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STATEMENT OF COMPLIANCE

The bioanalytical phase of the study was performed according to applicable GLP requirements
and in compliance with Standard Operating Procedures (SOPs) in effect in the bioanalytical
laboratory of Celerion, Lincoln, Nebraska. The SOPs are written based on the principles and
requirements described in United States Food and Drug Administration Title 21 Code of Federal
Regulations (CFR) Part 58, the Guidance for Industry — Bioanalytical Method Validation
(CDER, May 2001), and Guideline on Bioanalytical Method Validation (European Medicines
Agency [EMEA/CHMP/EWP/192217/2009], Effective February 2012).

This production study was conducted in accordance with the guidelines documented in the
bioanalytical study plan. To ensure the integrity of the reported data, the bioanalytical laboratory
verified all results. The Quality Assurance unit of Celerion, Lincoln, Nebraska, audited the study.
A Quality Assurance statement was then issued and is included within this document.

The data summaries, results, and conclusions in this bioanalytical report have been reviewed and
were found to be consistent and scientifically rational. All deviations from the protocol and/or
significant deviations from SOPs documented in this report have been reviewed and are
scientifically valid.

I accept responsibility for the scientific integrity of the data included within this bioanalytical

report.

/ n L /{,’_ 7/)

AvA /( / i / [ -Mar-2015
Kirk Ncwland. B.S. L Date

Technical Director, Tobacco Sciences
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QUALITY ASSURANCE STATEMENT

Date Reported to

G Date Audit
Study Director/ Report Siened
Phase Audited Audit Date(s) | Bioanalytical P ¢ g
Principal y
favesti Management
nvestigator
Bioanalytical Study Plan 18-Jun-2013 18-Jun-2013 24-Jul-2013
Critical Phase Inspection 21, 22-Oct-2013 23-Oct-2013 22-Oct-2013
Database 11, 12-Nov-2013 12-Nov-2013 15-Nov-2013
Bioanalytical Report (Final Draft) 18-Apr-2014 23-Apr-2014 23-Apr-2014
Bioanalytical Report (Final) 11-Mar-2015 11-Mar-2015 11-Mar-2015

Celerion Quality Assurance audited various phases of this study as shown above. This statement
confirms that the methods, procedures, and results as presented in this report accurately reflect

the raw data of the study.

Y -

Amy‘Sherwood, A.A.S.
Quality Assurance Auditor

12MOR 205

Date

Page 6 - Confidential



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A Climcal Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 8 0of 192
Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

TABLE OF CONTENTS

STUDY O G AT O IN xR S e A G s S R T TR e 2
T S B A I Y e B e A O T B R T G O 2
SBONSOR ez csmesos s 08 oS S TR S T oy T S TS T A R S S ey TS s s 2
CEINICATL, CENTRAL; LABORATORY: - ccumssesnsvsssvso s s i e s s s s rass savss 2
APPROVAL STENATURES: svxourrrassvs s oo oo s st s s ey ma e s 3
STATEMENT QR COMPLIANCE: .- oscvisssines oous 55566 0650554085556 55655 5548 535 (66 8o H AT HaH NS5 5
QUALTTY: ASSURANCE [STATENENIT: - s cuss ssssanssssssatsss oo s esmess s s oo sia e s s isessss 6
L JINTRODUCEION:: oo aomsssonssyesossnsssms vt s 1 A S o0 s S S A SA TE SE 11
2. SEXPERIMENTAL, ..o ovvosvessismsss smmamsss st ssmess ssmssivisssysss sissoss s sy s saeo s i s as R s ss THEsF SR Trs 11
21 “FESEICI . -coisonisosssssvossosssinsonssmnns sonsusss 599188 5es0EEsSFe RS FoR TS5 S oSS S S S PSS S ST RS S YR Yo E S5 850 11
2.2. Reference Items and Internal Standards ..........ccoceiiiiiiiiiiniiiiiii e 11
2.3. BI010@ICAl MALIIX....cueiiiiiiiii ettt 12
2.4, TSt SYSTRIM L.ttt ettt st e e ean e e e eaan e 12
2.4.1. Procedure and INStIUMENES .....oooviiiiiiiiiieie et 12
2.4.2. Computer Application SOFWATLE ........cuireiriiieriiiie e 12

2.5. Calibration Standards. Quality Control Samples and Dilution Quality Control
Sampleszrrmesmaneemarr s R R A 12
2:6 Study:Samplessssmnone s S B B 13
2:6:1x ‘Sample:Source:andDate: of Recerpts i s R R R N 13
2:6:2x ‘SampleIdentification e rmmm e R D AR R TR R 13
2:6:3: Sample Storageiand Stabilaty: oo ennm s n 13
2:0:4: [Sample S UIIIIATY e s e T T R LT T R A 14
3 SAMPLE-ANATY SIS o s s s i i s R s 14
35k ANAIVtICAl M ethod e o S e R T ST s 14
352 ACCEPTANCEICITETIA wrrvss svrrarm e RS T E T T B TR S T SR T e 15
3.2, Anslytical Rita Aceeptance Criteria xu ummanmsmmrmsnsmnsit mass s s e 15

Page 7 - Confidential



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A Climcal Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 9 of 192

g:ﬁ:]?:: ls:;d d;m}%mxycoﬁnme in Human Plasma (K:EDTA)

3.2.3.; Acceptance Criteria'for Sample Dilution . .cosirmmnmnmnnssmniaaiaamsas 16

3:24:; 'Acceplance Crteria forISRisomanmsammma s e s T e 16

A TRBSUIEIDS : cxuss cvsms soysesssess ogesssssy e o03 615558 0340 04 £ 0S5 S8 £ 330 S5 453 5 553 X B SN o SRR E 0 16

4.1. Quality Control and Dilution Quality Control Sample Performance ...........ccceeveruennee 16

A2 CalIbTat N STAN ATd IPEF FOTHNATNTE - cvov o svvsvmmrassssamyansyssssmmassm qesmpens pos s e ey s v s s 17

R S e LT B i T T 1 L 1 — 17

R e L L L L 1 L . 17

B T 2 T PP SRPTPRON 17

4.5.1. Reassays for Analytical REASONS .......curviiriiiiiiiiiiiiieeie e 17

4.5.2. Reassays for Non-analytical Reasons (Value Requiring Confirmation, VRC)..17

4.5.3. Sponsor Selected ReaSSAYS . ....cuviruiiiiieiiiieieieiieee et et e ettt e eae e sne e ese e eneenes 17

4.5.4. Incurred Sample Reproducibility.......cc.eeeiriiiiiriiiiieiinie e 17

5. CHROMATOGRAMS ...ttt et e e et e e e et e e e e e s e e ae e e esaaeseaaassaneeeeeeannnaeas 17

6 D EVIA T TON Sy B T O S P ) 18

Tn  BNEN DS st S O O Ty e S e D e 18

80 ANAL YN CAT: N O B S s s e R S R ey 18

O AR TV B S e o T S T B O S BT RO G T R 18

10: CONGCEUSION e e e S T s e S T G S S R i 19

I REEERENCES st i s e e s s e 19

RESULT TBABEES et s o s e G B S S e S e 22 20

LG R R S s s S R T D D S o R T A A R S R R T P e 63

AT TACHMENT S oo s s e e S s sy s S s S e e T e s 65

Page 8 - Confidential



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A Clinical Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 10 of 192

Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

RESULT TABLES

Table 1 Summary:of Analytical:Runs:Performedt:anssnmnmmmnnnmnneernaazand 20
Table 2 Quality Control and Dilution Quality Control Sample Data (Between-

Analytical Run Precision and Accuracy) for Cotinine ...........cccvevvrieerienecircnreneeneens 21
Table 3 Quality Control and Dilution Quality Control Sample Data (Between-

Analytical Run Precision and Accuracy) for trans-3’-Hydroxycotinine................... 22
Table 4  Back-calculated Calibration Standard Concentrations for Cotinine ............cccceeenee 23

Table 5 Back-calculated Calibration Standard Concentrations for frans-3’-

HY AT OXYCOHNINE) oo s svsvrassnmine s s s s e ST A b TR S S ST e T S S 24
Table 6 Standard/Cutve PAtanmeters fof COtIMME : . osrsisimussmsssmmimmsosms oy s s a5, 25
Table 7 Standard Curve Parameters for frans-3’-Hydroxycotinine.........cceeeveireeneseeneesnnnns 26
Tablelg  StudySaniple ConceHtaticisS IO COHNINe. .. cvvvussmmmmmmsrmsmsiesmmsrsmymyassonsy 27
Table 9  Study Sample Concentrations for frans-3’-Hydroxycotinine ............cocceeveeerveenennen 40
Table 10  Summary of Reassay for Analytical Reasons for Cotinine ..........cccovrverrevererennnns 53
Table 11  Summary of Reassay for Analytical Reasons for frans-3’-Hydroxycotinine............. 57
Table 12 Incurred Sample Reproducibility Assessment for Cotinine........cccoevvvveveeeveenereeinns 59
Table 13  Incurred Sample Reproducibility Assessment for frans-3’-Hydroxycotinine ........... 61
FIGURES
Figure 1  Calibration Curve for Cotinine in Control Matrix, Watson RunID 1..........cccoeeueeee 63

Figure 2 Calibration Curve for trans-3’-Hydroxycotinine in Control Matrix, Watson

R D ot s S s o S e T T T B s B S B ST oS 64
ATTACHMENTS
Attachment 1  General List of Abbreviations used at Celerion..........cccceevveeiiiieiineieciee e 65
Attachment:2: Temperatire:Definitions at Celerion: szt armmms e R Taa 68

Attachment 3  Procedure for VRC and SSR Reassays and Reporting of Reassay Results........ 69
Attachment 4  General List of Calculation Formulae ...........ccoocociiiniiniinininincnennncncseseeneene 70

Page 9 - Confidential



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A Chmcal Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 11 0of 192

Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K:EDTA)

Celerion Study AA99071-10

Attachment’5 - ReassayDEserPHonS . s s e e T S e s 71

Aftachment’6? Certificates:ofANAIYSIS cuumm s s T s S R T S T 72

Attachtient'7* Biocanalytical Method SummaRiy .« o memmsasemmms s s msaseimssns 90

ATtACHINENL/S: (CHEOTATOPEATING xeyessssywsssssssns s s s B8 e a s T FS SN ST S E i S S e e i3 95

Total Number of Pages 191

Page 10 - Confidential



PMI RESEARCH & DEVELOPMENT

R
DM

I TR0 T

Philip Morris Products S.A Clinical Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 12 of 192

Cotinine and rans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

1. INTRODUCTION

The purpose of this bioanalytical study (hereafter referred to as study) was to determine the
concentration of cotinine and trans-3’-hydroxycotinine in human plasma (K;EDTA) samples by
a validated LC-MS/MS method. The study samples were collected in the clinical study ZRHR-
REXC-03-EU. entitled, "A Randomized, Controlled, Open-label, 3-Arm Parallel Group, Single-
Center Study to Demonstrate Reductions in Exposure to Selected Smoke Constituents in
Smoking, Healthy Subjects Switching to the Tobacco Heating System 2.2 (THS 2.2) or Smoking
Abstinence, Compared to Continuing to Use Conventional Cigarettes, for 5 Days in
Confinement" [3]. Sample analysis was conducted between 16-Sep-2013 and 01-Nov-2013.

This report provides the results and supporting documentation from the analysis of study samples
and includes an evaluation of assay performance.

2. EXPERIMENTAL

2.1. Test Item
The test items are defined in the clinical study protocol [3].

2.2. Reference Items and Internal Standards

Analyte Internal Standard (IS)

D Cotinine d;-Cotinine

Souee ®@ ®@

Lot No. FN061710-01 FN102110-02

Purity / Concentration 99.8% (1047 pg/mL) 99.7% (100.0 pg/mL)

Celerion Assigned Correction Factor 1.0000 1.0000

Expiry Date 30-Jun-2015 31-Oct-2015

Storage Conditions Freezer (-20 C), protected from light Freezer (-20 C), protected from light
Analyte Internal Standard (IS)

D trans-3'-Hydroxycotinine ds-trans-3'-Hydroxycotinine

Source - -

Lot No. C8-127-040 C8-127-047

Potency 99.7% 99 9%

Celerion Assigned Correction Factor 0.9969 0.9990

Expiry Date 02-Apr-2014 11-Apr-2014

Storage Conditions Freezer (-20 C), protected from light Freezer (-20 C), protected from light

The certificate(s) of analysis for the reference items and internal standards are presented in
Attachment 6.
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Reference items and internal standards are retained under the conditions that are specified until
they become expired. They will then be removed from the active library or stored for an
additional period for the testing of long-term stability.

2.3. Biological Matrix

Human plasma, with KoEDTA as anticoagulant, was collected in-house at Celerion in Lincoln,
Nebraska. Human plasma stored at -20°C may be stored for a period less than 24 months prior to
use. Human plasma (K)EDTA), free of significant interference, was used to prepare quality
control (QC) samples. Deionized water was used to prepare calibration standard samples and
used as control matrix.

2.4. Test System

2.4.1. Procedure and Instruments

Procedure and Instrumentation

Extraction Method Solid-phase extraction

Chromatography system Perkin Elmer Series 200 Micropump HPLC*
MS/MS system AB SCIEX API 5000™and QTRAP* 5500
Regression Type Weighted linear regression curve (1/concentration?)
Quantitation Method Peak Area Ratio

Assay Volume 0.300 mL

A = Qualified systems

2.4.2. Computer Application Software

Software

LC-MS/MS software Applied Biosystems Analyst® 1.5.17

LIMS Thermo Electron Corporation Watson™ 7.3 Bioanalytical LIMS 7.3
LIMS application Inspector Version 1.1.1

Laboratory Documentation System  |Labnotes™ Web Client 121"

Office applications Microsoft® Office 2007 Package

A =Validated systems

2.5. Calibration Standards, Quality Control Samples and Dilution Quality Control
Samples

Non-zero calibration standards were prepared fresh daily at the concentration levels of 1.00,
2.00, 4.00, 10.0, 25.0, 50.0, 75.0, 90.0, and 100 ng/mL of cotinine and frans-3’-hydroxycotinine
from calibration standard spiking solutions which were prepared on 09-Sep-2013 and stored at
-20°C for a period less than 323 days prior to use. The calibration standard spiking solutions
were prepared at 5x concentrations. To achieve the required standard concentration, 0.0600 mL
of standard spiking solution is added to 0.300 mL of ultrapure water.

Page 12 - Confidential
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Quality control (QC) samples at the concentration levels of 3.00, 50.0, and 75.0 ng/mL and
dilution quality control (DQC) samples at the concentration level of 200 ng/mL of cotinine and
trans-3’-hydroxycotinine were prepared in bulk on 03-Sep-2013, aliquoted and stored at -20°C.
Quality control samples aliquoted into clear polypropylene tubes were stored with the clinical
samples after receipt at the bioanalytical laboratory. Quality control samples were analyzed
within the established validation stability period of 185 days.

Standard calibrators and quality control samples were prepared from separate stock solutions.

2.6. Study Samples

2.6.1. Sample Source and Date of Receipt

Study samples were collected between 12-Jul-2013 and 19-Sep-2013 and were received frozen
on dry ice between 22-Jul-2013 and 31-Oct-2013 from Covance Central Laboratory Services,
Meyrin, Switzerland.

2.6.2. Sample Identification

Study samples were identified based on the subject screening number and time point documented
on the sample label.

2.6.3. Sample Storage and Stability

Study samples were stored from sample collection in clear polypropylene tubes to the end of
sample analysis at a nominal temperature of -20°C for a duration not exceeding 113 days.

Study samples were analyzed without exceeding long-term. short-term, freeze-thaw, or post-
preparative stability. The following evaluations have been conducted:

Stability Summary [5]

Long-term Stability 739 days in polypropylene tubes at -20 C
Short-term Stability 27 hours in polypropylene tubes at ambient temperature under white light
Freeze-thaw Stability 6 cycles in polypropylene tubes at -20 C under white light

7 cycles in polypropylene tubes at -20°C under UV-shielded light
Post-preparative Stability 135 hours in a polypropylene 96 well plate at 5 C

Processed Sample Integrity | 93 hours in a polypropylene 96 well plateat 5 C

Sample Shipping Stability 10 days in polypropylene tubes at-80 C

Page 13 - Confidential
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2.6.4. Sample Summary

The Sponsor’s protocol specifies 160 subjects, with 2 sampling times [3]. In study AA99071, a
single subject discontinued from the clinical phase after randomization. The samples from this
subject were analyzed and the results reported. Additional information regarding the subject
discontinuance is provided in Section 8.2.

No. of Samples
Specified in protocol/received 320/328
Analysis not required (subject discontinued from enrollment) 8
Duplicates received 328
Total number of study samples analyzed 320

Following analysis, the study samples were kept frozen at -20°C. After submission of the final
bioanalytical report the study samples will be further stored under the same conditions for up to
1 month on-site. Then, upon agreement with the Sponsor. the study samples will be destroyed
after the completion of the clinical study report and Sponsor notification.

3. SAMPLE ANALYSIS

3.1. Analytical Method

The determination of cotinine and frans-3’-hydroxycotinine in human plasma (K;EDTA) was
carried out over a calibration range of 1.00 ng/mL to 100 ng/mL. The analytical procedure was
performed at Celerion, Lincoln, Nebraska and is documented in the Method Validation Report
for Celerion Study AA33664-01 [5]. The analytical method is documented in BAM SOP
AA33664-01 [6]. See Attachment 7.

An aliquot of human plasma (EDTA) containing each analyte and internal standard was
extracted using a solid phase extraction procedure. The extracted samples were analyzed by an
HPLC equipped with an AB SCIEX API 5000™ or QTRAP 5500 mass spectrometer. Positive
ions were monitored in the multiple reaction monito: (MRM) mode. Quantitation was
determined using a weighted linear regression analysis (1/x”) of peak area ratios of each analyte
and internal standard.

Though listed as a standard, the control blank sample with internal standard (Standard A) was
not used to plot the calibration curve.

Page 14 - Confidential
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3.2. Acceptance Criteria

3.2.1. Analytical Run Acceptance Criteria
An analytical run is acceptable if all of the following criteria are met:

e at least 75% of the non-zero calibration standards were within +15.0% (£20.0% for the lower
limit of quantification (LLOQ) calibration standard) of their nominal concentration,

e at least two-thirds of the QC samples and at least 50% at each concentration level were
within £15.0% of their nominal concentration,

e at least 50% of the standard zero samples are free of interference at the retention time of the
analyte(s) of interest,

o at least 50% of the blank samples are free of interference both at the retention time of the
analyte(s) of interest and at the retention time of the IS,

e at least two-thirds of all blank and standard zero samples fulfilled the above described
interference criteria.

Interference at the retention time of the analyte of interest is defined as a response greater than
20% of the mean analyte response of the LLOQ calibration standard(s).

Interference at the retention time of the IS is defined as a response greater than 5% of the mean
IS response of the LLOQ calibration standard(s).

Individual data of QC samples (including DQCs) that were out of their acceptance criteria are
flagged appropriately in the study file and in the bioanalytical report. QCs will be excluded from
statistics only for analytical reasons (see Attachment 5).

3.2.2. Acceptance Criteria for System Suitability Testing

The system suitability testing performed with each analytical run is designed to assess the
sensitivity, reproducibility of response (absence of response drift based on interpolated
concentrations), and carry-over.

o Sensitivity assessed at the start and end of each analytical run is performed by evaluating the
signal-to-noise ratio (SNR) of extracted system suitability samples spiked at the lower limit
of quantitation. The SNR must be greater than 5:1 unless otherwise specified in the method.

e System stability (reproducibility of response) is performed by replicate injections at the start
(5) and the end (2) of the analytical run with pooled high concentration system suitability
samples. The percent coefficient of variation (% CV) of the calculated concentration must be
less than or equal to 6%. The mean of the calculated concentration of the last 2 replicates or
middle replicates (if applicable) of high concentration system suitability samples must be
within 15% difference of the mean of the calculated concentration of the first 5 high
concentration system suitability samples.
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e The carryover percentage is assessed at the beginning and end of each analytical run. This
test is performed by injecting a blank (reconstitution solution) sample immediately after a
high concentration system suitability sample. The area counts of the analyte in the blank
injection are divided by the analyte area counts in the high concentration system suitability
sample and the result is multiplied by 100.

" area (blank sample)
% carryover = g *100
area (hlgh sys su:t)
Analyte Carryover criteria (needs to be less than)
Cotinine 0.1%
trans-3 -Hydroxycotinine 0.1%

3.2.3. Acceptance Criteria for Sample Dilution

The accuracy of study sample dilution is verified by the DQC samples. At least 50% of the DQC
samples must be within £15.0% of their nominal concentration for the respective dilution factor
to be accepted.

