male (top) and female (bottom) rats 
after sc administration of !Proprietary I IPropl a formulation of Proprieta !Proprietary I and !Proprietar! 
!Proprietary I ®21 was administered weekly for 5 weeks . Pro rieta doses were 0 .8625 
mg/kg (Group 2) , 8 .625 mg/kg (Group 3) , and 17 .25 mg/kg (Group 4) . Nominal times are 
plotted using dose administration on Day 1 as time zero . Plasma !Proprietar I 
concentrat ions that were less than LLOQ (25.00 ng/ml) were assigned a value of 2 ng/ml 
for graphical illustrat ion purposes only. 
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GLP-Multiple (5-Weekly) Repeat Subcutaneous Dose Toxicity Study 
with !Proprietary lnfq IPro I in Sprague Dawley Rats 

SRI Study No. M398-18 

Proprietary Info 

Figure 3. Time-course of plasma concentrations of !Proprietarl in male (top) and female (bottom) rats 
after sc administration of !Proprietary I IPropl a formulation of Proprieta !Proprietary I and !Proprietar! 
!Proprietary I ®21 was administered weekly for 5 weeks. Pro rieta doses were 0.4 125 mg/kg 
(Group 2), 4 .125 mg/kg (Group 3) , and 8 .25 mg/kg (Group 4) . Nominal times are plotted 
using dose admin istrat ion on Day 1 as time zero. Plasma !Proprietar! c:oncentrations that 
were less than LLOQ (5 .00 ng/ml) were assigned a value of 2 ng/ml for graphical 
illustration purposes only. 
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General Footnotes 

"-" indicates Not Applicable 
Provantis version 10.1.0.1 

Group Information 

Short Name 

1 

2 
3 

4 

Long Name 

Excipient (0) 
!Propriet l[EL] (1.5) 
!Propriet I [EL] (15) 

!Propriet I IEI] (30) 

Proprietary Info 

~ 
Control 
Dose 

Dose 
Dose 

Key Page 

Re11ort Headings 

Group 1 0 mg/kg SC 
Group 2 1.5 mg/kg SC 
Group 3 15 mg/kg SC 

Group 4 30 mg/kg SC 
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General Footnotes 

Provantis version 10.1.0.1 

Key Page 

Measurement Descriptions 

Headings Used 
Body Weight 

Description 
Body Weight 

Measurement/Statistics 

Measurement 

Body Weight 

Automatic Transformations 

Descriptive 

Mean 
Standard Deviation 
Count (N) 

Transformation Order 

Comparative 

Anova & Dunnett's 
2 Sided 

Measurement 

Body Weight Identity (No Transformation), Log, Rank 

Group Information 

Short Name 
1 

2 
3 
4 

Long Name 
Excipient (0) 
!Propriet llru (1.5) 
!Propriet I lru (15) 
!Propriet I IProprie! 

Pairwise Comparisons 

Group Vs Group 
1 2 
1 3 

4 

JyQg Report Headings 1-4 

Control Group 1 0 mg/kg 
Dose Group 2 1.5 mg/kg 
Dose Group 3 15 mg/kg 
Dose Group 4 30 mg/kg 
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Arithmetic 
/Adjusted 

Arithmetic 

SC 
SC 
SC 
SC 

Transformation 

Automatic 
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