3.2.4. Acceptance Criteria for ISR

The % difference was calculated for each pair of original and repeat analyses as follows:

|(rept value - oniginal va.luej
(repeat value + onginal value)/ 2

% difference =100*

If the % difference was less than or equal to 20%, a pair of results was considered a passing
match. Any pair with a % difference of more than 67% (indicating that the repeat value is either
less than half or more than twice the original concentration) was considered an event and was
investigated. The analytical method will be considered reproducible if at least 67% of the result
pairs match. If less than 67% of the pairs match, an event investigation was initiated.

4. RESULTS

Due to rounding procedures, recalculations using the results presented in this report may differ
slightly from the reported statistics.

A summary of analytical runs performed is presented in Table 1.

4.1. Quality Control and Dilution Quality Control Sample Performance

Between-analytical run precision and accuracy results for QC samples prepared 3.00, 50.0, and
75.0 ng/mL for cotinine and trans-3’-hydroxycotinine are summarized in Table 2 and Table 3,
respectively. The accuracy of sample dilution was verified by the performance of dilution QC
samples. Results for dilution QC samples are summarized in Table 2 and Table 3 for cotinine
and frans-3’-hydroxycotinine, respectively.
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4.2. Calibration Standard Performance

Back-calculated calibration curve standard concentrations are provided in Table 4 and Table 5
for cotinine and frans-3’-hydroxycotinine, respectively.

4.3. Standard Curve Parameters

Standard curve parameters from 11 and 10 successful analytical runs are provided in Table 6 and
Table 7 for cotinine and frams-3’-hydroxycotinine, respectively. A representative calibration
curve is illustrated in Figure 1 and Figure 2 for cotinine and trans-3’-hydroxycotinine,
respectively.

4.4. Study Sample Concentrations

Study sample concentrations are provided in Table 8 and Table 9 for cotinine and trans-3’-
hydroxycotinine, respectively. The column “Split” refers to the “for analysis™ or “back-up”
sample collected.

Study samples, if any., with no significant peak at the mass transition and retention time of
cotinine and frans-3’-hydroxycotinine, respectively, or with peak area ratios below that of the
LLOQ standard, are reported as being below the limit of quantitation (BLQ).

4.5. Reassays

4.5.1. Reassays for Analytical Reasons

Study samples needing re-analysis according to section 3.2.1 for cotinine and trams-3’-
hydroxycotinine are identified in Table 10 and Table 11, respectively.

4.5.2. Reassays for Non-analytical Reasons (Value Requiring Confirmation, VRC)
There were no study samples that were reassayed due to non-analytical reasons.

4.5.3. Sponsor Selected Reassays

There were no Sponsor selected reassays.

4.5.4. Incurred Sample Reproducibility

The method for the determination of cotinine and trans-3’-hydroxycotinine was considered
reproducible, 100% out of 35 repeat analyses for cotinine and 100% out of 35 repeat analyses for
trans-3’-hydroxycotinine met acceptance criteria as defined in section 3.2.4. Results are
presented in Table 12 and Table 13.

5. CHROMATOGRAMS

Representative chromatograms are provided in Attachment 8.
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6. DEVIATIONS

6.1. DEV-LNK-13-0559 from LNKSOP.0012, Section 4, was initiated as to Shipments 7 and 8
were not counted within 3 working days of sample receipt. There is no impact as the samples
were checked to ensure that they were received frozen and in good order upon arrival. Samples
were counted and checked in prior to being scheduled for analysis.

7. EVENTS

There were no unexpected observations or results during the conduct of the study regarded as
events which required investigation.

8. ANALYTICAL NOTES

8.1. When a sample was reassayed for only one compound and the reassay result for the other
compound was not needed, the unneeded reassay result was deactivated as ‘Not Used” and was
not reported.

8.2. During the course of analysis of study AA99077 (ZRHR-REXC-04-JP), it was determined
that incomplete documentation of subject consent for further analysis of bioanalytical samples
after subject discontinuation existed. A review of the possible impacted studies included ZRHR-
REXC-03-EU (AA99071). One subject. 0083, discontinued from the clinical phase post-
randomization. Consent for analysis was later confirmed by the Principal Investigator. The
results from subject 0083 were included with the final deliverables for this study.

9. ARCHIVES
At a minimum the following records will be retained:

e Study Plan Bioanalysis (and all amendments, if applicable)
e Raw data

e Study related correspondence

e Bioanalytical report (and all amendments, if applicable)

These documents will be kept in the archives of Celerion for at least ten (10) years, taken from
the date of Bioanalytical Principal Investigator’s signature on the final bioanalytical report. After
this time the Sponsor will be contacted to decide if the records should be retained for a further
defined time at Celerion, returned to the Sponsor. or disposed of. Study data and documentation
are archived at the Celerion Lincoln facility for 90 days, after which the records may be
transferred to:

Iron Mountain
1601 Leavenworth
Omaha, Nebraska 68102
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10. CONCLUSION

In this bioanalytical study the concentration was determined in a total of 320 samples for
cotinine and 320 samples for trans-3’-hydroxycotinine in human plasma (K;EDTA) samples
collected in the Philip Morris International Research and Development clinical study ZRHR-
REXC-03-EU using a validated LC-MS/MS method.

The overall performance of the LC-MS/MS method met acceptance criteria and the results
obtained were of the required integrity and quality. These data can be used for further
interpretation.
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RESULT TABLES

Table 1 Summary of Analytical Runs Performed

Analyte Run Regression Extraction Assay Description Comment
Name D Status Date Date

Cotinine 1 Accepted 16-Sep-2013 16-Sep-2013 SEE WORKLIST FOR SUB AND TIMEPOINT OK
Cotinine 2 Accepted 16-Sep-2013 17-Sep-2013 SEE WORKLIST FOR SUB AND TIMEPOINTS OK
Cotinine 3 Accepted 15-Oct-2013 15-Oct-2013 SEE WORKLIST FOR SUB AND TIMEPOINTS OK
Cotinine 4 Accepted 15-Oct-2013 16-Oct-2013 REASSAYS OK
Cotinine 5 Accepted 15-Oct-2013 16-Oct-2013 REASSAYS OK
Cotinine 6 Accepted 21-Oct-2013 21-Oct-2013 SUBJECTS 0210-0283 PERIOD 1 OK
Cotinine 7 Accepted 21-Oct-2013 22-Oct-2013 SUBJECTS 0285-0328 PERIOD 1+ REASSAYS OK
Cotinine 8 Accepted 21-Oct-2013 22-Oct-2013 REASSAYS + SUBJECT 0193-0206 PD 1 OK
Cotinine 9 Accepted 23-Oct-2013 23-Oct-2013 REASSAYS OK
Cotinine 10 Accepted 25-Oct-2013 25-Oct-2013 ISRs OK
Cotinine 11 Accepted 29-Oct-2013 29-Oct-2013 SUB 34 and 35 DAY 6 0HR OK
Cotinine 12 Accepted 01-Nov-2013  01-Nov-2013 REASSAYS (Cotinine Only) OK
Trans-3-Hydroxycotinine 1 Accepted 16-Sep-2013 16-Sep-2013 SEE WORKLIST FOR SUB AND TIMEPOINT OK
Trans-3-Hydroxycotinine 2 Accepted 16-Sep-2013 17-Sep-2013 SEE WORKLIST FOR SUB AND TIMEPOINTS OK
Trans-3-Hydroxycotinine 3 Accepted 15-Oct-2013 15-Oct-2013 SEE WORKLIST FOR SUB AND TIMEPOINTS OK
Trans-3-Hydroxycotinine 4 Accepted 15-Oct-2013 16-Oct-2013 REASSAYS OK
Trans-3-Hydroxycotinine 5 Accepted 15-Oct-2013 16-Oct-2013 REASSAYS OK
Trans-3-Hydroxycotinine 6 Accepted 21-Oct-2013 21-Oct-2013 SUBJECTS 0210-0283 PERIOD 1 OK
Trans-3-Hydroxycotinine 7 Accepted 21-Oct-2013 22-Oct-2013 SUBJECTS 0285-0328 PERIOD 1+ REASSAYS OK
Trans-3-Hydroxycotinine 8 Accepted 21-Oct-2013 22-Oct-2013 REASSAYS + SUBJECT 0193-0206 PD 1 OK
Trans-3-Hydroxycotinine 9 Accepted 23-Oct-2013 23-Oct-2013 REASSAYS OK
Trans-3-Hydroxycotinine 10 Accepted 25-Oct-2013 25-Oct-2013 ISRs OK
Trans-3-Hydroxycotinine 11 Accepted 29-Oct-2013 29-Oct-2013 SUB 34 and 35 DAY 6 0HR OK

“Regression Status™ reflects the status of the run with respect to run acceptance criteria
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Table 2 Quality Control and Dilution Quality Control Sample Data (Between-Analytical
Run Precision and Accuracy) for Cotinine

Assay Run QCA QCG QCC QC D DF10 QC D DF5
Date ID 300ngmL  50.0ng/mL  75.0 ng/mL 200 ng/mL 200 ng/mL
16-Sep-2013 1 322 491 695
3.13 50.1 743
17-Sep-2013 2 3.18 493 712
2.88 473 709
15-Oct-2013 3 3.12 459 73.0
3.33 51.0 702
16-Oct-2013 4 3.16 493 714 209
3.32 527 73.7 208
191
16-Oct-2013 5 3.20 49.6 709 189
3.28 522 744 207
212
21-Oct-2013 6 3.20 524 74.6 195
3.08 502 72.7 206
205
22-Oct-2013 7 3.18 50.0 715 195 194
3.33 539 75.8 209 204
207 202
22-Oct-2013 8 3.04 512 72.8 196 192
3.16 52.6 738 203 187
204 204
23-Oct-2013 9 3.26 48.8 719 193 195
3.26 534 75.6 214 201
208 211
29-Oct-2013 11 3.27 50.6 723
3.37 505 71.0
01-Nov-2013 12 3.20 52.0 69.6 172
3.32 49.8 72.6 205
207
Mean 3.20 50.5 724 203 199
S.D. 0.113 1.95 1.82 8.06 9.89
%CV 35 39 25 4.0 5.0
9%Theoretical 106.7 101.0 965 101.5 995
%Bias 6.7 1.0 35 15 05
n 22 22 22 15 15

Page 21 - Confidential



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A Clinical Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 23 of 192

Cotinine and rans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

Table 3 Quality Control and Dilution Quality Control Sample Data (Between-Analytical
Run Precision and Accuracy) for trans-3’-Hydroxycotinine
Assay Run QCA QCG QCC QC D DF10 QC D DF5
Date ID 300ng/mL  50.0ng/mlL  75.0 ng/mL 200 ng/mL 200 ng/mL
16-Sep-2013 1 3.13 457 68.4
3.04 48.6 79
17-Sep-2013 2 297 46.7 68 2
297 46.2 701
15-Oct-2013 3 2.99 44.0 718
3.14 484 69 2
16-Oct-2013 4 298 47.6 70.6 199
3.01 492 72.4 205
189
16-Oct-2013 5 3.03 50.1 711 188
3.09 493 733 206
205
21-Oct-2013 6 3.06 492 742 194
3.08 48.0 714 205
206
22-Oct-2013 7 2.95 459 68 2 193 189
3.03 48.1 724 204 201
204 190
22-Oct-2013 8 3.07 50.7 70.0 195 190
3.07 50.1 739 203 189
202 202
23-Oct-2013 9 3.14 472 69.8 191 188
3.05 51.6 744 208 201
203 205
29-Oct-2013 11 3.01 48.6 73.6
3.24 492 72.4
Mean 3.05 482 714 200 197
SD. 0.0716 1.87 2.00 6.67 727
%CV 23 5 28 33 37
%Theoretical 101.7 96.4 952 100.0 98.5
%Bias 1.7 -3.6 4.8 0.0 -1.5
n 20 20 20 15 12
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Table 4 Back-calculated Calibration Standard Concentrations for Cotinine

Assay Run STDB SIDC STDD SIDE SIDF SIDG STDH SIDI SIDJ
Date ID 100ngmL 2.00ng/mL 4.00 ngmL 10.0ng/mL 25.0ng/mL 50.0ng/mL 75.0 ng/mL 90.0 ng/mL 100 ng/mL
16-Sep-2013 1 0977 205 419 967 257 518 726 929 919
17-Sep-2013 2 0985 205 408 977 254 516 729 941 932
15-Oct-2013 3 101 194 412 974 256 529 734 944 908
16-Oct-2013 4 101 194 415 983 262 522 709 924 940
16-Oct-2013 5 0996 198 414 979 257 514 739 936 914
21-Oct-2013 6 0978 203 422 100 253 521 723 926 924
22-Oct-2013 7 0989 203 408 957 262 523 719 923 937
22-Oct-2013 8 0985 202 415 101 254 521 721 919 921
23-Oct-2013 9 101 191 417 965 253 518 739 938 948
29-Oct-2013 11 0992 200 416 960 256 529 733 945 898
01-Nov-2013 12 0986 204 410 967 254 51:7 704 954 951
Mean 0993 200 414 976 256 521 725 933 927
SD 00124 00495 00442 0164 0322 0490 114 139 167
%CV 12 25 11 1:7 13 09 16 15 18
%Bias 07 00 35 24 24 42 33 37 73
n 11 11 11 11 11 11 11 11 11
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Table 5 Back-calculated Calibration Standard Concentrations for #rans-3’-Hydroxycotinine

Assay Run SIDB SIDC STDD STDE STIDF STD G STDH STDI STDJ
Date ID 100ngmL 2.00ngmL 4.00ng/mL 10.0ng/mL 25.0ng/mL 50.0 ng/mL 75.0 ng/mL 90.0 ng/mL 100 ng/mL
16-Sep-2013 1 0982 208 396 983 261 539 779 7717 980
17-Sep-2013 2 0975 206 414 984 257 543 779 768 96 6
15-Oct-2013 3 0991 200 413 101 257 527 770 767 101
16-Oct-2013 4 0988 204 406 973 260 538 781 76 6 997
16-Oct-2013 5 0970 209 407 101 260 529 756 769 994
21-Oct-2013 6 0987 205 399 999 259 536 784 774 977
22-Oct-2013 7 0993 205 395 968 257 519 749 *734 965
22-Oct-2013 8 101 194 415 955 264 531 771 ) 102
23-Oct-2013 9 100 196 418 949 257 527 790 794 101
29-Oct-2013 11 00988 201 416 983 261 528 784 715 979
Mean 0988 203 408 981 259 532 774 774 990
SD 00115 00496 00865 0210 0236 0720 130 0861 193
%CV 12 24 21 241 09 14 1:7 11 19
%Bias -12 15 20 -19 36 64 32 -140 -10
n 10 10 10 10 10 10 10 9 10
Reason Deactivated

* Rejected
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Table 6

Standard Curve Parameters for Cotinine

Assay Run Slope Intercept R-Squared
Date D

16-Sep-2013 1 0.0583913781 0.00138872783 0.9975
17-Sep-2013 2 0.0589312810  -0.000160912613 0.9983
15-Oct-2013 3 0.0599536661 -0.00194305385 0.9971
16-Oct-2013 4 0.0596812078 0.0012225389%4 0.9977
16-Oct-2013 5 0.0602541639 -0.00136534273 0.9979
21-Oct-2013 6 0.0589736681 -0.00230569334 0.9979
22-Oct-2013 7 0.0584390981 -0.00226396388 0.9978
22-Oct-2013 8 0.0590897471 0.00237406832 0.9980
23-Oct-2013 9 0.0585013271 0.000321468051 0.9982
29-Oct-2013 11 0.0596022692 -0.00634457048 0.9967
01-Nov-2013 | 12 0.0613901940 -0.00744375488 0.9978
Mean 0.0593825455 -0.00150186260 0.9977
S.D. 0.000914310150  0.00310034727 0.0005
%CV 1.5 -206.4 0.1

n 11 11 13
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Table 7 Standard Curve Parameters for frans-3’-Hydroxycotinine
Assay Run Slope Intercept R-Squared
Date ID
16-Sep-2013 1 0.0448526430 -0.00180682717 0.9950
17-Sep-2013 2 0.0449174631 -0.00329740055 0.9943
15-Oct-2013 3 0.0447040520  -0.000835294773 0.9956
16-Oct-2013 4 0.0448523389 -0.00128339261 0.9947
16-Oct-2013 5 0.0446449100 -0.00195719024 0.9951
21-Oct-2013 6 0.0442997462 -0.00230831713 0.9952
22-Oct-2013 7 0.0458720232 -0.00329418739 0.9990
22-Oct-2013 8 0.0447287669 -0.00188400922 0.9949
23-Oct-2013 9 0.0443218493 0.000239300522 0.9958
29-Oct-2013 11 0.0439970153 -0.00303555468 0.9953
Mean 0.0447190808 -0.00194628732 0.9955
SD. 0.000501670792  0.00112713428 0.0013
%CV 1.1 -579 0.1
n 10 10 10
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Table 8 Study Sample Concentrations for Cotinine

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000001 4 0010 0 0 175 1 OK Cotinine
05111540000002 1 0010 6 0 224 1 OK Cotinine
05111540000003 4 0011 0 0 165 1 OK Cotinine
05111540000004 4 0011 6 0 194 1 OK Cotinine
05111540000005 4 0014 0 0 142 1 OK Cotinine
05111540000006 4 0014 6 0 242 1 OK Cotinine
05111540000007 4 0015 0 0 180 1 OK Cotinine
05111540000008 1 0015 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000009 4 0016 0 0 192 1 OK Cotinine
05111540000010 5 0016 6 0 389 1 OK Cotinine
05111540000011 5 0017 0 0 196 1 OK Cotinine
05111540000012 1 0017 6 0 135 1 OK Cotinine
05111540000013 5 0020 0 0 212 1 OK Cotinine
05111540000014 5 0020 6 0 186 1 OK Cotinine
05111540000015 5 0022 0 0 442 1 OK Cotinine
05111540000016 5 0022 6 0 552 1 OK Cotinine
05111540000017 5 0023 0 0 201 1 OK Cotinine
05111540000018 5 0023 6 0 203 1 OK Cotinine
05111540000019 5 0025 0 0 157 1 OK Cotinine
05111540000020 5 0025 6 0 218 1 OK Cotinine
05111540000021 5 0028 0 0 196 1 OK Cotinine
05111540000022 1 0028 6 0 123 1 OK Cotinine
05111540000023 5 0029 0 0 210 1 OK Cotinine
05111540000024 5 0029 6 0 201 1 OK Cotinine
05111540000025 5 0031 0 0 249 1 OK Cotinine
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Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000026 5 0031 6 0 311 1 OK Cotinine
05111540000027 5 0035 0 0 134 1 OK Cotinine
05111540000028 12 0035 6 0 177 1 OK Cotinine
05111540000029 5 0038 0 0 348 1 OK Cotinine
05111540000030 5 0038 6 0 365 1 OK Cotinine
05111540000031 5 0039 0 0 156 1 OK Cotinine
05111540000032 5 0039 6 0 149 1 OK Cotinine
05111540000033 5 0044 0 0 147 1 OK Cotinine
05111540000034 5 0044 6 0 112 1 OK Cotinine
05111540000035 5 0049 0 0 262 1 OK Cotinine
05111540000036 1 0049 6 0 115 1 OK Cotinine
05111540000037 5 0052 0 0 217 1 OK Cotinine
05111540000038 1 0052 6 0 280 1 OK Cotinine
05111540000039 5 0053 0 0 218 1 OK Cotinine
05111540000040 5 0053 6 0 256 1 OK Cotinine
05111540000041 5 0057 0 0 334 1 OK Cotinine
05111540000042 5 0057 6 0 260 1 OK Cotinine
05111540000043 5 0060 0 0 274 1 OK Cotinine
05111540000044 5 0060 6 0 357 1 OK Cotinine
05111540000045 5 0062 0 0 192 1 OK Cotinine
05111540000046 1 0062 6 0 119 1 OK Cotinine
05111540000095 5 0030 0 0 101 1 OK Cotinine
05111540000096 5 0030 6 0 148 1 OK Cotinine
05111540000099 5 0034 0 0 221 1 OK Cotinine
05111540000100 12 0034 6 0 168 1 OK Cotinine
05111540000103 5 0055 0 0 194 1 OK Cotinine
05111540000104 5 0055 6 0 193 1 OK Cotinine
05111540000107 4 0064 0 0 103 1 OK Cotinine
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Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000108 2 0064 6 0 919 1 OK Cotinine
05111540000111 4 0008 0 0 312 1 OK Cotinine
05111540000112 4 0008 6 0 349 1 OK Cotinine
05111540000115 4 0001 0 0 162 1 OK Cotinine
05111540000116 4 0001 6 0 317 1 OK Cotinine
05111540000119 4 0004 0 0 182 1 OK Cotinine
05111540000120 4 0004 6 0 278 1 OK Cotinine
05111540000123 4 0013 0 0 280 1 OK Cotinine
05111540000124 1 0013 6 0 230 1 OK Cotinine
05111540000127 5 0021 0 0 304 1 OK Cotinine
05111540000128 5 0021 6 0 318 1 OK Cotinine
05111540000131 5 0037 0 0 200 1 OK Cotinine
05111540000132 5 0037 6 0 236 1 OK Cotinine
05111540000135 5 0042 0 0 243 1 OK Cotinine
05111540000136 5 0042 6 0 228 1 OK Cotinine
05111540000139 5 0051 0 0 176 1 OK Cotinine
05111540000140 1 0051 6 0 135 1 OK Cotinine
05111540000143 4 0063 0 0 220 1 OK Cotinine
05111540000144 2 0063 6 0 128 1 OK Cotinine
05111540000147 4 0066 0 0 136 1 OK Cotinine
05111540000148 4 0066 6 0 237 1 OK Cotinine
05111540000151 2 0067 0 0 9208 1 OK Cotinine
05111540000152 2 0067 6 0 885 1 OK Cotinine
05111540000155 4 0069 0 0 239 1 OK Cotinine
05111540000156 4 0069 6 0 238 1 OK Cotinine
05111540000159 4 0071 0 0 335 1 OK Cotinine
05111540000160 2 0071 6 0 220 1 OK Cotinine
05111540000163 4 0072 0 0 216 1 OK Cotinine
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Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000164 4 0072 6 0 329 1 OK Cotinine
05111540000167 4 0074 0 0 228 1 OK Cotinine
05111540000168 4 0074 6 0 226 1 OK Cotinine
05111540000171 4 0076 0 0 206 1 OK Cotinine
05111540000172 2 0076 6 0 340 1 OK Cotinine
05111540000175 4 0080 0 0 185 1 OK Cotinine
05111540000176 4 0080 6 0 267 1 OK Cotinine
05111540000179 4 0083 0 0 239 1 OK Cotinine
05111540000180 4 0083 6 0 339 1 OK Cotinine
05111540000183 2 0085 0 0 614 1 OK Cotinine
05111540000187 4 0086 0 0 244 1 OK Cotinine
05111540000188 2 0086 6 0 352 1 OK Cotinine
05111540000191 4 0087 0 0 300 1 OK Cotinine
05111540000192 4 0087 6 0 338 1 OK Cotinine
05111540000195 4 0088 0 0 156 1 OK Cotinine
05111540000196 4 0088 6 0 163 1 OK Cotinine
05111540000199 4 0090 0 0 131 1 OK Cotinine
05111540000200 2 0090 6 0 883 1 OK Cotinine
05111540000203 4 0093 0 0 254 1 OK Cotinine
05111540000204 4 0093 6 0 2717 1 OK Cotinine
05111540000207 2 0104 0 0 854 1 OK Cotinine
05111540000208 2 0104 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000211 4 0105 0 0 593 1 OK Cotinine
05111540000212 4 0105 6 0 608 1 OK Cotinine
05111540000215 4 0106 0 0 236 1 OK Cotinine
05111540000216 4 0106 6 0 183 1 OK Cotinine
05111540000219 4 0107 0 0 223 1 OK Cotinine
05111540000220 4 0107 6 0 258 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000223 4 0110 0 0 296 1 OK Cotinine
05111540000224 4 0110 6 0 336 1 OK Cotinine
05111540000227 4 0112 0 0 212 1 OK Cotinine
05111540000228 4 0112 6 0 252 1 OK Cotinine
05111540000231 4 0114 0 0 134 1 OK Cotinine
05111540000232 2 0114 6 0 187 1 OK Cotinine
05111540000235 4 0118 0 0 355 1 OK Cotinine
05111540000236 4 0118 6 0 392 1 OK Cotinine
05111540000239 4 0121 0 0 110 1 OK Cotinine
05111540000240 4 0121 6 0 118 1 OK Cotinine
05111540000243 4 0122 0 0 231 1 OK Cotinine
05111540000244 4 0122 6 0 287 1 OK Cotinine
05111540000247 4 0123 0 0 147 1 OK Cotinine
05111540000248 2 0123 6 0 215 1 OK Cotinine
05111540000251 4 0117 0 0 106 1 OK Cotinine
05111540000252 4 0117 6 0 198 1 OK Cotinine
05111540000255 2 0126 0 0 825 1 OK Cotinine
05111540000256 2 0126 6 0 967 1 OK Cotinine
05111540000259 4 0127 0 0 214 1 OK Cotinine
05111540000260 2 0127 6 0 494 1 OK Cotinine
05111540000263 4 0128 0 0 187 1 OK Cotinine
05111540000264 2 0128 6 0 219 1 OK Cotinine
05111540000267 4 0129 0 0 318 1 OK Cotinine
05111540000268 4 0129 6 0 248 1 OK Cotinine
05111540000271 7 0130 0 0 245 1 OK Cotinine
05111540000272 7 0130 6 0 310 1 OK Cotinine
05111540000275 7 0133 0 0 276 1 OK Cotinine
05111540000276 3 0133 6 0 187 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000279 3 0134 0 0 975 1 OK Cotinine
05111540000280 7 0134 6 0 229 1 OK Cotinine
05111540000283 7 0136 0 0 304 1 OK Cotinine
05111540000284 7 0136 6 0 240 1 OK Cotinine
05111540000287 7 0137 0 0 118 1 OK Cotinine
05111540000288 3 0137 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000291 7 0139 0 0 211 1 OK Cotinine
05111540000292 7 0139 6 0 166 1 OK Cotinine
05111540000295 7 0140 0 0 171 1 OK Cotinine
05111540000296 7 0140 6 0 186 1 OK Cotinine
05111540000299 3 0145 0 0 636 1 OK Cotinine
05111540000300 3 0145 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000303 3 0147 0 0 970 1 OK Cotinine
05111540000304 7 0147 6 0 162 1 OK Cotinine
05111540000307 7 0148 0 0 364 1 OK Cotinine
05111540000308 7 0148 6 0 340 1 OK Cotinine
05111540000311 7 0149 0 0 108 1 OK Cotinine
05111540000312 7 0149 6 0 187 1 OK Cotinine
05111540000315 7 0150 0 0 300 1 OK Cotinine
05111540000316 3 0150 6 0 704 1 OK Cotinine
05111540000319 3 0152 0 0 739 1 OK Cotinine
05111540000320 8 0152 6 0 149 1 OK Cotinine
05111540000323 8 0153 0 0 188 1 OK Cotinine
05111540000324 8 0153 6 0 196 1 OK Cotinine
05111540000327 3 0155 0 0 620 1 OK Cotinine
05111540000328 3 0155 6 0 670 1 OK Cotinine
05111540000331 8 0156 0 0 305 1 OK Cotinine
05111540000332 8 0156 6 0 413 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000335 8 0160 0 0 272 1 OK Cotinine
05111540000336 8 0160 6 0 269 1 OK Cotinine
05111540000339 8 0162 0 0 113 1 OK Cotinine
05111540000340 8 0162 6 0 311 1 OK Cotinine
05111540000343 8 0167 0 0 159 1 OK Cotinine
05111540000344 8 0167 6 0 329 1 OK Cotinine
05111540000347 8 0169 0 0 121 1 OK Cotinine
05111540000348 3 0169 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000351 3 0170 0 0 877 1 OK Cotinine
05111540000352 8 0170 6 0 110 1 OK Cotinine
05111540000355 8 0177 0 0 202 1 OK Cotinine
05111540000356 8 0177 6 0 329 1 OK Cotinine
05111540000359 8 0181 0 0 317 1 OK Cotinine
05111540000360 8 0181 6 0 492 1 OK Cotinine
05111540000363 8 0183 0 0 121 1 OK Cotinine
05111540000364 3 0183 6 0 758 1 OK Cotinine
05111540000367 8 0185 0 0 172 1 OK Cotinine
05111540000368 3 0185 6 0 103 1 OK Cotinine
05111540000371 8 0187 0 0 224 1 OK Cotinine
05111540000372 8 0187 6 0 215 1 OK Cotinine
05111540000375 8 0189 0 0 162 1 OK Cotinine
05111540000376 8 0189 6 0 193 1 OK Cotinine
05111540000379 8 0190 0 0 204 1 OK Cotinine
05111540000380 8 0190 6 0 312 1 OK Cotinine
05111540000383 8 0191 0 0 174 1 OK Cotinine
05111540000384 8 0191 6 0 147 1 OK Cotinine
05111540000387 8 0192 0 0 302 1 OK Cotinine
05111540000388 8 0192 6 0 417 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000391 6 0264 0 0 138 1 OK Cotinine
05111540000392 6 0264 6 0 441 1 OK Cotinine
05111540000395 6 0265 0 0 195 1 OK Cotinine
05111540000396 9 0265 6 0 186 1 OK Cotinine
05111540000399 8 0193 0 0 198 1 OK Cotinine
05111540000400 8 0193 6 0 264 1 OK Cotinine
05111540000403 8 0195 0 0 719 1 OK Cotinine
05111540000404 8 0195 6 0 119 1 OK Cotinine
05111540000407 8 0196 0 0 578 1 OK Cotinine
05111540000408 8 0196 6 0 125 1 OK Cotinine
05111540000411 8 0197 0 0 143 1 OK Cotinine
05111540000412 9 0197 6 0 157 1 OK Cotinine
05111540000415 8 0198 0 0 167 1 OK Cotinine
05111540000416 8 0198 6 0 299 1 OK Cotinine
05111540000419 8 0200 0 0 132 1 OK Cotinine
05111540000420 8 0200 6 0 153 1 OK Cotinine
05111540000423 8 0202 0 0 201 1 OK Cotinine
05111540000424 8 0202 6 0 390 1 OK Cotinine
05111540000427 8 0203 0 0 157 1 OK Cotinine
05111540000428 9 0203 6 0 104 1 OK Cotinine
05111540000431 8 0204 0 0 120 1 OK Cotinine
05111540000432 8 0204 6 0 142 1 OK Cotinine
05111540000435 8 0206 0 0 243 1 OK Cotinine
05111540000436 8 0206 6 0 322 1 OK Cotinine
05111540000439 6 0210 0 0 373 1 OK Cotinine
05111540000440 6 0210 6 0 287 1 OK Cotinine
05111540000441 0211 0 0 2 Other Analysis not required Cotinine
05111540000443 0211 0 0 1 Other Analysis not required Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000447 6 0216 0 0 247 1 OK Cotinine
05111540000448 6 0216 6 0 244 1 OK Cotinine
05111540000451 6 0218 0 0 143 1 OK Cotinine
05111540000452 9 0218 6 0 108 1 OK Cotinine
05111540000455 6 0220 0 0 147 1 OK Cotinine
05111540000456 6 0220 6 0 592 1 OK Cotinine
05111540000459 6 0224 0 0 207 1 OK Cotinine
05111540000460 6 0224 6 0 201 1 OK Cotinine
05111540000463 6 0228 0 0 310 1 OK Cotinine
05111540000464 6 0228 6 0 380 1 OK Cotinine
05111540000467 6 0229 0 0 569 1 OK Cotinine
05111540000468 6 0229 6 0 870 1 OK Cotinine
05111540000471 6 0230 0 0 163 1 OK Cotinine
05111540000472 6 0230 6 0 144 1 OK Cotinine
05111540000475 6 0232 0 0 146 1 OK Cotinine
05111540000476 6 0232 6 0 265 1 OK Cotinine
05111540000479 6 0234 0 0 190 1 OK Cotinine
05111540000480 6 0234 6 0 255 1 OK Cotinine
05111540000483 6 0240 0 0 256 1 OK Cotinine
05111540000484 9 0240 6 0 155 1 OK Cotinine
05111540000487 6 0241 0 0 219 1 OK Cotinine
05111540000488 6 0241 6 0 264 1 OK Cotinine
05111540000489 0242 0 0 2 Other Analysis not required Cotinine
05111540000491 0242 0 0 1 Other Analysis not required Cotinine
05111540000495 6 0244 0 0 155 1 OK Cotinine
05111540000496 6 0244 6 0 254 1 OK Cotinine
05111540000497 0245 0 0 2 Other Analysis not required Cotinine
05111540000499 0245 0 0 1 Other Analysis not required Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000501 0247 0 0 2 Other Analysis not required Cotinine
05111540000503 0247 0 0 1 Other Analysis not required Cotinine
05111540000507 6 0249 0 0 263 1 OK Cotinine
05111540000508 9 0249 6 0 179 1 OK Cotinine
05111540000511 6 0251 0 0 223 1 OK Cotinine
05111540000512 9 0251 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000515 6 0252 0 0 176 1 OK Cotinine
05111540000516 9 0252 6 0 BLQ<(1 00) 1 OK Cotinine
05111540000519 6 0255 0 0 189 1 OK Cotinine
05111540000520 6 0255 6 0 300 1 OK Cotinine
05111540000523 6 0256 0 0 276 1 OK Cotinine
05111540000524 6 0256 6 0 492 1 OK Cotinine
05111540000527 6 0262 0 0 160 1 OK Cotinine
05111540000528 6 0262 6 0 166 1 OK Cotinine
05111540000531 6 0266 0 0 267 1 OK Cotinine
05111540000532 9 0266 6 0 107 1 OK Cotinine
05111540000533 0269 0 0 2 Other Analysis not required Cotinine
05111540000535 0269 0 0 1 Other Analysis not required Cotinine
05111540000539 6 0272 0 0 263 1 OK Cotinine
05111540000540 9 0272 6 0 530 1 OK Cotinine
05111540000543 6 0273 0 0 215 1 OK Cotinine
05111540000544 9 0273 6 0 204 1 OK Cotinine
05111540000547 6 0276 0 0 543 1 OK Cotinine
05111540000548 6 0276 6 0 158 1 OK Cotinine
05111540000551 6 0277 0 0 191 1 OK Cotinine
05111540000552 6 0277 6 0 402 1 OK Cotinine
05111540000555 6 0278 0 0 239 1 OK Cotinine
05111540000556 6 0278 6 0 221 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000559 6 0279 0 0 239 1 OK Cotinine
05111540000560 6 0279 6 0 207 1 OK Cotinine
05111540000563 6 0281 0 0 226 1 OK Cotinine
05111540000564 6 0281 6 0 325 1 OK Cotinine
05111540000567 6 0282 0 0 317 1 OK Cotinine
05111540000568 6 0282 6 0 257 1 OK Cotinine
05111540000571 6 0283 0 0 202 1 OK Cotinine
05111540000572 6 0283 6 0 227 1 OK Cotinine
05111540000575 7 0285 0 0 276 1 OK Cotinine
05111540000576 7 0285 6 0 306 1 OK Cotinine
05111540000579 7 0287 0 0 231 1 OK Cotinine
05111540000580 7 0287 6 0 401 1 OK Cotinine
05111540000581 0288 0 0 2 Other Analysis not required Cotinine
05111540000583 0288 0 0 1 Other Analysis not required Cotinine
05111540000587 7 0289 0 0 181 1 OK Cotinine
05111540000588 9 0289 6 0 172 1 OK Cotinine
05111540000591 7 0291 0 0 233 1 OK Cotinine
05111540000592 9 0291 6 0 553 1 OK Cotinine
05111540000595 7 0292 0 0 254 1 OK Cotinine
05111540000596 7 0292 6 0 576 1 OK Cotinine
05111540000599 7 0296 0 0 149 1 OK Cotinine
05111540000600 7 0296 6 0 239 1 OK Cotinine
05111540000603 7 0298 0 0 192 1 OK Cotinine
05111540000604 7 0298 6 0 323 1 OK Cotinine
05111540000607 7 0299 0 0 187 1 OK Cotinine
05111540000611 7 0300 0 0 420 1 OK Cotinine
05111540000612 7 0300 6 0 202 1 OK Cotinine
05111540000615 7 0301 0 0 167 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run  Subject Day Hour Concentration Split Sample Sample Analyte
D D Nominal Nominal (ng/mL) Condition Comments

05111540000616 7 0301 6 0 265 1 OK Cotinine
05111540000619 7 0306 0 0 287 1 OK Cotinine
05111540000620 7 0306 6 0 985 1 OK Cotinine
05111540000623 7 0307 0 0 190 1 OK Cotinine
05111540000624 7 0307 6 0 330 1 OK Cotinine
05111540000627 7 0308 0 0 307 1 OK Cotinine
05111540000628 9 0308 6 0 388 1 OK Cotinine
05111540000629 0300 0 0 2 Other Analysis not required Cotinine
05111540000631 0309 0 0 1 Other Analysis not required Cotinine
05111540000633 0312 0 0 2 Other Analysis not required Cotinine
05111540000635 0312 0 0 1 Other Analysis not required Cotinine
05111540000639 7 0313 0 0 174 1 OK Cotinine
05111540000640 7 0313 6 0 307 1 OK Cotinine
05111540000643 7 0315 0 0 152 1 OK Cotinine
05111540000644 7 0315 6 0 241 1 OK Cotinine
05111540000647 7 0316 0 0 376 1 OK Cotinine
05111540000648 7 0316 6 0 69 6 1 OK Cotinine
05111540000651 7 0317 0 0 183 1 OK Cotinine
05111540000652 9 0317 6 0 134 1 OK Cotinine
05111540000655 7 0318 0 0 219 1 OK Cotinine
05111540000656 7 0318 6 0 417 1 OK Cotinine
05111540000659 7 0320 0 0 334 1 OK Cotinine
05111540000660 9 0320 6 0 445 1 OK Cotinine
05111540000663 7 0321 0 0 236 1 OK Cotinine
05111540000664 7 0321 6 0 400 1 OK Cotinine
05111540000667 7 0322 0 0 995 1 OK Cotinine
05111540000668 7 0322 6 0 119 1 OK Cotinine
05111540000671 7 0325 0 0 356 1 OK Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)

Celerion Study AA99071-10

Custom
D

Analyte

05111540000672
05111540000675
05111540000676

Hour Concentration Split Sample Sample
Nominal (ng/mL) Condition Comments
737 1 OK
157 1 OK
157 1 OK

Cotinine
Cotinine
Cotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Table 9 Study Sample Concentrations for #rans-3’-Hydroxycotinine

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D ID Nominal Nominal (ng/mL) Condition Comments

05111540000001 4 0010 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000002 1 0010 6 0 171 1 OK Trans-3-Hydroxycotinine
05111540000003 1 0011 0 0 860 1 OK Trans-3-Hydroxycotinine
05111540000004 1 0011 6 0 485 1 OK Trans-3-Hydroxycotinine
05111540000005 1 0014 0 0 917 1 OK Trans-3-Hydroxycotinine
05111540000006 1 0014 6 0 516 1 OK Trans-3-Hydroxycotinine
05111540000007 1 0015 0 0 980 1 OK Trans-3-Hydroxycotinine
05111540000008 1 0015 6 0 124 1 OK Trans-3-Hydroxycotinine
05111540000009 1 0016 0 0 901 1 OK Trans-3-Hydroxycotinine
05111540000010 5 0016 6 0 142 1 OK Trans-3-Hydroxycotinine
05111540000011 1 0017 0 0 520 1 OK Trans-3-Hydroxycotinine
05111540000012 1 0017 6 0 178 1 OK Trans-3-Hydroxycotinine
05111540000013 5 0020 0 0 115 1 OK Trans-3-Hydroxycotinine
05111540000014 1 0020 6 0 979 1 OK Trans-3-Hydroxycotinine
05111540000015 5 0022 0 0 352 1 OK Trans-3-Hydroxycotinine
05111540000016 5 0022 6 0 238 1 OK Trans-3-Hydroxycotinine
05111540000017 5 0023 0 0 150 1 OK Trans-3-Hydroxycotinine
05111540000018 1 0023 6 0 892 1 OK Trans-3-Hydroxycotinine
05111540000019 5 0025 0 0 126 1 OK Trans-3-Hydroxycotinine
05111540000020 5 0025 6 0 989 1 OK Trans-3-Hydroxycotinine
05111540000021 5 0028 0 0 132 1 OK Trans-3-Hydroxycotinine
05111540000022 1 0028 6 0 245 1 OK Trans-3-Hydroxycotinine
05111540000023 5 0029 0 0 155 1 OK Trans-3-Hydroxycotinine
05111540000024 1 0029 6 0 73 1 OK Trans-3-Hydroxycotinine
05111540000025 5 0031 0 0 157 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000026 5 0031 6 0 100 1 OK Trans-3-Hydroxycotinine
05111540000027 1 0035 0 0 862 1 OK Trans-3-Hydroxycotinine
05111540000028 11 0035 6 0 624 1 OK Trans-3-Hydroxycotinine
05111540000029 5 0038 0 0 223 1 OK Trans-3-Hydroxycotinine
05111540000030 5 0038 6 0 117 1 OK Trans-3-Hydroxycotinine
05111540000031 1 0039 0 0 833 1 OK Trans-3-Hydroxycotinine
05111540000032 1 0039 6 0 565 1 OK Trans-3-Hydroxycotinine
05111540000033 1 0044 0 0 357 1 OK Trans-3-Hydroxycotinine
05111540000034 1 0044 6 0 260 1 OK Trans-3-Hydroxycotinine
05111540000035 5 0049 0 0 106 1 OK Trans-3-Hydroxycotinine
05111540000036 1 0049 6 0 150 1 OK Trans-3-Hydroxycotinine
05111540000037 1 0052 0 0 915 1 OK Trans-3-Hydroxycotinine
05111540000038 1 0052 6 0 412 1 OK Trans-3-Hydroxycotinine
05111540000039 5 0053 0 0 121 1 OK Trans-3-Hydroxycotinine
05111540000040 1 0053 6 0 907 1 OK Trans-3-Hydroxycotinine
05111540000041 1 0057 0 0 510 1 OK Trans-3-Hydroxycotinine
05111540000042 1 0057 6 0 316 1 OK Trans-3-Hydroxycotinine
05111540000043 1 0060 0 0 426 1 OK Trans-3-Hydroxycotinine
05111540000044 1 0060 6 0 360 1 OK Trans-3-Hydroxycotinine
05111540000045 1 0062 0 0 650 1 OK Trans-3-Hydroxycotinine
05111540000046 1 0062 6 0 165 1 OK Trans-3-Hydroxycotinine
05111540000095 1 0030 0 0 343 1 OK Trans-3-Hydroxycotinine
05111540000096 1 0030 6 0 340 1 OK Trans-3-Hydroxycotinine
05111540000099 1 0034 0 0 8380 1 OK Trans-3-Hydroxycotinine
05111540000100 11 0034 6 0 575 1 OK Trans-3-Hydroxycotinine
05111540000103 1 0055 0 0 967 1 OK Trans-3-Hydroxycotinine
05111540000104 3 0055 6 0 109 1 OK Trans-3-Hydroxycotinine
05111540000107 2 0064 0 0 453 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000108 2 0064 6 0 207 1 OK Trans-3-Hydroxycotinine
05111540000111 4 0008 0 0 167 1 OK Trans-3-Hydroxycotinine
05111540000112 1 0008 6 0 974 1 OK Trans-3-Hydroxycotinine
05111540000115 1 0001 0 0 616 1 OK Trans-3-Hydroxycotinine
05111540000116 1 0001 6 0 703 1 OK Trans-3-Hydroxycotinine
05111540000119 1 0004 0 0 699 1 OK Trans-3-Hydroxycotinine
05111540000120 1 0004 6 0 976 1 OK Trans-3-Hydroxycotinine
05111540000123 4 0013 0 0 105 1 OK Trans-3-Hydroxycotinine
05111540000124 1 0013 6 0 480 1 OK Trans-3-Hydroxycotinine
05111540000127 1 0021 0 0 734 1 OK Trans-3-Hydroxycotinine
05111540000128 1 0021 6 0 56 4 1 OK Trans-3-Hydroxycotinine
05111540000131 1 0037 0 0 674 1 OK Trans-3-Hydroxycotinine
05111540000132 1 0037 6 0 624 1 OK Trans-3-Hydroxycotinine
05111540000135 1 0042 0 0 834 1 OK Trans-3-Hydroxycotinine
05111540000136 1 0042 6 0 466 1 OK Trans-3-Hydroxycotinine
05111540000139 1 0051 0 0 669 1 OK Trans-3-Hydroxycotinine
05111540000140 1 0051 6 0 232 1 OK Trans-3-Hydroxycotinine
05111540000143 4 0063 0 0 112 1 OK Trans-3-Hydroxycotinine
05111540000144 2 0063 6 0 221 1 OK Trans-3-Hydroxycotinine
05111540000147 2 0066 0 0 715 1 OK Trans-3-Hydroxycotinine
05111540000148 2 0066 6 0 610 1 OK Trans-3-Hydroxycotinine
05111540000151 2 0067 0 0 507 1 OK Trans-3-Hydroxycotinine
05111540000152 2 0067 6 0 288 1 OK Trans-3-Hydroxycotinine
05111540000155 2 0069 0 0 393 1 OK Trans-3-Hydroxycotinine
05111540000156 2 0069 6 0 307 1 OK Trans-3-Hydroxycotinine
05111540000159 4 0071 0 0 114 1 OK Trans-3-Hydroxycotinine
05111540000160 2 0071 6 0 205 1 OK Trans-3-Hydroxycotinine
05111540000163 4 0072 0 0 150 1 OK Trans-3-Hydroxycotinine

Page 42 - Confidential



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9

ZRHR-REXC-03-EU Version 2.0 / 08 March 2016

Confidential

Page 44 of 192

Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000164 4 0072 6 0 137 1 OK Trans-3-Hydroxycotinine
05111540000167 2 0074 0 0 716 1 OK Trans-3-Hydroxycotinine
05111540000168 2 0074 6 0 432 1 OK Trans-3-Hydroxycotinine
05111540000171 2 0076 0 0 535 1 OK Trans-3-Hydroxycotinine
05111540000172 2 0076 6 0 238 1 OK Trans-3-Hydroxycotinine
05111540000175 4 0080 0 0 140 1 OK Trans-3-Hydroxycotinine
05111540000176 2 0080 6 0 771 1 OK Trans-3-Hydroxycotinine
05111540000179 4 0083 0 0 135 1 OK Trans-3-Hydroxycotinine
05111540000180 4 0083 6 0 120 1 OK Trans-3-Hydroxycotinine
05111540000183 2 0085 0 0 231 1 OK Trans-3-Hydroxycotinine
05111540000187 2 0086 0 0 722 1 OK Trans-3-Hydroxycotinine
05111540000188 2 0086 6 0 1901 1 OK Trans-3-Hydroxycotinine
05111540000191 4 0087 0 0 145 1 OK Trans-3-Hydroxycotinine
05111540000192 4 0087 6 0 150 1 OK Trans-3-Hydroxycotinine
05111540000195 2 0088 0 0 812 1 OK Trans-3-Hydroxycotinine
05111540000196 2 0088 6 0 556 1 OK Trans-3-Hydroxycotinine
05111540000199 2 0090 0 0 954 1 OK Trans-3-Hydroxycotinine
05111540000200 2 0090 6 0 757 1 OK Trans-3-Hydroxycotinine
05111540000203 2 0093 0 0 983 1 OK Trans-3-Hydroxycotinine
05111540000204 2 0093 6 0 670 1 OK Trans-3-Hydroxycotinine
05111540000207 2 0104 0 0 738 1 OK Trans-3-Hydroxycotinine
05111540000208 2 0104 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000211 4 0105 0 0 251 1 OK Trans-3-Hydroxycotinine
05111540000212 4 0105 6 0 164 1 OK Trans-3-Hydroxycotinine
05111540000215 2 0106 0 0 525 1 OK Trans-3-Hydroxycotinine
05111540000216 2 0106 6 0 306 1 OK Trans-3-Hydroxycotinine
05111540000219 2 0107 0 0 645 1 OK Trans-3-Hydroxycotinine
05111540000220 2 0107 6 0 835 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000223 4 0110 0 0 152 1 OK Trans-3-Hydroxycotinine
05111540000224 4 0110 6 0 101 1 OK Trans-3-Hydroxycotinine
05111540000227 2 0112 0 0 840 1 OK Trans-3-Hydroxycotinine
05111540000228 2 0112 6 0 581 1 OK Trans-3-Hydroxycotinine
05111540000231 2 0114 0 0 457 1 OK Trans-3-Hydroxycotinine
05111540000232 2 0114 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000235 4 0118 0 0 152 1 OK Trans-3-Hydroxycotinine
05111540000236 2 0118 6 0 825 1 OK Trans-3-Hydroxycotinine
05111540000239 2 0121 0 0 632 1 OK Trans-3-Hydroxycotinine
05111540000240 2 0121 6 0 435 1 OK Trans-3-Hydroxycotinine
05111540000243 2 0122 0 0 539 1 OK Trans-3-Hydroxycotinine
05111540000244 2 0122 6 0 484 1 OK Trans-3-Hydroxycotinine
05111540000247 2 0123 0 0 679 1 OK Trans-3-Hydroxycotinine
05111540000248 2 0123 6 0 180 1 OK Trans-3-Hydroxycotinine
05111540000251 2 0117 0 0 430 1 OK Trans-3-Hydroxycotinine
05111540000252 2 0117 6 0 43 1 OK Trans-3-Hydroxycotinine
05111540000255 2 0126 0 0 216 1 OK Trans-3-Hydroxycotinine
05111540000256 2 0126 6 0 211 1 OK Trans-3-Hydroxycotinine
05111540000259 2 0127 0 0 9 8 1 OK Trans-3-Hydroxycotinine
05111540000260 2 0127 6 0 406 1 OK Trans-3-Hydroxycotinine
05111540000263 2 0128 0 0 540 1 OK Trans-3-Hydroxycotinine
05111540000264 2 0128 6 0 118 1 OK Trans-3-Hydroxycotinine
05111540000267 2 0129 0 0 806 1 OK Trans-3-Hydroxycotinine
05111540000268 2 0129 6 0 460 1 OK Trans-3-Hydroxycotinine
05111540000271 3 0130 0 0 433 1 OK Trans-3-Hydroxycotinine
05111540000272 3 0130 6 0 461 1 OK Trans-3-Hydroxycotinine
05111540000275 7 0133 0 0 161 1 OK Trans-3-Hydroxycotinine
05111540000276 3 0133 6 0 257 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000279 3 0134 0 0 622 1 OK Trans-3-Hydroxycotinine
05111540000280 7 0134 6 0 101 1 OK Trans-3-Hydroxycotinine
05111540000283 7 0136 0 0 128 1 OK Trans-3-Hydroxycotinine
05111540000284 3 0136 6 0 749 1 OK Trans-3-Hydroxycotinine
05111540000287 3 0137 0 0 815 1 OK Trans-3-Hydroxycotinine
05111540000288 3 0137 6 0 164 1 OK Trans-3-Hydroxycotinine
05111540000291 3 0139 0 0 598 1 OK Trans-3-Hydroxycotinine
05111540000292 3 0139 6 0 284 1 OK Trans-3-Hydroxycotinine
05111540000295 3 0140 0 0 761 1 OK Trans-3-Hydroxycotinine
05111540000296 3 0140 6 0 598 1 OK Trans-3-Hydroxycotinine
05111540000299 3 0145 0 0 535 1 OK Trans-3-Hydroxycotinine
05111540000300 3 0145 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000303 3 0147 0 0 763 1 OK Trans-3-Hydroxycotinine
05111540000304 3 0147 6 0 713 1 OK Trans-3-Hydroxycotinine
05111540000307 3 0148 0 0 996 1 OK Trans-3-Hydroxycotinine
05111540000308 3 0148 6 0 732 1 OK Trans-3-Hydroxycotinine
05111540000311 3 0149 0 0 826 1 OK Trans-3-Hydroxycotinine
05111540000312 3 0149 6 0 963 1 OK Trans-3-Hydroxycotinine
05111540000315 3 0150 0 0 611 1 OK Trans-3-Hydroxycotinine
05111540000316 3 0150 6 0 224 1 OK Trans-3-Hydroxycotinine
05111540000319 3 0152 0 0 430 1 OK Trans-3-Hydroxycotinine
05111540000320 3 0152 6 0 540 1 OK Trans-3-Hydroxycotinine
05111540000323 8 0153 0 0 128 1 OK Trans-3-Hydroxycotinine
05111540000324 8 0153 6 0 106 1 OK Trans-3-Hydroxycotinine
05111540000327 3 0155 0 0 270 1 OK Trans-3-Hydroxycotinine
05111540000328 3 0155 6 0 235 1 OK Trans-3-Hydroxycotinine
05111540000331 8 0156 0 0 176 1 OK Trans-3-Hydroxycotinine
05111540000332 8 0156 6 0 148 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000335 8 0160 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000336 3 0160 6 0 796 1 OK Trans-3-Hydroxycotinine
05111540000339 3 0162 0 0 717 1 OK Trans-3-Hydroxycotinine
05111540000340 8 0162 6 0 104 1 OK Trans-3-Hydroxycotinine
05111540000343 8 0167 0 0 975 1 OK Trans-3-Hydroxycotinine
05111540000344 8 0167 6 0 107 1 OK Trans-3-Hydroxycotinine
05111540000347 3 0169 0 0 559 1 OK Trans-3-Hydroxycotinine
05111540000348 3 0169 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000351 3 0170 0 0 352 1 OK Trans-3-Hydroxycotinine
05111540000352 3 0170 6 0 331 1 OK Trans-3-Hydroxycotinine
05111540000355 8 0177 0 0 163 1 OK Trans-3-Hydroxycotinine
05111540000356 8 0177 6 0 123 1 OK Trans-3-Hydroxycotinine
05111540000359 8 0181 0 0 140 1 OK Trans-3-Hydroxycotinine
05111540000360 8 0181 6 0 159 1 OK Trans-3-Hydroxycotinine
05111540000363 3 0183 0 0 687 1 OK Trans-3-Hydroxycotinine
05111540000364 3 0183 6 0 255 1 OK Trans-3-Hydroxycotinine
05111540000367 8 0185 0 0 111 1 OK Trans-3-Hydroxycotinine
05111540000368 3 0185 6 0 187 1 OK Trans-3-Hydroxycotinine
05111540000371 3 0187 0 0 880 1 OK Trans-3-Hydroxycotinine
05111540000372 3 0187 6 0 489 1 OK Trans-3-Hydroxycotinine
05111540000375 8 0189 0 0 102 1 OK Trans-3-Hydroxycotinine
05111540000376 3 0189 6 0 704 1 OK Trans-3-Hydroxycotinine
05111540000379 8 0190 0 0 100 1 OK Trans-3-Hydroxycotinine
05111540000380 3 0190 6 0 927 1 OK Trans-3-Hydroxycotinine
05111540000383 3 0191 0 0 564 1 OK Trans-3-Hydroxycotinine
05111540000384 3 0191 6 0 609 1 OK Trans-3-Hydroxycotinine
05111540000387 8 0192 0 0 151 1 OK Trans-3-Hydroxycotinine
05111540000388 8 0192 6 0 132 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000391 6 0264 0 0 485 1 OK Trans-3-Hydroxycotinine
05111540000392 6 0264 6 0 126 1 OK Trans-3-Hydroxycotinine
05111540000395 6 0265 0 0 912 1 OK Trans-3-Hydroxycotinine
05111540000396 9 0265 6 0 166 1 OK Trans-3-Hydroxycotinine
05111540000399 8 0193 0 0 691 1 OK Trans-3-Hydroxycotinine
05111540000400 8 0193 6 0 622 1 OK Trans-3-Hydroxycotinine
05111540000403 8 0195 0 0 539 1 OK Trans-3-Hydroxycotinine
05111540000404 8 0195 6 0 569 1 OK Trans-3-Hydroxycotinine
05111540000407 8 0196 0 0 352 1 OK Trans-3-Hydroxycotinine
05111540000408 8 0196 6 0 432 1 OK Trans-3-Hydroxycotinine
05111540000411 8 0197 0 0 323 1 OK Trans-3-Hydroxycotinine
05111540000412 9 0197 6 0 111 1 OK Trans-3-Hydroxycotinine
05111540000415 8 0198 0 0 949 1 OK Trans-3-Hydroxycotinine
05111540000416 8 0198 6 0 102 1 OK Trans-3-Hydroxycotinine
05111540000419 8 0200 0 0 618 1 OK Trans-3-Hydroxycotinine
05111540000420 8 0200 6 0 321 1 OK Trans-3-Hydroxycotinine
05111540000423 8 0202 0 0 139 1 OK Trans-3-Hydroxycotinine
05111540000424 8 0202 6 0 143 1 OK Trans-3-Hydroxycotinine
05111540000427 8 0203 0 0 570 1 OK Trans-3-Hydroxycotinine
05111540000428 9 0203 6 0 130 1 OK Trans-3-Hydroxycotinine
05111540000431 8 0204 0 0 355 1 OK Trans-3-Hydroxycotinine
05111540000432 8 0204 6 0 209 1 OK Trans-3-Hydroxycotinine
05111540000435 8 0206 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000436 8 0206 6 0 829 1 OK Trans-3-Hydroxycotinine
05111540000439 6 0210 0 0 202 1 OK Trans-3-Hydroxycotinine
05111540000440 6 0210 6 0 692 1 OK Trans-3-Hydroxycotinine
05111540000441 0211 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000443 0211 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000447 6 0216 0 0 150 1 OK Trans-3-Hydroxycotinine
05111540000448 6 0216 6 0 958 1 OK Trans-3-Hydroxycotinine
05111540000451 6 0218 0 0 988 1 OK Trans-3-Hydroxycotinine
05111540000452 9 0218 6 0 150 1 OK Trans-3-Hydroxycotinine
05111540000455 6 0220 0 0 748 1 OK Trans-3-Hydroxycotinine
05111540000456 6 0220 6 0 191 1 OK Trans-3-Hydroxycotinine
05111540000459 6 0224 0 0 68 2 1 OK Trans-3-Hydroxycotinine
05111540000460 6 0224 6 0 501 1 OK Trans-3-Hydroxycotinine
05111540000463 6 0228 0 0 987 1 OK Trans-3-Hydroxycotinine
05111540000464 6 0228 6 0 885 1 OK Trans-3-Hydroxycotinine
05111540000467 6 0229 0 0 397 1 OK Trans-3-Hydroxycotinine
05111540000468 6 0229 6 0 363 1 OK Trans-3-Hydroxycotinine
05111540000471 6 0230 0 0 417 1 OK Trans-3-Hydroxycotinine
05111540000472 6 0230 6 0 239 1 OK Trans-3-Hydroxycotinine
05111540000475 6 0232 0 0 638 1 OK Trans-3-Hydroxycotinine
05111540000476 6 0232 6 0 725 1 OK Trans-3-Hydroxycotinine
05111540000479 6 0234 0 0 637 1 OK Trans-3-Hydroxycotinine
05111540000480 6 0234 6 0 545 1 OK Trans-3-Hydroxycotinine
05111540000483 6 0240 0 0 106 1 OK Trans-3-Hydroxycotinine
05111540000484 9 0240 6 0 186 1 OK Trans-3-Hydroxycotinine
05111540000487 6 0241 0 0 952 1 OK Trans-3-Hydroxycotinine
05111540000488 6 0241 6 0 885 1 OK Trans-3-Hydroxycotinine
05111540000489 0242 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000491 0242 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000495 6 0244 0 0 93 1 OK Trans-3-Hydroxycotinine
05111540000496 6 0244 6 0 786 1 OK Trans-3-Hydroxycotinine
05111540000497 0245 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000499 0245 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000501 0247 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000503 0247 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000507 6 0249 0 0 142 1 OK Trans-3-Hydroxycotinine
05111540000508 9 0249 6 0 194 1 OK Trans-3-Hydroxycotinine
05111540000511 6 0251 0 0 932 1 OK Trans-3-Hydroxycotinine
05111540000512 9 0251 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000515 6 0252 0 0 119 1 OK Trans-3-Hydroxycotinine
05111540000516 9 0252 6 0 159 1 OK Trans-3-Hydroxycotinine
05111540000519 6 0255 0 0 115 1 OK Trans-3-Hydroxycotinine
05111540000520 6 0255 6 0 801 1 OK Trans-3-Hydroxycotinine
05111540000523 6 0256 0 0 122 1 OK Trans-3-Hydroxycotinine
05111540000524 6 0256 6 0 135 1 OK Trans-3-Hydroxycotinine
05111540000527 6 0262 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000528 6 0262 6 0 710 1 OK Trans-3-Hydroxycotinine
05111540000531 6 0266 0 0 998 1 OK Trans-3-Hydroxycotinine
05111540000532 9 0266 6 0 BLQ<(1 00) 1 OK Trans-3-Hydroxycotinine
05111540000533 0269 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000535 0269 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000539 6 0272 0 0 165 1 OK Trans-3-Hydroxycotinine
05111540000540 6 0272 6 0 144 1 OK Trans-3-Hydroxycotinine
05111540000543 6 0273 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000544 9 0273 6 0 185 1 OK Trans-3-Hydroxycotinine
05111540000547 6 0276 0 0 379 1 OK Trans-3-Hydroxycotinine
05111540000548 6 0276 6 0 574 1 OK Trans-3-Hydroxycotinine
05111540000551 6 0277 0 0 928 1 OK Trans-3-Hydroxycotinine
05111540000552 6 0277 6 0 151 1 OK Trans-3-Hydroxycotinine
05111540000555 6 0278 0 0 101 1 OK Trans-3-Hydroxycotinine
05111540000556 6 0278 6 0 658 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000559 6 0279 0 0 626 1 OK Trans-3-Hydroxycotinine
05111540000560 6 0279 6 0 431 1 OK Trans-3-Hydroxycotinine
05111540000563 6 0281 0 0 592 1 OK Trans-3-Hydroxycotinine
05111540000564 6 0281 6 0 607 1 OK Trans-3-Hydroxycotinine
05111540000567 6 0282 0 0 785 1 OK Trans-3-Hydroxycotinine
05111540000568 6 0282 6 0 580 1 OK Trans-3-Hydroxycotinine
05111540000571 6 0283 0 0 133 1 OK Trans-3-Hydroxycotinine
05111540000572 6 0283 6 0 882 1 OK Trans-3-Hydroxycotinine
05111540000575 7 0285 0 0 113 1 OK Trans-3-Hydroxycotinine
05111540000576 7 0285 6 0 702 1 OK Trans-3-Hydroxycotinine
05111540000579 7 0287 0 0 869 1 OK Trans-3-Hydroxycotinine
05111540000580 7 0287 6 0 838 1 OK Trans-3-Hydroxycotinine
05111540000581 0288 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000583 0288 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000587 7 0289 0 0 527 1 OK Trans-3-Hydroxycotinine
05111540000588 9 0289 6 0 116 1 OK Trans-3-Hydroxycotinine
05111540000591 7 0291 0 0 124 1 OK Trans-3-Hydroxycotinine
05111540000592 7 0201 6 0 187 1 OK Trans-3-Hydroxycotinine
05111540000595 7 0292 0 0 406 1 OK Trans-3-Hydroxycotinine
05111540000596 9 0292 6 0 177 1 OK Trans-3-Hydroxycotinine
05111540000599 7 0296 0 0 440 1 OK Trans-3-Hydroxycotinine
05111540000600 7 0296 6 0 542 1 OK Trans-3-Hydroxycotinine
05111540000603 7 0298 0 0 140 1 OK Trans-3-Hydroxycotinine
05111540000604 7 0298 6 0 113 1 OK Trans-3-Hydroxycotinine
05111540000607 7 0299 0 0 501 1 OK Trans-3-Hydroxycotinine
05111540000611 7 0300 0 0 169 1 OK Trans-3-Hydroxycotinine
05111540000612 7 0300 6 0 611 1 OK Trans-3-Hydroxycotinine
05111540000615 7 0301 0 0 948 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000616 7 0301 6 0 856 1 OK Trans-3-Hydroxycotinine
05111540000619 7 0306 0 0 622 1 OK Trans-3-Hydroxycotinine
05111540000620 9 0306 6 0 264 1 OK Trans-3-Hydroxycotinine
05111540000623 7 0307 0 0 738 1 OK Trans-3-Hydroxycotinine
05111540000624 7 0307 6 0 745 1 OK Trans-3-Hydroxycotinine
05111540000627 7 0308 0 0 582 1 OK Trans-3-Hydroxycotinine
05111540000628 9 0308 6 0 637 1 OK Trans-3-Hydroxycotinine
05111540000629 0309 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000631 0309 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000633 0312 0 0 2 Other Analysis not required Trans-3-Hydroxycotinine
05111540000635 0312 0 0 1 Other Analysis not required Trans-3-Hydroxycotinine
05111540000639 7 0313 0 0 500 1 OK Trans-3-Hydroxycotinine
05111540000640 7 0313 6 0 586 1 OK Trans-3-Hydroxycotinine
05111540000643 7 0315 0 0 923 1 OK Trans-3-Hydroxycotinine
05111540000644 7 0315 6 0 700 1 OK Trans-3-Hydroxycotinine
05111540000647 7 0316 0 0 206 1 OK Trans-3-Hydroxycotinine
05111540000648 7 0316 6 0 249 1 OK Trans-3-Hydroxycotinine
05111540000651 7 0317 0 0 100 1 OK Trans-3-Hydroxycotinine
05111540000652 9 0317 6 0 194 1 OK Trans-3-Hydroxycotinine
05111540000655 7 0318 0 0 161 1 OK Trans-3-Hydroxycotinine
05111540000656 7 0318 6 0 162 1 OK Trans-3-Hydroxycotinine
05111540000659 7 0320 0 0 144 1 OK Trans-3-Hydroxycotinine
05111540000660 9 0320 6 0 144 1 OK Trans-3-Hydroxycotinine
05111540000663 7 0321 0 0 511 1 OK Trans-3-Hydroxycotinine
05111540000664 7 0321 6 0 634 1 OK Trans-3-Hydroxycotinine
05111540000667 7 0322 0 0 355 1 OK Trans-3-Hydroxycotinine
05111540000668 7 0322 6 0 309 1 OK Trans-3-Hydroxycotinine
05111540000671 7 0325 0 0 113 1 OK Trans-3-Hydroxycotinine
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Cotinine and trans-3’-Hydroxycotinine in Human Plasma (K;EDTA)
Celerion Study AA99071-10

Custom Run Subject Day Hour Concentration Split  Sample Sample Analyte

D D Nominal Nominal (ng/mL) Condition Comments

05111540000672 9 0325 6 0 377 1 OK Trans-3-Hydroxycotinine
05111540000675 7 0328 0 0 274 1 OK Trans-3-Hydroxycotinine
05111540000676 7 0328 6 0 381 1 OK Trans-3-Hydroxycotinine
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Cotinine and rans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

Table 10 Summary of Reassay for Analytical Reasons for Cotinine

Reason Sample
Name

AA99071-10 05111540000115 0001 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000116 0001 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000119 0004 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000120 0004 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000111 0008 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000112 0008 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000001 0010 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000003 0011 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000004 0011 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000123 0013 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000005 0014 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000006 0014 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000007 0015 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000009 0016 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000010 0016 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000011 0017 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000013 0020 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000014 0020 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000127 0021 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000128 0021 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000015 0022 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000016 0022 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000017 0023 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000018 0023 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000019 0025 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000020 0025 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000021 0028 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000023 0029 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000024 0029 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000095 0030 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000096 0030 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000025 0031 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000026 0031 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000099 0034 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000027 0035 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000131 0037 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000132 0037 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000029 0038 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000030 0038 N/A P1 Day 6 Oh PL-1
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Cotinine and rans-3’-Hydroxycotinine in Human Plasma (K:EDTA)
Celerion Study AA99071-10

5

HESH I I R

Sample
Name
AA99071-10 05111540000031 0039 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000032 0039 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000135 0042 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000136 0042 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000033 0044 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000034 0044 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000035 0049 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000139 0051 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000037 0052 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000039 0053 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000040 0053 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000103 0055 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000104 0055 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000041 0057 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000042 0057 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000043 0060 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000044 0060 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000045 0062 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000143 0063 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000107 0064 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000147 0066 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000148 0066 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000155 0069 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000156 0069 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000159 0071 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000163 0072 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000164 0072 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000167 0074 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000168 0074 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000171 0076 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000175 0080 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000176 0080 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000179 0083 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000180 0083 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000187 0086 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000191 0087 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000192 0087 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000195 0088 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000196 0088 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000199 0090 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000203 0093 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000204 0093 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000211 0105 N/A P1 Day 0 Oh PL-1
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5

HESH I I R

Sample
Name
AA99071-10 05111540000212 0105 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000215 0106 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000216 0106 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000219 0107 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000220 0107 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000223 0110 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000224 0110 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000227 0112 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000228 0112 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000231 0114 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000251 0117 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000252 0117 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000235 0118 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000236 0118 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000239 0121 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000240 0121 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000243 0122 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000244 0122 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000247 0123 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000259 0127 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000263 0128 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000267 0129 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000268 0129 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000271 0130 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000272 0130 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000275 0133 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000280 0134 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000283 0136 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000284 0136 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000287 0137 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000291 0139 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000292 0139 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000295 0140 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000296 0140 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000304 0147 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000307 0148 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000308 0148 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000311 0149 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000312 0149 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000315 0150 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000320 0152 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000323 0153 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000324 0153 N/A P1 Day 6 Oh PL-1
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Sample
Name
AA99071-10 05111540000331 0156 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000332 0156 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000335 0160 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000336 0160 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000339 0162 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000340 0162 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000343 0167 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000344 0167 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000347 0169 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000352 0170 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000355 0177 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000356 0177 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000359 0181 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000360 0181 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000363 0183 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000367 0185 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000371 0187 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000372 0187 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000375 0189 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000376 0189 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000379 0190 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000380 0190 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000383 0191 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000384 0191 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000387 0192 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000388 0192 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000452 0218 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000484 0240 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000508 0249 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000512 0251 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000516 0252 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000396 0265 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000532 0266 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000540 0272 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000544 0273 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000588 0289 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000592 0291 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000652 0317 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000412 0197 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000428 0203 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000100 0034 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000028 0035 N/A P1 Day 6 Oh PL-1
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Table 11 Summary of Reassay for Analytical Reasons for trans-3’-Hydroxycotinine

Reason Sample
Name

AA99071-10 05111540000111 0008 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000001 0010 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000123 0013 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000010 0016 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000013 0020 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000015 0022 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000016 0022 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000017 0023 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000019 0025 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000020 0025 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000021 0028 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000023 0029 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000025 0031 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000026 0031 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000029 0038 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000030 0038 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000035 0049 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000039 0053 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000104 0055 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000143 0063 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000159 0071 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000163 0072 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000164 0072 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000175 0080 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000179 0083 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000180 0083 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000191 0087 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000192 0087 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000211 0105 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000212 0105 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000223 0110 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000224 0110 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000235 0118 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000275 0133 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000280 0134 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000283 0136 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000323 0153 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000324 0153 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000331 0156 N/A P1 Day 0 Oh PL-1
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Sample
Name
AA99071-10 05111540000332 0156 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000335 0160 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000340 0162 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000343 0167 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000344 0167 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000355 0177 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000356 0177 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000359 0181 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000360 0181 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000367 0185 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000375 0189 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000379 0190 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000387 0192 N/A P1 Day 0 Oh PL-1
AA99071-10 05111540000388 0192 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000452 0218 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000484 0240 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000508 0249 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000512 0251 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000516 0252 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000396 0265 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000532 0266 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000544 0273 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000588 0289 N/A P1 Day 6 Oh PL-1
AA99071-10 05111540000596 0292 N/A P1 Day 6 Oh PL-1
DCU AA99071-10 05111540000620 0306 N/A P1 Day 6 Oh PL-1
DCU AA99071-10 05111540000652 0317 N/A P1 Day 6 Oh PL-1
DCU AA99071-10 05111540000672 0325 N/A P1 Day 6 Oh PL-1
DCU AA99071-10 05111540000412 0197 N/A P1 Day 6 Oh PL-1
DCU AA99071-10 05111540000428 0203 N/A P1 Day 6 Oh PL-1
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Table 12 Incurred Sample Reproducibility Assessment for Cotinine
% of
Passing
Reassay Mean % ISR
Subject | Period Time Point Analyte  Units  Original Value Value Value  Difference Reproducible? Event?  Samples
0016 1 Day60h  Cotinine ng/mL 389 394 392 128 Pass No 1000
0022 1 Day60h  Cotinine ng/mL 552 562 557 180 Pass No
0029 1 Day00h  Cotinine ng/mL 210 214 212 189 Pass No
0038 1 Day00Oh  Cotinine ng/mL 348 355 352 199 Pass No
0049 1 Day00Oh  Cotinine ng/mL 262 271 267 337 Pass No
0052 1 Day60h  Cotinine ng/mL 280 262 271 6 64 Pass No
0008 1 Day00h  Cotinine ng/mL 312 314 313 064 Pass No
0013 1 Day60h  Cotinine ng/mL 230 236 233 258 Pass No
0067 1 Day00Oh  Cotinine ng/mL 208 941 925 357 Pass No
0071 1 Day60h  Cotinine ng/mL 220 218 219 091 Pass No
0076 1 Day60h  Cotinine ng/mL 340 348 344 233 Pass No
0083 1 Day60h  Cotinine ng/mL 339 337 338 059 Pass No
0104 1 Day00Oh  Cotinine ng/mL 854 8990 8717 513 Pass No
0105 1 Day00Oh  Cotinine ng/mL 593 580 587 221 Pass No
0126 1 Day60h  Cotinine ng/mL 967 994 981 275 Pass No
0127 1 Day60h  Cotinine ng/mL 494 512 503 358 Pass No
0145 1 Day00Oh  Cotinine ng/mL 636 628 632 127 Pass No
0150 1 Day60h  Cotinine ng/mL 704 697 701 100 Pass No
0155 1 Day60h  Cotinine ng/mL 670 66 2 66 6 120 Pass No
0156 1 Day60h  Cotinine ng/mL 413 398 406 369 Pass No
0181 1 Day60h  Cotinine ng/mL 492 498 495 121 Pass No
0183 1 Day60h  Cotinine ng/mL 758 748 753 133 Pass No
0264 1 Day60h  Cotinine ng/mL 441 4209 435 276 Pass No
0196 1 Day00h  Cotinine ng/mL 578 611 595 555 Pass No
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% of
Passing
Reassay Mean % ISR
Subject | Period Time Point Analyte  Units  Original Value Value Value  Difference Reproducible? Event?  Samples
0202 1 Day 6 Oh Cotinine  ng/mL 390 387 389 077 Pass No
0210 1 Day 0 Oh Cotinine  ng/mL 373 368 371 135 Pass No
0256 1 Day 6 Oh Cotinine  ng/mL 492 482 487 205 Pass No
0281 1 Day 6 Oh Cotinine  ng/mL 325 324 325 031 Pass No
0287 1 Day 6 Oh Cotinine  ng/mL 401 393 397 202 Pass No
0292 1 Day 6 Oh Cotinine  ng/mL 576 594 585 308 Pass No
0300 1 Day 6 Oh Cotinine  ng/mL 202 203 203 049 Pass No
0308 1 Day 6 Oh Cotinine  ng/mL 388 389 389 026 Pass No
0318 1 Day 6 Oh Cotinine  ng/mL 417 407 412 243 Pass No
0320 1 Day 6 Oh Cotinine  ng/mL 445 433 439 273 Pass No
0325 1 Day 6 Oh Cotinine  ng/mL 737 740 739 041 Pass No
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Table 13 Incurred Sample Reproducibility Assessment for frans-3°-Hydroxycotinine
% of
Passing
Original ~ Reassay Mean % ISR
Subject | Period Time Point Analyte Units Value Value Value Difference Reproducible? Event? Samples
0016 1 Day60h  Trans-3-Hydroxycotinine ng/mL 142 138 140 286 Pass No 1000
0022 1 Day60h  Trans-3-Hydroxycotinine ng/mL 238 228 233 429 Pass No
0029 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 155 157 156 128 Pass No
0038 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 223 221 222 090 Pass No
0049 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 106 107 107 093 Pass No
0052 1 Day60h  Trans-3-Hydroxycotinine ng/mL 412 346 379 1741 Pass No
0008 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 167 160 164 427 Pass No
0013 1 Day60h  Trans-3-Hydroxycotinine ng/mL 480 449 465 667 Pass No
0067 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 507 497 502 199 Pass No
0071 1 Day60h  Trans-3-Hydroxycotinine ng/mL 205 202 204 147 Pass No
0076 1 Day60h  Trans-3-Hydroxycotinine ng/mL 238 221 230 739 Pass No
0083 1 Day60h  Trans-3-Hydroxycotinine ng/mL 120 114 117 513 Pass No
0104 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 738 781 760 566 Pass No
0105 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 251 238 245 531 Pass No
0126 1 Day60h  Trans-3-Hydroxycotinine ng/mL 211 207 209 191 Pass No
0127 1 Day60h  Trans-3-Hydroxycotinine ng/mL 406 425 416 457 Pass No
0145 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 535 545 540 185 Pass No
0150 1 Day60h  Trans-3-Hydroxycotinine ng/mL 224 216 220 364 Pass No
0155 1 Day60h  Trans-3-Hydroxycotinine ng/mL 235 229 232 259 Pass No
0156 1 Day60h  Trans-3-Hydroxycotinine ng/mL 148 146 147 136 Pass No
0181 1 Day6 0h  Trans-3-Hydroxycotinine ng/mL 159 157 158 127 Pass No
0183 1 Day60h  Trans-3-Hydroxycotinine ng/mL 255 253 254 079 Pass No
0264 1 Day60h  Trans-3-Hydroxycotinine ng/mL 126 122 124 323 Pass No
0196 1 Day 0 0h _ Trans-3-Hydroxycotinine ng/mL 352 366 359 390 Pass No
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% of
Passing
Original  Reassay Mean % ISR
Subject | Period Time Point Analyte Units Value Value Value Difference Reproducible? Event? Samples
0202 1 Day60h  Trans-3-Hydroxycotinine ng/mL 143 136 140 500 Pass No
0210 1 Day00Oh  Trans-3-Hydroxycotinine ng/mL 202 200 201 100 Pass No
0256 1 Day60h  Trans-3-Hydroxycotinine ng/mL 135 133 134 149 Pass No
0281 1 Day60h  Trans-3-Hydroxycotinine ng/mL 607 60 6 607 016 Pass No
0287 1 Day60h  Trans-3-Hydroxycotinine ng/mL 838 856 847 213 Pass No
0292 1 Day60h  Trans-3-Hydroxycotinine ng/mL ) 3 A 171 174 345 Pass No
0300 1 Day60h  Trans-3-Hydroxycotinine ng/mL 611 522 567 1570 Pass No
0308 1 Day60h  Trans-3-Hydroxycotinine ng/mL 637 605 621 515 Pass No
0318 1 Day60h  Trans-3-Hydroxycotinine ng/mL 162 164 163 123 Pass No
0320 1 Day60h  Trans-3-Hydroxycotinine ng/mL 144 144 144 000 Pass No
0325 1 Day 6 Oh  Trans-3-Hydroxycotinine ng/mL 377 358 368 516 Pass No
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Celerion Study AA99071-10

FIGURES
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! Note: Though included on the figure above, the Standard 0 (blank sample extracted with internal standard) was not
used as a standard to calculate the calibration curve parameters.
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Figure 2 Calibration Curve for trans-3’-Hydroxycotinine in Control Matrix, Watson Run
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Ragression Mathod = LINEAR - Waighting Factor = 1/4**2
e apt
82717 R-Squared = 0. 9950
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2 Note: Though included on the figure above, the Standard 0 (blank sample extracted with internal standard) was not

used as a standard to calculate the calibration curve parameters.
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ATTACHMENTS
Attachment 1 General List of Abbreviations used at Celerion

Abbreviations are used in this document as applicable.

Abbreviation Description

°C Degree Celsius (centigrade)

ng Microgram

AAR Above the acceptable range

AB Applied Biosystems

API Atmospheric pressure ionization

ASCI American standard code for information interchange
BAM Bioanalytical method

BIK Blank

BLQ Below limit of quantification

cC Conventional Cigarette

CDER Center for Drug Evaluation and Research
CFR Code of Federal Regulations

CRO Contract research organisation

cv Coefficient of variation

Da Dalton

DCU Diluted concentration unreliable

DFNR Dilution factor not reliable

DQC Dilution quality control sample

ELISA Enzyme-linked immunosorbent assay
EDTA Ethylenediaminetetraacetic acid

EQB Exceeding quadratic bounds

EXT Extraction

fg Femtogram

g Gram

GLP Good laboratory practices

h Hour

HDPE High density polyethylene

HPLC High performance liquid chromatography
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Abbreviation Description

HSR High standard removed

D Identifier

INC Incongruous

INS Instrumentation

IS Internal standard

ISA Insufficient volume for full analysis
ISP Incomplete sample processing
ISR Incurred sample reproducibility
ISV Insufficient volume

IVR Insufficient volume to reassay
E Litre, liter

LLOQ Lower limit of quantitation
LNK Celerion, Lincoln site

M Molar

mg Milligram

mL Millilitre, milliliter

mol Mole

MS Mass spectrometry

MW Molecular weight

n Number of data points

N/AP Not applicable

N/AV Not available

NFV Not full volume

ng Nanogram

No Number

NU Not used

OECD Organization for Economic Cooperation and Development
PD Period

Pg Picogram

QC Quality control

QCs Quality control samples

RE Relative error

REF Reference
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Abbreviation Description

RI Reinjection

RIA Rarioimmunoassay

RT Room temperature

RR Reanalysis

RVL Remaining volume low

SA Smoking Abstinence

SD Standard deviation

SOP Standard operating procedure
SPE Solid-phase extraction

SST System suitability test

STD Standard

Sub Subject

SVD Sample volume depleted

TBD To be determined

Temp Temperature

THS Tobacco Heating System
UCR Unacceptable chromatography
UISR Unacceptable internal standard response
ULOQ Upper limit of quantitation
US FDA United States Food and Drug Administration
USP US pharmacopeia

X Mean
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Attachment 2 Temperature Definitions at Celerion

Values for temperatures are nominal temperatures representing the following temperature ranges:

Nominal temperature Temperature Range
-80 C -65 Cto-90 C

20 C -10Cto-30 C

5C 2Cto8C

Room temperature 15Ct025C

24 C 22Ct026 C
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Attachment 3 Procedure for VRC and SSR Reassays and Reporting of Reassay Results

[ Report original ] {He:cn reassay mean]

Repert criginal Asggedas VRC
Unabdie 10 Confrm or NCOrSSient reassay|

Suffcieatvolume 1o reasaay
intripbcate (preferabie), dupicate, or singlet?

Crignal for Chromor
230% for
18

Volume remanng 10
reassay i singlet or daphicate?

sCvoite
reassay values
$15% for Chrom of
£20% farL8S?

5 vale
<20% dffereace
fromorgnal for
hroem or <30% fer,

Arcatloast2 0f2
reassays vann
209 difference

Of each other?

s diffarance
between reasseys
less than or
equal to 20%7

s erignel
20%of

Not Repartadle ] Onginal for Cn'rom o
<30% for

[ Report reasaay mean ] [ Report arignal ] [ Not Reperiable J [ Repot original ]
To compare reassays: To compare to original:
|Re assay Valuel — Reassay Value 21 — |an of Reafs:.ays — Oniginal Valud S—
Mean of Reassay Valuel and 2 Onginal Value

An LC-MS/MS value as outlined in the decision tree is obtained from a single determination

If BLQ is obtained for a value, the nominal concentration of the LLOQ is used when comparing
reassays in this decision tree.
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Attachment 4 General List of Calculation Formulae

1 n
Mean: X Mean = —in

nia

oy 1< 2
Standard Deviation (SD): SD = —Z(Xi ~ XMem)
o133
s '8

Precision (RSD, CV): CV% =( ] *100

X Mean

X
Accuracy (% Theoretical): Accuracy % =[ J* 100
X Nominal

Accuracy ofMean%:[ X Mean ] *100
X Nominal

Inaccuracy (% Bias, % RE): Bias % = [w] *100
X Nominal

Bissof Mean %z[w]nm
X Nominal
x = value (e.g. analyte concentration, OD value, cpm value, peak signal)

n = number of values

% Salts
100—[De!anﬁned+%Wahef+%Resdiual+%0!hef] % Chromatographic % Chiral % Isotopic % Other MW Free
ByAssay  Content  Solvent Impurity ] Purity , Putty = Purity _ Purty ~ Base

Potency =
100 100 100 100 100 MW Salt

|(Reassay —Original)[

((Re assay ; Original))

% Difference = =100
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Attachment 5 Reassay Descriptions

Analytical Reason (Code)

Description

Above the Accepted Range (AAR)

Identifies a study sample whose calculated concentration is greater than
the upper limit of quantitation (ULOQ). This study sample will be diluted
before being reassayed.

Diluted Concentration Unreliable
(DCU)

Identifies a study sample that has been diluted and determined to have a
concentration below LLOQ (BLQ, below limit of quantification) before
correction for the final dilution factor.

Dilution Factor Not Reliable (DFNR)

Identifies a study sample that has been diluted, and determined to have a
measurable concentration, however >50% of the dilution QC samples
(having the same dilution factor) did not meet their acceptance criteria.

Identifies a dilution QC sample that does not fulfil the acceptance
criterion and is excluded from the DQC statistics.

Highest / Lowest Standard Removed
(HSR/LSR)

If the working range of the method is truncated as a result of

- the ULOQ calibration standard being rejected or unavailable (e.g.
incomplete sample processing or incomplete instrument analysis,
unacceptable chromatography), all study samples with concentrations
greater than the highest acceptable standard are 1dentified as ‘highest
standard removed’ (HSR).

- the calibration standard at the LLOQ being rejected or unavailable (e.g.
incomplete sample processing or incomplete instrument analysis,
unacceptable chromatography), all study samples with concentrations
below the lowest acceptable standard are identified as ‘lowest standard
removed’ (LSR).

Incomplete Sample Processing (ISP)

Identifies a study sample, calibration standard, or QC sample for which
data could not be obtained due to processing problems that occurred
during the extraction or assay documented by the analyst prior to
instrumental analysis.

Insufficient Volume for Reassay (IVR)

Identified a study sample that has insufficient sample volume for
reanalysis (including all received splits)

Incomplete Instrument Analysis (ITA)

Identifies a study sample, calibration standard, or QC sample for which
data could not be obtamned due to processing problems that occurred
duning HPLC injection or instrumental analysis and were documented by
the analyst.

Unacceptable Chromatography (UCR)

Identifies a study sample, calibration standard. or QC sample judged to
demonstrate unacceptable chromatography according to the applicable
Celerion procedures (e.g. split peak, poor peak symmetry, unseparated
interference).
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Attachment 6 Certificates of Analysis
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Attachment 7 Bioanalytical Method Summary
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BIOANALYTICAL METHOD SUMMARY (BMS)

Oee No: FOR_OMO00486 — CR204A2 VersonN*; 2.0 Page 1af2
Biomarker: Cotinine Matrix: Plasma
MVR/SOP no. & date: AA33664-01 / 20-Oct-2014 CRO/Laboratory: Celerion-Lincoln
LLOQ: 1.00 ng/mL ULOQ: 100 ng/mL
Validation | 5 gy I~ Partial ™ Cross

Comments (required for Partial/Cross):

Assay: ¥ ch graphic [~ Ligand binding I Enzy ™ Other Ealin:
I~ LCims F Lemsms 1T Gems I Gemsims
I ELISA
and short iption of and ly An aliguot of human plasma containing the analyte and
internal standard was extracted using a solid-phase exiraction 'Proeedure The ples were lyzed by a

HPLC equipped with an AB SCIEX API 5000™ or QTRAP® 5500 mass spectrometer. Positive ions were
monitored in the multiple reaction momlorlng (MRM) mode. Quantitation was determined using a weighted linear
regression analysis (1/concemramn ) of peak area ratios of each analyte and internal standard.

Selectivity/Sensitivity/Matrix effect: | NO significant matrix effect was observed in 6 of the 6 human plasma (EDTA)
t sitivity i lots that were spiked near the concentration of the LLOQ and in any of the 6
human plasma (EDTA) lots that were spiked near the concentration of the high

QC sample
Accuracy: Intra-batch: -7.2to 3.3% R.E.
Inter-batch: -4.3 to 2.1% R.E.
Precision: Intra-batch: 1.1 to 43% C.V.
Inter-batch: 2.110 4.2% C.V.
Recovery: 91% at 2.00 ng/mL in human plasma

90% at 10.0 ng/mL in human plasma
90% at 75.0 ng/mL in human plasma

Freeze and thaw stability: 6 Y in polypropy tubes at -20°C under white light

7 y in polyp vl tubes at -20°C under UV-shieided light
Short-term temperature stability: 27 hours in polypropy tubes at under white light
Long-term stability: 739 days in polypropylene tubes at -20°C
Stock solution stability: 39 days at 200 pg/mL in water in a polypropylene container at -20°C
Post-preparative stability: 135 hours in a polypropylene 96 well plate at 5°C
A GLP ié GLP C i as Assay Validation conforms to Celerion Standard
QA statements: Opora(lng Procedures which were wrllun ln compliance with FDA:

i to Industry y
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BIOANALYTICAL METHOD SUMMARY (BMS)

Dos No: FOR_QMD00496 - CR204A2 VersionN": 2.0 Page 2082
BMS completed by:
Name: Date: Signature:

Erca Nach: 0% -Mar-201S &AA'; 'L‘d/{«\
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BIOANALYTICAL METHOD SUMMARY (BMS)

Doc No: FOR_QMO00496 ~ CR204A2 Version N°: 2.0 Paga 102
Bi; rker: trans-3" ini Matrix: Plasma
MVR/SOP no. & date: AA33664-01/ 20-Oct-2014 CRO/Laboratory: Celerion-Lincoln
LLOQ: 1.00 ng/mL ULOQ: 100 ng/mL

Validation | 5 gy I~ Partial I™ Cross

Comments (required for Partial/Cross):

Assay: Ch Bindi E .
~ graphic [~ Ligand r I~ Other i
I~ Lcms M LCms/mMs T~ GC/Ms I Ge/ms/ms
I ELISA

Equipment and short description of extraction and analysis: An aliquot of human plasma containing the analyte and
internal standard was extracted using a solid-phase extraction procedure. The extracted samples were analyzed by a
HPLC equipped with an AB SCIEX API 5000™ or QTRAP® 5500 mass spectrometer. Positive ions were
monitored in the muRiple reaction monllomg (MRM) mode. Quantitation was determined using a weighted linear
regression analysis (1/concentration’) of peak area ratios of each analyte and internal standard.

Selectivi vity/Matrix effect: No significant matrix effect was observed in 4 of the 6 human plasma (EDTA)
iieaat ik lots that were spiked near the concentration of the LLOQ and in any of the 6
human plasma (EDTA) lots that were spiked near the concentration of the high

QC sample
Accuracy: Intra-batch: -6.6 to 4.0% R.E.
Inter-batch: -4.2 to 1.3% R.E.
Precision: Intra-batch: 1.7 to 4.7% C.V.
Inter-batch: 2.3 to 3.7% C.V.
Recovery: 75% at 2,00 ng/mL in human plasma

77% at 10.0 ng/mL in human plasma
76% at 75.0 ng/mL in human plasma

Freeze and thaw stability: 61 ycles in polypropylene tubes at -20°C under white light

7 y in polypropy tubes at -20°C under UV-shielded light
Short-term temperature stability: 27 hours in polypropylene tubes at P under white light
Long-term stability: 739 days in polypropylene tubes at -20°C
Stock solution stability: 572 days at 1000 pg/mL in water in a polypropylene container at -20°C
Post-preparative stability: 135 hours in a polypropylene 96 well plate at 5°C
Accreditation/ GLP GLP C as Assay Validation conforms to Celerion Standard
QA statements: Operating Procedures which were written in compllanee with FDA:

Guidance to Industry “Bi lytical Method
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BIOANALYTICAL METHOD SUMMARY (BMS)

Doc No: FOR_QIMO00486 — CR204A2 Version N° 2.0 Page zol 2
BMS completed by:
Name: Date: Signature:
Eeica Nach, 03 Mar-20\5 7
Quan Mtk
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Attachment 8 Chromatograms

Total number of pages including this page: 97

Page 95 - Confidential



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 97 of 192

Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Sampie Name -1 001 AASS071-10 BEGEXTSYSHI 1 1°_ Gample D -1 Flle "AASS071-10-RUN-001-VD1 Wi

Peak Name Mass(es)
Comment ene”  Annctaton =
Sample Index 1 Sazple Index 1
Sanple Type ac am Savple Type g
Concentration 900 ng/ar 245 Concentration 100 ng/e
Calculsted Coee 104 mg/mL Calculated Canc /A
Acg  Date 9/16/2002 Acg Date 2/16/2013 4Ded:
rcq Time ¢ o0 26 7 2205 Acy Time & oo 26 om
Modified s 2008 Modi fied %o 25
Proc Algoriths Specify Parsssters WQ III Proc Algorithe Specify Parsmsters  WQ IIT
Noiss Pefcentage =1 moine ge ot
185
3084
1585
g tdes g 2=
1205
i f
1.0e5
e 1504
- ; counta
Reight « 1204004 cp
Etast Time 2 =
5004 2od Time 367 mim Foi
40es
o000
2004
oo
Za 26 28 3D 32 34 35 38 40 42 24 26 28 30 32 34 35 38 40 42

Sample Name -1 001 AAS9071-10 BEGEXTSYSHI 11-_Sampie D -1 F le "AASS071-10-RUN-CO1-VO1. W Sampie Name -1 001 AAS2071-10 BEGEXTSYSHI 1 1- D T Flle "AASS071-10-RUN-D01-VO1 W1
-3-+Hydroxycotrine”  Mass(es) *193.000/134.000 D" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
none”  Anmotation ™ Comment "none”  Annotation =
) sampla ndax 2
o 285 &pla Type wc 285
o on  ng/mL concentration 100 ng/mu
108 ng/mw 2.0e5 calculated conc w/A 4Ses.
acq Date 2/16/3012 acy pate 3/16/2013
acq Time ¢ 00 26 acy Time & 00 26 P
1.8e5 4D
modified uo modtf1cd ®
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woise percontage =0 1.5e5: moise rarcanta 2584
masa sud 100 ma B3mc cub  wini 100 mn
Paak split 2 7aak split vactor
raport Large: %o 1.4e5 maport Largest paak w0
min peak we Goo oo cpm min peak Height 2000 06 Cps 304
Win  peak width ooo sac min peak width ©oc mec
Smoocthing width 3 potnts g =S sncothing width 2 potnta 3
xr_ window w0 sac d rT window 30 sac ¥ 2ses.
xxpacted mr 28 min F cted xr 284 min &
usa melative nr o 5 1.0es: ©sa malative mr wo i
204
mt Type mase 70 masa mt Typ vallay
zetantion rime 285 min 8.0 matention Tima 205 min
rea 1me3785 120 counts araa 399614 215 counts
=aight 2 1004005 CpB maight 4 3704004 CpB 1504
start Tise 246 min 6.0e4- start Time 257 min
xnd Tize 33 am =:nd Tima 325 min
55 1004
20es 5000.0
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1 D02 AAS307 1-10 BEGEXTSYSHI 2 1
Peak Name “Cotinine” Mass(es) *177.000/80.000 Da™
Annceation ™

sanpla 1ndex 2

sampla Type Qc

concentration o oo og/mL

calculated conc 102 n3/ms 24es:
acq Date 2/16/3012

acq Time ¢ o7 07 ”x 2205
modified

Proc Algorittm specfy saramters 2.0e5
moise percentage

mase sud window 1 o min 1.885-
Peak split pactor 2

maport argest peak o

o 11

Sampie D 2 Fle "AASS071-10-RUN-COT-VO1 W

win Peak weight 500 00 cpm 1 8es
win poak widtn ooo sec
smocthing width a potats B s
xT window 100 sac
xxpacta 322 mmn
ee matative & uo i 12e5.
mt 7ypa vailay 1.0e5.
xatantion Time 3322 mn
a2 227338¢ 837 counts
seight 3 4saions con 8.004
start Tine 24
a Tim 38 mmn 6.0e4.
4084
20es
oo

Sampie Name -1 002 AASS07 1-10 BEGEXTSYSHI 2 1°_Sampie D -2
Peak Name “Trans-3-Hydroxycotinine” Mazs(es) '|91W!3«MD-’
ment

ng/me
ng/mw 205

acq Date 2/16/3012
acq Time ¢ o1 o7 M

1.8e5
modified uo
proc uganzm specuy Parameters mg iz
woise percesta 1.6e5
masa sud %0 ma
Paak :pllt. 2
maport 3 %o 1.4e5:
nin’ beak me coo o0 cpm
Win  peak width ooo sac
Smoothing width 3 points B 1285
xr_ window 100 d
xxpacted 28 min z
usa malative mr o 5 1.0e5
mt valla
atantion rim 2ot am 8.0
araa 1b87064 301 counts
maight 2 03as005 cpm
start Tise 231 min 6.0e4-
xnd Tize 33 am

4004

2004

Peak:
Commcnt et At
sampla ndex

ec
concentration 100 ng/mL 454
calculated conc W/
acqg pate 3/16/2013
acq Time & 07 07 om
modificd L -]
Proc Algorittn specify paramstars g Iir
wolse rercentage 35es
Base sub window 1 o0 ain
7eak split sactor 2
meport iargest paak  mo 10e4-
win pe3k HGIEEL 2000 00 cps
win poak widfh oo mec
smoothi: width 3 1ints
wr window w0 sl § 2w
ctod xT 322 min f
Usa melative nr
2084
mt Type B3se TO Base
matention Tima 2 22 min
3 294747 222 counts
waight 4« 4304004 A5
Start rTima 2 02 aln
ama Tim 16 min
1,084
50000

Sampie Name -1 D02 AASS071-10 BEGEXTSYSHI 21 Gample D -2 File "AASS071-10-RUN-001-VO1 W
Name Mazz(es)

24 26 28 30 32 34 35 33 40 42

‘Sampie Name *1 002 AASSC7 1-10 BEGEXTSYSHI 2 1 Dz
Peok Name wmlsr Mass(es) “196.000/134 000 D"

Comment “rane”
i Y
235 =3 E
concantration 100 ng/mu 45es
calculated conc /A
3/16/2013
acy Time ¢ 0707 om
modificd »o
Proc algorithm spacit: o paramatars g IIT
woisa rercanta EE
m3se sub  wini X oo min
eak split pactor 2
naport Largest peax  mo s
min peak Weight 2000 06 Cps
min peak width © oo Bec
sacothing width 3 1nte
w7 wingow 20 sl B 2se
cted xT 284 min &
Usa melative nr "
2084
mt Typ s38g 70 maze
matention Time ain
rad CILZIZ IHG counts
Raight 4 s1c4004 cpm .
start rTima 2 51 ain
and Tima 232 ain
1084
50000

24 25 28 30 32 34

Flle "AASS071-10-RUN-001-VD1 W

35 38 40 42

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 10
Iime oo

32 34

35 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sample Name ~1 003 AASSO7 1
Peak Name “Cotinine” Mass(es) *177.000/80.
Anncestion ™

sampla 1ndox 3
sanmpla Type o
concentration o o0 ng/mu 2685,
calculatod cooc 102 ng/me
acq oata 2/16/2012 Shes.
acq Tima €13 43
wodified o Eaes
Proc Mgoritta specity sarmtors g I
moise percentage 2.0e5:
Bise ewb wingow 3 00 min
eak split sactor 2 s
zaport argest peak %o .
Wiz Peak @eight 500 00 Cpe
win poak widtn ooo sec 1.6e5:
smocthing width a potats 3
= window 100 sac 1.4e5
xxpacted 322 mmn
Tub malativa mr B0 gk
mt vailay
xatantion Time 322 mmn 1.0e5:
a2 2433743 034 counts
saight 3 easions con 8.0e4:
start Tine 2 80 n
! 3 ain e
4084
2064
oo

DBSGEXTSYSHI 3 1° Sampie ID -3° F e "AASSO7 1-10-RUN-O1-VD1 W
-5y

Sampie Name -1 003 AASS071-10 BEGEXTSYSHI 3 1°_sampie ID -3-
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) '|91W!3«MD-’
ment

ng/mL
ng/mw 2205

acq Date 2/16/2012
acq Time €13 43

2.0e5:
modified uo
proc uganzm specuy Parameters mg iz e
woise percesta -
masa sud %0 ma
Paak :pllt. 2 1.6e5
raport 13 %o
nin’ beak me coo o0 cpm
min Peak width oon  sac 1.4e5:
Smoocthing width 3 points 3
xr_ window w0 sac d
xxpacted 28 min & A2y
usa malative mr o
mt mase 70 masa oo
satantion rim 285 min
rea 2000614 291 counts 8.00¢
maight 2 3104005 cpm
start Tima 230 min
xnd Tize 335 mmn et

4004

2.0e4-

Gampie Name 1 003 AASS071-10 BEGEXTEYSHI 3 1°_Sampie D -3
Feak Name Mazs(es)

Commct et At
sampla ndex

E &3mpl <
concentration 100 ng/mu
calculated conc W/ ases.
acqg pate 3/16/2013
acqg Time 6 13 43 om
modificd L -]
Froc algorittn specify parametars  mg Iz
se sarcenta
ey o 100 min 35t
7eak split sactor 2
meport Largest paak  ma
win pe3k HGIEEL 2000 00 cps 3.0ed:
win poak widfh coe sec
sacothing width 3 points 3
nT window 00 sec 254
ctod xT 322 min f
Usa melative nr »o
mE Type valley 208
matention Tima 2 22 ain
3 410537 223 counts 1504
waight « zces00e
Ellgt Tima 2 97 :E
ama Tim 3167 min
1.0e4.
50000

File "AASS071-10-RUN-001-VD1 Wi

24 26 28 30 32 34 35 33 40 42

‘Sampie Name *1 003 AASSC71-10 BEGEXTSYSHI 3 1 D3
Peak Name mm-—mlsr Mass(es) “196.000/134 000 Da*

Comment “none”
sampla ndax o
225 s3mpl ac
concentration 100 ng/mu
calculated conc w/A S04
2/16/2013
acy Time €13 43 P
P
modif1ed )
Proc  algorithm spacif oy parametars  wg II
moise rarcanta 4D
B3mc cub  wini 100 mn
»aak split vactor 2
maport Largest paak w0 35e4.
min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width potnta g 0=
RT win 10 =
cted xT 284 min s
Usa melative mv "o 25e4
matention Tima 205 min 20e4.
437631 341 counts
waight 5 1604004 CpB
start Time 257 min 1504
=:nd Tima 316 mia
1004,
s000.0.

24 25 28 30 32 34 35 38 40 42

Flle "AASS071-10-RUN-001-VD1 W

20 22 24 26 28 30 32 34 36 38
Iime mn

20 22 24 26 28 30 32 34
Iime oo

35 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Gampie Name 1 008 AASS071-10 BEGEXTEYSHIZ 1*_ Gampie D *4" FIle "AASS071-10-RUN-OOT-VOT W
Feak Name Mazs(es)
Comment "none”  Annotation
sampla ndex s
= - 5
concentration o 00  ng/mL concantration 100 ng/mu 504
calculated conc 100 ng/n 2685 calculated conc B/A
acq Date 9/1¢/2002 acqg pate 3/16/2013
acq Time € 20 19 s acq Time ¢ 20 19 om 4ses
modified o modified L]
proc Algorithm specuy Paramcters mQ IIr 225 Froc  algorithm qmc:'y parametars  mg IIT 40es.
moise percentage mOisa Parcenta
mase sud window 1 oo min 2.0e5- Base sud window 1 o0 ain
peak split wactor 2 »eak split pactor 2 2504
maport argest peak o 1805 moport Largest peax  mo
Nin  peak walght 500 0O cps win  peak HGIEEL 2000 0O cps
win poax widtn ooo mac win peak width © oo mec 20e4.
szoothing width a potats 3 1.6e5 sacothing width 3 potints 3
=T window 00 sac nT window o0 sac
EXpacta 3222 mn 1.4e5 cted =T 322 min
ee matative & uo o6 malative xr w0 2554
1.205:
mt Typa vallay mt Type valiey 286k
=atention Time 324 min 1.0es- matention Time 321 min
el 2509005 723 counts & araa 439074 709 counts
Raight 2 7404005 cpB waight « 3804004
Stase Tise = £.00¢ tart rime 9 mim 154
Timo 330 mn and Tima 362 ma
6.0e4:
1004
4004
o000
2.0e¢.
oo
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 004 AASS071-10 BEGEXTSYSHI 4 1 _Gampie ID 4" F1e “AASS07 1-10-RUN-001-VO1. Wit Sampie Name 1 00% AASS07 1-10 BEGEXTEYSHI 4 1+ Gampie D 4" Flle “AASS071-10-RUN-D0T-VO1 W1
Peak Name “Tranz-3-Hydroxycotrine”  Mass(es) 52 000154 000 D Feak Name 'ammlsr Mazs(es) “Jo6 000,134 000 D
ment mone”  Annctation ™ Comment “none”
0 sampla ndex ——
o 285 &pla Type @< 285
o0 00  ng/mr concantration 100 ng/mu S5ed
103 ng/mw 2205, calculated canc ®/A
acqg Date 2/16/2012 3/16/2023
acq 7ime €320 13 7 acq Time €320 13 50ed:
2065
modified L modified 0
proc uganzm spec“y Parazeters Mg IIr 1.8e5- Proc Algorithm spacif y parametars  mg IIr 45ed:
woime perconta x moisa Parcanta
mase sud ) 54: =min Base sudb  wini X oo min
paak spm 2 1,505 »aak split pactor 2 A8t
raport 13 %o maport Largest Paak w0
in pauk me coo oo cps min pe3k Weight 2000 00 Cps 15es.
min  peak width oo  mac 1Aes: min peak width ° oo mec
smoothing width 3 potats B sacothing width 3 points 3
T window 100 Bac . 1.2e5 T window 30 sac ¥ 30es
xxpacted nr 25 mn z cted xr 284 min &
usa malative nr o osa malative v "
1.0e5 2504
mt npe val \ay mt Typ w2 To zase
=etention rime on nin motention Time ain
raa 2053994 230 cousts 8.00¢ area wsoio 268 comnts 28
Raight 2 304005 cps Raight 5 5304004 CPB
start Time 2 s0 min start rima 2 53 ain Sed-
xnd Time an nin Sd: a=d Tima a3 min .
4008 1004
2064 BT
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Sample Name -1 005 AASS071-10 BEGEXTSYSHI & 1- Sampie ID -5 Fle "AASS071-10-RUN-CO1-VO 1w Sampie Name +1 005 AASS071-10 BEGEXTEYSHI 5 1-_ Sample D 'S Flle "AASS071-10-RUN-O0T-VO1 Wi
Pek Name “Cotinine® Mass(es) *177.000/80.000 Ds” Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment “none” Amc-nm
sampla 1ndex s sampla Indax
sampla Type ec 3 =3 o 3
conceatration o oo  ng/mL concantration 100  ng/mu
calculated cooc 102 ag/nL 2.4e5 calculated conc B/A
acq Data 2/16/2012 acg pate 3/16/2012 Py
acq Tima ¢ 26 33 ™ 2205, acq Time & 26 55
wodified uo modt 21ed %0
proc Algorithm specuy Paramcters mQ IIr 2.0e5 Froc  algorithm qmc:'y parametars  mg IIT 35ed
moise percemtage soisa Parcan
B3ase sub window 300 min 1.8e5 Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2 1064
roport argest pesk O meport iargest paak  mo
win Peak meight 500 o cpa 1.6e5- in sk Baight. 2000 0o cpe
win poak width ooo sac min peak widEh ©oe mec
szocthing width 3 potnts B 14 smcothing width 3 points g 2=
Exvindcn 10 sac rT window 100 mac
xxpactad 332 mn mipected xT 322 mia
Tus malativa mr 6 1.205. Usa malative mr %
204
mt Typa vallay 1.0e5 mt Typa vallay
zotantion Time 323 mn matention Tima 3222 min
@3 2299205 03¢ counts araa 399322 215 counts 1504,
seight 3 4sgio0s con 8.004 "aight ¢ 33si0ee cps
start Time n start rime 297 mla
Tim 370 mn 6.004- amd Tima 16 mia —_—
4004
5000.0
2.0e4:
oa
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Sample Name +1 005 AAS9071-10 BEGEXTSYSHI & 1-_Sampie ID -5 F le "AASS071-10-RUN-CO1-VO1. W Sampie Name +1 005 AASS071-10 BEGEXTSYSHI 5 1°_ Sample D "= Flle "AASS071-10-RUN-00T-VO1. W T
Pesk Name “Trans-3-Hydroxycotinine”  Mass(es) '|9mmumw Feok Name wmlsr Mass(es) “196.000/134 00O Do*
ment Comment “none”
sampla ndax s
286 &pla Type @< 284
ng/mL concentration 100 ng/mu
ng/mw — calculated conc ®/A 4504
acq Date 2/16/3012 3/16/2013
acq Time ¢ 2¢ 35 acy Time € 26 53
woditiag ) Ll wodt f1cd % AL
proc uganzm specuy Parameters mg iz Proc  algorithm spacif Iy jaramotars, mpizzs
woise percesta 1.6e5 moise rarcanta
mase sud %0 ma B3 sub  wini 100 mn 3504
Paak :pm 2 »aak split vactor 2
raport 13 %o 1405 maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps 2pes
Win  peak width ooo sac min peak width ©oc mec
smoothing width 3 poiats 5 1.2e5- sacothing width 3 points 3
xr_ window w0 sac d rT window 30 sac ¥ 2ses.
xxpacted nv 2 8¢ min z cted xr 284 min s
usa malative nr o 5 1.0e5- oUsa malative mr wo i
me mype wailsy mt Ty s8¢ 7o nuse 2
zetantion rime s nin 8.0e4. matention Tima nin
rea seasiz sus  coumts araa izona 33, comnts
maight 2 1204005 cpm waight 4 cemence cpm 1504
start Tima 243 min 6.004: start Time 256 min
xnd Tize 34 am =:nd Tima 321 mia
1004
4.0
2008 5000.0
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 005 AASS071-10 RECON 1°_ Sampie ID & Fie "AASS07 1-10-RUN-001-VD 1w
Maszsi 000/80.000 Da”

u/A
calculatod conc o Intercapt

acq Date 2/16/2012
acq Time €33 30 ”x
modified o

Intensity. cps

N 5 8 8 8 B 5 8 8 BH E Y

‘Sample Name *1 005 AASSO71-10 RECON 1°  Sampie ID 5" Fie "AASS07 1-10-RUN-O01-VD1.wiT
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) *193.000/134.000 Da"
Comment "none”

Anncation ™
sanpla rndex ©
la Type unknown
conceatration =/A
calculated conc 8o Intercept &0
acq oata 2/1¢/2012
acq Tima €33 30 500
modified o P
00
4s0:
3 200
7 0
; 200
250:
200
150
00
50,

20 22 24 26 28 30 32 34 3§ 18
Iime mp

24 26 28 30 32 34 36 38 40 42

smuerum =1 006 AASS07 IO RECON 1~ Sample ID 6" F le "AASS071-10-RUN-DOT-VO 1w T
Ilﬂl(u)

smple mder

1a Type mxm-u
cen:anznum: 100 ng/mu 1700
calculated conc  W/A
acg pate 3/16/2013 1600
acq Time € 33 30 150
wodt f1cd w0 1400
1300
1200
1100
3 1000
200
f 800
o0
500
.
L.
3m.
2m
100:
24 25 28 30 32 34 3§ 38 40 42
Sampie Name 1 006 AASS07 110 RECON 1°_ Sample 1D 6 FIe "AASSC7 1-10-RUN-G01-VD!
Feak Name wﬂmwr Mazs(ez) “196.000/134 000 Do*
Comment “none”
sampla ndex ST
la omknown
concantration 100 ng/mu
calculated conc  W/A 1000 -
3/16/2023
acq Tima 6 33 30 M
modified o

nusasty
B 8 8 8 8 d 8 #

20 22 24 26 28 30 32 34 36 33

Time min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

coaceatration
calculatod cooc
acq oata
acq Tima

modified
proc Algoritta
moise percentag

®in peak width

=xpactal
e Reiative T

‘Sampie Name
Peak Name: W Massies)
Anncestion ™

win Peak meight

AASI071-10 EXTSYSLO I°_ Sample ID -7° Fle "AASS071-10-RUN-D0T-VO1 Wi

77.000/80.000 Da”
7
known
/A
© zoz  ng/me
2/16/3012
€ 40 o5 7

spRcifysaramtars w0XIX

mase sub window 300 min
peak split wactor 2
maport argest peak o

500 00 cps
ooo mac
3 points
100  mec
322 min
uo

mt B3se 7O mase
=atantion Time 223 mmn
a2 25949 €32 counts
saight 2 n704003 cpm
Stase Tise =
a Time 332 min

Intensity. cps

ysagBBEEEHEUENY

24 26 28 30 32 34 35 33 40 42

proc uganzm
NOlG percenta
mase sud
pazk :pllt.
maport 3
nin’ beak me
min  peak width
smocthing width
xT window

xxpacted T
usa melative nr

Gampie Name -1 007 AASS071-10 EXTSYELO T
Peak Name Mazs(es) “192

none”  Annotation ™

sanple 1ndex 7

sanpla Type unknown

concentral =/A

calculated conc  © 250 ng/mn

acqg Date 2/16/2012

acq 7ime ¢ 40 on 7

modified

no
specuy Parazeters wo IIr

) 54: =min
2
%o
Goo oo cps
oo sac
3 potats
w0

nt TYPQ Rase TO Basa
=etention rime L nin
Area 20385 953 counts
Raight 2 304001 cps
start Time 2 e min
xnd Time 307 nin

htensty, s

NERERREREREERERR

20 22 24 26 28 30 32 34 36 38
Iime mn

‘Sampie Name -1 007 AASS07 1-10 EXTSYSLO 1°
Peak Name Mass(es)

Sampe D T Fle "AA99071-10-RUN-DD1-VDI W

Comment mone - Annotzton =
sampla ndex

= kv 1
concantration 100  ng/mu SDes
calculated conc B/A
acg pate 3/16/2012
acq Time & 40 03 P 4504
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr 4004
soise Parcantaga ()
Bage sub window 100 mn
»aak split pactor 2 1ses
meport Largest paak  ma
min pek uaight 000 0o cpm
min peak widEh ©oe mec 204
smcothing width 3 points 3
rT window 100 mac
ctod xT 322 mia 2504
Usa malative mr %
mt Typa vallay 204
matention Tima 321 min
a 448797 450 counts
waight 4 7004004
Gtaft Tize 2oe mia ey
amd Tima 36 mia
1004
sm0.0
24 25 28 30 32 34 35 38 40 42|

ID 7 Flie "AAS9071-10-RUN-D01-VO 1w T

Sampie Name OEXTSYSLO 1 Sampie
Peok Name wmlar lnsu:s) *196.000/134 000 Da”

Comment “none”

sampla ndax T

sampla umknown

concentration 100 ng/mu

calculated conc w/A
3/16/2013

acy Time & 40 03 P

modif1ed

®
Proc  algorithm spacif By, pezametacs
moise rarcanta

B3mc cub  wini 100 mn
»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min pe3k width ooe mec

sncothing width 3 ints

57 window w0 mee T
ctod xr 284 min

©sa melative v o

mt Typ Base 1o nase
matention Tima nin

reaa A:A:}} w.a counts
Raight 5 1404004 CpB
start rima 2 52 ain
a=d Tima 23z min

g 11z

hensly, s

EAREREREN

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

‘Sample Name -1 008 AASS07
Peak Name “Cotirine” Mass(es
Comment "none”  Annctation ™

sampla 1ndex 0

sampla T standara

conceatration o oo  ng/mL

calculated cooc o oo ng/mL

acq Data 2/16/3002

acq Tima € 4 42 P

wodified uo

Peak Name “Trans-;
Comment

Annctation ™
sampla 1ndex 0

sampla standara
concentration o oo  ng/mn
calculated cooc o oo  ng/mn
acq Date 2/16/3012

acq Time ¢ 4c a2 ™
modified 0

Intensity. cps

Sampie Name -1 008 AASS07 -0 STDA 11"
-3-Hycroxycotinine”

htensty, ps.

5 § B HUBEEEEERE

STDA 11" Sampe D '8 Flie "AASS071-10-RUN-D01-VO1 W
) *177.000/80.000 Da”

233
329

287

250283

41

Sampie Name *1 008 AASS07 1-I0STDA 11°_Sampie ID 5" Fie AADS071-10-RUN-CO1-VD 1w
Pesk Name Mass(es)
Comment "none”  Annotation =

‘Sampie D
Mazz(es) *193.000/134.000 Da"

24 26 28 30 32 34 36 38 40

5" Flle "AASS071-30-RUN-DD1-VOI. W

sampla Indax a
sample Typa standard 3
concantration 100 ng/mu
calculated conc B/A 604
acg pate 3/16/2012
acq Time & 46 42 P S5es
modt 21ed %0

445 | Froc Algorithm specify parameters  wg IIr 50ed

' soise Parcantaga ()
Bage sub window 100 mn a5es
»aak split pactor 2
meport Largest paak  ma
min  peak HHIEEL 2000 00 Cps 4Ded-
min peak widEh ©oe mec
sacothing width 3 points § ase
rT window 100 mac
od xT 322 mia
©sa malative ry f 30e4
mt Typa vallay 2504
matention Tima 322 min
a 547133 475 counts
waight ¢ 2004004 2004
start rime 208 mia
amd Tima 36 mia 1504
1004
50000
42 24 25 28 30_32 34 35 38 40 42
Sampie Name +1 008 AASS071-10STOA 1 1-_ Gampie 1D "6 Fie "AASSO71-10-RUN-CO1-VO1 Wi
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”
Comment “none”
sampla ndax s
1a 7ypa standard 288
concentration 100 ng/mu
calculated conc ®/A
3/16/2013
acy Time & 46 42

modif1ed )
Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min peak width © oo sec
sacothing width 3 ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
mt vallay
motention Time 2 o5 ain
592021 €72 ounts
Raight 6 sacs0cs cps
start rima 2 52 ain
amd Tima 326 min

PEEEEEREREEE

3

g

20 22 24 256 28 30 312 34 3§
Ime mp

—————
20 22 24 26 28 10 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

"Sample Name -1 003 AASS07

Peak Name “Cotirine” Mass(es 000/80.000 D"

Comment "none”  Annctation ™
sampla 1ndex s
sampla T standara
conceatration o oo  ng/mL
calculated cooc o oo ng/mL 200
acq Data 2/16/3002
acq Tima €33 17 7

180

wodified uo

Intensity. cps
8

B &5 8 8

STDA21" Sampe D '3° Flie "AASS071-10-RUN-D01-VO1 W
) 77

Peak Name “Trans-:
Comment Annceation ™

Sampie Name -1 003 AASS071-105TDA 21" Sampe D 5~
-3-Hycroxycotinine™

sample index >
sanpla standard
concentration o o0 ng/mn
calculated cose o oo mg/mn s00]
acq zate a/16/2013
acq Tims ¢z 17
1 x =50
modified =
s00]
450
400]
8§ 2s0f
z
! 3004
250
200
1504
100
<o

24 26 28 30 32 34

Flie "AASS071-30-RUN-DD1-VO1. W T

Mazz(es) *193.000/134.000 Da"

35 33 4D 42

‘Sample Name -1 005 AASS071-10 STD A
“d3-rans-3-Hydrowycol|

Peak Name

Comment “none”
sazple index B

1a Type standard
concantration 1o0e  ng/mu
calculated conc w/A
3/16/2013

acq Time €53 17

modif1ed )

Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min pe3k width ooe mec

sncothing width 3 ints

57 window w0 mee T
cted xr 284 min

©sa melative v o

B3se TO Rase
285 min
436139 193 counts

mt
natention Time

Raight 5 oges0c4 CpB
start rima 2 s ain
amd Tima 320 ma

20 22 24 26 28 30
Ime mp

2 34 35

Feak Name Mazs(es)

Comment "one”  Annotaton =
sampla ndex 2
sampla Type standard
concantration 100 ng/mL
calculated conc W/
acq pate 3/16/2023
acq Time 6 53 17
modified L]
Proc Algorithm Spacify Parameters g IIT
moisa Parcantage B0
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo
win  peak HHIEEL 2000 0O cps
win poak widfh coe sec
smoothing width a points 3
nT window o0 sac

od xr 322 min i

©se malative v
mt Type vallay
matention Time 2 22 ain

a 399422 498 counts
waight 4 secince
Start Time 2 oo mln
ama Tim 3153 mn

hensly, s

PP Eo§o§E

Sampie Name +1 005 AASS07 110 STDA 2 1°_Sampie ID -5 Fie AADS071-10-RUN-CO1-VD 1w

NN EREERN

24 25 28 30 32 34 35 38 40 42
Fie "AADS071-10-RUN-CO1-VD1. W

21" Sampie D 5
IS;"  Mass(es) “196.000/134 000 Da*

i

1.De4.

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1 010 AASS07 T

Min  Peak .

05106 1

Sampic Name -1 010 AASS071-10 51D B 11°_Sample D 10
-3-Hycroxycotinine™

sampla 1ndex 10

sampla standara
concentration 100 ng/mn
calculated cooc  © 130 ng/me
acq Date 2/16/3012

acq Time €39 32 7
modified uo

Proc Algorithm specify Parameters  mQ IIr
woise percontage =0

Basa Sud  win 100 ma
seak split pactor 2

=aport Largar kW

nin  paak width o co sac
smoothing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

nt TYPQ Rase TO Basa
=etention rime 2 e nin
ra3 19008 €02 counts
Raight 2 2304001 cps
start Time 2 e min
xnd Time 3 02 nin

Peak Name “Cotinine” Mass(es) *177.000/80.
Comment "none”  Annottion ™
sanpla 1ndex o
sanpla T standara
concentration 100 ng/mu
calculated cooc o 513 ng/mn 2800-
acq Date 2/16/3012
acq Time € 39 52 X S
wodified a2,
proc Algorithm sSpocify raramoters g IIr
moise percemtage 0
mase sub window 100 min 2
Pak split wactor 2
roport argest pesk O 2000
3 poax maign: 500 0o cps
win poax wid ooo mac 1800
smoothing width 3 tate
¥ window w0 st § e
xxpactad xr 222 mmn i
use melative mr uo 1400
mt nasa 710 mase 1200
xatention Time 321 mn
a3 24143 997 counts 1000:
Raight 3 magions cpm
start Time 306 min a0
d Time 351 mm
600
400
200

E>2]

22 155

2345 49285

Mazz(es) *193.000/134.000 Da"

24 26 28 30 32 34 35 33 40 42

20 22 24 25 28 30 32 34 35 38
Iime mn

‘Sampie Name *1 010 AASSG71-10STDB 1 1°
Name

Peak Mazs(es)
Comment "none”  Annotation =
sampla ndex 10
sampla standard
concantration 100 ng/mL
calculated conc B/A 4504
acq pate 3/16/2013
acq Time 6 52 52 PN
4004
modified L]
Proc Algorithm Spacify Parameters g IIT
moisa Parcantage B0 S&
Base sud window 1 o0 min
7aak split pactor 2
meport iargest paak  mo
min  peak ualgnl 2000 00 Cps 304
win peak width © oo mec
smoothing width a points 3
n7 window 100 sec 2504
od xT 322 min f
©se malative v
mE Type valley 2084
matention Time 2 22 ain
a 413101 959 counts
maight ¢ sgioce cpm 1504
Start Time 2 94 mln
and Tima 359 ma
1004
o000

Sampie Name -1 010 AASS071-10 STD

Sampie ID 10" Flie "AASS071-10-RUN-COT-VD1wEr

B11 Sampie D
Peok Name “d3-rans-3-HydronycollS]”  Mass(es) “136.000/134 000 Da”

Comment "none”  Annotation
sampla ndax 10
1a 7ypa standard
concentration 1o0e  ng/mu
calculated conc w/A S04
3/16/2013
acy Time € 53 52
P
modif1ed %
Proc Algorithm Spacify paramatars mg IIr
®O18@ Parcenta e 4De4.
B3mc cub  wini 100 mn
»aak split vactor 2
maport Largest paak w0 EES
min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width 2 1ints 30
57 window w0 mee T 8
cted xT 284 min s
Usa melative mv "o i 25e4
mt vallay
matention Tima 205 min 20e4
449877 158 counts
waight 5 1504004 Cps
start Time 25 min 15e4
=:nd Tima 329 min
1004
s000.0.

=I0" file "AASSGT

3032 34 38

38 40 42

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1011 AASS071-105TDC 1 1- Sampie ID -1
Massies 000/80.000 Ds”

Peak Name “Cotinine” 7.
Commest none”
sampla 1ndex 1n
sampla T standara
conceatration 200 og/m
calculated cone 162  ng/mL 5500,
acq pata 3/16/200
acq Tima 706 27 o™
5000
wodified
proc Mlgoritea specly saramsters mx
woime papcentage 3 G 400
Bise ewb wingow 3 00 min
veak split sactor 2 4000
=aport argest peak %o
win peak weight 500 o0 Cpm
win peak widtn uon sac 3500
smocthing width a potats 8
= window 00 mec e
xxpactaa 322 mm
Tub malativa mr B0
f 2500
mt masa 70 masa
xatantion Time 322 am
2 1147 73z counts 2000
naight = e1as001 cps
Ztatt Tine it
d Time 370 min =0
1000
00

Fle "AASS071-10-RUN-CO1-VD 1. wifr

Sampie Name +1011 AASS071-10STDC 11°_Sample D ~11°  Flie "AAS907 1-10-RUN-DO1VO1 W
Name Mazz(es)

Peak
Comment "none”  Annotation =
sampla Indax 1
sazpla standard 2
concentration 1 0o ng/mu
calculated conc B/A
acg pate 2/16/2013 4504
acq Time 7 06 27 oW
modified » 4004,
Proc  Algorithm Specify Parametars Mg IIr
moise Percentage [
Base sud window 1 o0 min
7aak split pactor 2 Se¥;
moport Largest peax  mo
min pesk ueight 2000 00 Cps
Win besk wiaih © oo mec A8t
sncothing width a points -3
nT window o0 sac
ctod xT 322 min 2504
©se malative v
mt Type valiay 20e4:
matention Tima ERE) ain
a 421804 43¢ counts
waight « 7404004 1504
EL:xg'l'. Tima 2 %8 :E
and Tima 357 ma
10e4
soao:

Comment
sampla 1ndex 1
sampla Type standara
concentratian 2 00 ng/mu So00
calculated cooc 133 ng/me
acq Date 2/16/3012
acq Time 706 27 ™ 4500
modified uo
proc uganzm specuy Paracters  wg IIr 4000.
woise percesta
masa sud %0 ma
Paak :pllt. 2 3500:
raport 13 %o
nin’ beak me coo o0 cpm
Win  peak width ooo sac 2000:
Smoocthing width 3 points 3
xr_ window 100 d
xxpacted nr 28 min Z 2500
usa melative nr o 5
mt mase 70 masa
satantion rim 28 min A
rea 39721 703 counts
maight 4 614003 cpm 1500
start Tima 2 ¢ min
xnd Tize 310 am
1000:
500

24 25 28 30 32

Sample Name ~1011 AASSG71-105TD C 1 1- Sample ID 11 F ie "AASSO7 1-10-RUN-CO1-VD 1wl
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) *193.000/134.000 Da"

34 35 33 40 42 24 25 28 30 32 34

Sampie Name 11" Sample D "11° Flie "AASS07 1-1G-RUN-DO1VOT W
Peok Name wmlsr lnsu:s) *196.000/134 000 Do

Comment “none”
sampla ndex ——

s3mpla Typa standard 225
concentration 100 ng/mu S0ed
calculated conc ®/A

3/16/2013
acy Time 706 27 M 4504
modif1ed )
Proc  algorithm spacif by pecasskars) oz 40!
moise rarcanta
B3mc cub  wini 100 mn
»aak split vactor 2 154
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec 2064
sacothing width 2 1ints
57 window w0 mee T 4
cted xT 284 min & 25es
©sa malative mr wo i
mt Base 1o nase
matention Time ain Zhey
rea eiea 633 comits
waight 5 oogencs Cps
start Time 254 min =
=:nd Tima 334 mia
1.0e4.
7, 50000

20 22 24 26 28
Iime

30 32 34 35 38
mn

35 38 40 42

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” I77.
Commest none”
sampla 1ndex 2
sampla Type standara
concentration 400 og/me
calculated cone 382 ng/me 13004
acq pata 3/16/2013
acq Tima 713 02 ™ 1.00e¢-
modified
proc Mlgoritea speclfy saramtors wg Tii 50000
moise percentage
®mase sud window 1 oo min
Peak split pactor 2 8000.00:
zaport argest peak %o
win Peak meight s00 00 cps
win peak widtn uon sac —
smoothing width 3 points 5
xr w!.::lm 10 mec 6000.00-
xxpactad 3122 min
usa lﬂlili'ﬂ nT =
5000.00
mt masa 70 masa
=atention Time 3 22 nin
CH 101929 785 counts 4000.00.
naight 1 1204004 cpB
Sligl Time ? 3000.00-
Time 32 nin
2000.00
100000
o.004

Peak Name “Trans-3-Hydroxycotnine” Mass(es) *193.000/134.000 Da"
ment

standara

400  og/m
calculated cooc 330 ng/m
acq Date 2/16/3012 2000
acq Time 713 02
modified uo —
proc uganzm spec“y Parameters mg Iz
moise percestage
masa su %0 ma
paak spm 2 7000
raport 13 %o
nin’ beak me coo o0 cpm
min  peak width oo  mac 6000
szocthing width 3 potats 3
xr_ window w0 sac d
xxpacted nr 25 mn P
usa melative nr o 5
mt mase 70 masa 4000
satantion rim 28 min
rea 783¢4 114 counts
maight 3 36a:001 cpm 3000
start Tima 2¢ min
xnd Tize 313 am

2000

Sampie Name -1 012 AASS071-105TDD 1 1- Sampie ID 12 F le "AASS071-10-RUN-CO1-VD 1wl
Massies 000/80.000 Ds”

24 25 28 30 32 34

Sample Name ~1012AASSG71-105TDD 1 1- Sample ID 12° F ie "AASSO71-10-RUN-CO1-VD 1wl

Sampie Name +1012 AASS07 1-10STDD 11°_Sample D ~12  Flie "AAS907 1-1-RUN-DO1VO1 W
Name Mazz(es)

Peak
Comment "one”  Annotaton =
sazple Index 12
sampla standard 1
concantration 100 ng/mL 45es.
calculated conc W/
acq pate 3/16/2013
acq Time 713 02 o
modified L]
Proc Algorithm Spacify Parameters g IIT
solsa rercentage wo EE
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo 20e4.
min  peak HGIEX:L 2000 00 Cps
win poak widfh coe sec
smocothi width 2 ints
e § 2
ctod xT 322 min f
©se malative v o
2084
mt Type valiey
matention Time 2 22 ain
a 414313 309 counts
1504
waight 4 as0s004
ELIlg'I'. Tima 2 %8 :E
ama Tim 15 min
1,084
50000
35 32 40 42 Za 25 28 30 12 34

Sampie Name 11" Sample D "12 Flie "AAS907 I-10-RUN-DO1VOT W
Peok Name mm-mlsr lnsu:s) *196.000/134 000 Da”

Comment “none”
sampla ndex _—_

sampla Type standard 285
concantraticn 100  ng/m. o~
calculated conc WA
3/16/2023
acq Time 7132 02
wodt f1ed 50
Froc. Alguritim epacily rarmters w7z
moisa Parcanta Ao
mame sub  win 100 mn
7aak split pactor 2
maport Largest peak  ma 1504
win peak Weight 2000 00 cps
min peak width ©oo mec
sacothing width 3 points -
w7 window 10 sac 4
cted xT 284 min s
vse malative wr WO i 2504
mt s388 70 maze
ratontion Tima ain 20e4
easeve 306 Comits
Raight 5 030004 Cps
start Time 25 min Ase4
amd Tima 336 min
10e4
50000

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1 013 AAS3071-10 STD E 1
Peak Name “Cotinine” Mass(es) *177.000/80.
Anncestion ™

Sampie Name -1 013 AASS07 -0 STDE 11
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) '|91W1mu-’
ment

sampla 1ndex 13
sampla T standara
conceatration 100 ng/m
calculated cooc 9 47  ng/m
acq Data 2/16/3012
acq Tima 719 37 ™
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
Exvindcn 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt vallay
zotantion Time 322
253707 003 counts

soight 2 ngeone con
start Time 2 %

Bt 333 mmn

Sampie Name -1 013 AASSO71-10STDE 1 1°_Sampie ID -13°  Flle "AASS071-10-RUN-COT-VD 1w
Name Mazz(es)

24 26 28 30 32 34

Flie "AAS907 1-10-RUN-DD1-VO 1 W T

Peak:

Comment "none”  Annotation =
sampla ndex 13
sampla standard
concantration 100 ng/mu SDed
calculated conc  W/A
acq pate 3/16/2013
acq Time 712 37 o 4ses
modified L]
Proc Algorithm Spacify Parameters g IIT 40e4-
moisa Parcantage B0
Base sud window 1 o0 min
7aak split pactor 2 EE
moport Largest peax  mo
min  peak HGIEX:L 2000 00 Cps
win peak width © oo mec 30ms-
smoothing width a points 3
nT window o0 sac
=xpectod xr 3122 mn f 25es
©se malative v o
mt Type valiey 2004
matention Time 2 22 ain

a 448247 424 counts
waight « 2064004
ELIlg'I'. Tima 2 94 :E L
and Tima 352 ma

1004
o000
35 38 40 42 24 25 28 30 12 34

Sampie Name AASSGTI-10STDE 1 1° Sampie ID 13- Flle "AASS071-10-RUN-COT-VD1wir
Peak Name mm-—mlsr Mass(es) “196.000/134 000 Da*

Comment “none”
sampla ndex —

sampla Type Typa standard 284
concentrats ag/an concentration 1o0e  ng/mu
calculated cooc ng/az calculated conc w/A
acq Date 3/16/2013 S04
acq Time 71937 acy Time 71337
modified no modi f1ad ®0 45ed
proc uganzm specuy Parazctars Proc  algorithm spacif 4 parametars W IIr
woise percesta moise rarcanta
mase sud %0 ma B3 sub  wini 100 mn 4De4:
Paak :pllt. 2 »aak split vactor 2
maport 3 %o maport Largest paak w0 2504
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ©oc mec
smocthing width 3 points sacothing width 1ints
xr -L:aa% 00 [T 5 T win ou 300 H a2 8 aoe
xxpacted nv 2 8¢ min z cted xr 284 min s
usa melative nr o 5 osa ralative nr wo 254
mt Type valla mt vallm
zatantion rime 2 .Z nin matention Time 2 |¥ min 20e4
araa 207335 473 counts 472478 373 counts
maight 2 440:004 cpm waight 5 3004004 CpB
start Tima 23 min start Time 257 min 1504
xnd Tize 312 am =:nd Tima 33 mia

1004

5000

30 32 34 35 38 20 22 24 26 28 10
oo DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

CAARSSITEIDSTOF 1T Bargie 1 Fie “AASIGT1-10-RUN-COT-VOTWIT Gampie Name 1018 AASS07 -0 GTD F 11°_Sample 1D -6 Fie "AASS07 1-10-RUN-D01-VOTwIT
Peak Name “Cotinine” Mass(es) *177.000/80 Feak Name Mazs(es)
Comment "none” Comment "none”  Annotation =
sanpla 1ndex 4 sampla ndex 14
sanpla T standara 221 sampla Type standard ]
coaceatration 25 0 /m concentration 1 00 ng/mL
calculated cone 3o mm 6.5e4: calculated conc W/ g ASet
acq Date 9/16/2012 acg pate 2/16/2013
acq Time 726 12 " 6.00¢. acq Time 72612 m
40es.
modified 5.5e4- modified L -]
proc Algorithm specuy Paramcters mQ IIr Froc  algorithm qmc:'y parametars  mg IIT
moise percentage 5004 moise Percentage 3564
mase sud window 1 oo min . Base sud window 1 o0 min
Peak split pactor 2 Peak spiit pactor 2
maport iargest peak  wo 4.504 meport rargest paak w0 20e4.
Nin  peak walght 500 0O cps win  peak HGIEEL 2000 0O cps
win poax widtn ooo mac 4004 min peak widEh oo mec
smoothing width 3 potnts 8 smoothing width a points 3
xr w!.::lm 100  mec 2508 nT wincow 0 mec 2504
xxpacted 322 mn ctod xr 322 min
oo Belative wr ) use malative mr
f — f 2084
mt vallay mt Type B3se TO mase
=matention Time 3 nin 2504 matention Time 222 min
@3 €26650 799 counts a 417106 951 counts 1504
Raight & 63ai008 cpm waight 4 4704004
Stig! Ting 2 9 ? 2008 EL:xg'l'. Tima 2 %8 mln
d Time 322 mmn and Tima 37 ma
1.504: 1.0e4.
1.0e4-
o000
5000.0
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42
oio
Gampie Name 1014 AASS071-10 GTD F 1 1°_ Gampie ID 14" e "AASS071-10-RUN-COT-VOT W Sampie Name 1018 AASS07 10 STD F 117 Somple 10 - 14° File "AASS07 1-1C-RUNDO1-V0TWIT
Peak Name “Tranz-3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da" Feok Name "d3-rans-3-HydroxycollS]  Mass(es) “196.000/134 000 Da®
ment Comment “none”
sanple 1ndex sampla ndex 14
sanpla Type 285 sampla Type standard 282
conceatra £.5ee. concentration 100 ng/mu
calculated conc calculated conc ®/A
acqg Date 3/16/2013 4ses
acq Time 726 12 ™ 5.0t acq Tima 726 12 M
modified L modified 0
proc ug:nm: specuy Parazeters Mg IIr 4504 Proc Algorithm spacif y parametars  mg IIr AN,
woime perconta moisa Parcanta
mase sud ) 54: =min Base sudb  wini X oo min
PR3k spm z 4.0e4: Peak split vwactor 2 35e4
raport 13 %o maport Largest Paak w0
nin rnx u Goo oo cpm 2,508 min peak Height 2000 06 Cps
min  peak width oo  mac min peak width ° oo mec 184
smoothing width potats B sacothing width 3 points 3
xT window 00 " 3.0e4- nT window 00 sac =
xxpacted nr 25 mn z cted xr 284 min & 235ed
usa malative nr o osa malative v "
i i
mt Typa vallay t Typ s388 70 maze 2004
=etention rime 2 o5 n motention Time ain
araa 207493 217  counts 2.0e4: rea Anuza nz counts
Raight 5 530:004 CpB Raight 4 secice cps 1504
start Tise 232 min 1.504: start Tima 255 min
xnd Time 330 nin a=d Tima 2 25 min
104
1.0e4-
5000.0 S
20 22 24 25 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Sampic Name ~1015 AASS071-10STD G 11°_Sampie ID -15° Fle “AASS071-10-RUN-D01-VD 1 wirr-
Peak Name “Cotinine® Mass(es) *177.000/80.000 Ds”
Comment "none”  Annctation ™
sampla 1ndex i)
sampla T standara 1
conceatration s0 o og/me
calculated cooc s2 3 ng/me e
acq Data 2/16/3012
acq Tima 732 40 7@ e
modified uo 125
rroc Algoritim specify varamsters g iz
moise percemtage 1.%e5
B3ase sub window 300 min
Peak split sactor 2 1.0e5
roport argest pesk O
Win Peak keight 500 o0 cpa .00
win poak width ooo sac
szocthing width 3 potnts B oo
T window 00 sac N
RXpaCctar 332 mn
ee matative & uo i 700k
mt vallay 6.0e4.
zotantion Time 321 min
@3 1319504 206 counts 5.004
soight 1 aageons com
start Time 2 95 4.0e4:
d Time 3e3 min
2004
2004
1.0e¢-

Sampie Name +1015 AASS07 1-10STD G 1 I _Sampie D -15° F le "AASS071-10-RUN-DO1VD1wir
Name Mazz(es)

Feak
Comment "one”  Annotaton =
sazple Index 13
sample standara
concentration 100 ng/m.
calculated conc W/
acq pate 3/16/2022
acq Time 732 48 o e
wodt t1ca %0
Proc  Algorithm Specify Parametars Mg IIT 4804
solsa rercentage wo
Base sub window 100 @min
7eak split sactor 2 EE
meport Largest peak o
win poik ueight 3000 00 cps
win poak widfh oo mec 30e¢
sacothing width 2 points 3
w7 window 100 sec
ctod xr 322 min f 2504
use nalative mr
mt Type B3se TO Base 2084
natention Tima 322 ma
a 436133 €57 counts
waight 4 8204004 1504
start Tima 293 mla
ama Tim 317 amin
1.0e4.
50000

Sampie Name -1 015 AAS9071-10 51D G 1 1
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) *193.000/134.000 Da"
ment

sanple Type

concentrats 1.20e5

calculated conc

acqg Date

acq 7ime 732 40 "X 1.40es:

modified uo 1.00e5-

proc ug:nm: specuy Paramcters mg IIr

woime perconta

mase sud %0 ma 5.00e4

Pk :pllt. 2

maport 3 %o

MaT ek coo oo cpa o=t

nin  paak width o co sac

smocthing width 3 potats g Tooes

*T window 100 4

xxpacted 28 min z

usa melative nr o 5 S0

mt Typa vallg 5.00e4

=etention rime x nin

Area IHTIILD €62 counts

sa1ght 1 2304005 Ccpm 4.00e4-

start Time 2 40 min

xnd Time 323 nin 3.00e4-
2.00e4
1.00e¢

Sampke ID 15" Fie "AAS907 1-10-RUN-D01-VO 1w

284

24 26 28 30 32 34 35 33 40 42

24 25 28 30 32 34

Sampie Name 110STDG 1 1° Sample D 15 F le "AASS071-10-RUN-DOT-VOT.wr
Peak Name mm-—mlsr Mazs(es) “196.000/134 000 Da”

Comment “none”
sampla ndex o

Type standard 284
concantraticn 100 ng/mu
calculated canc B/A
3/16/2013 St
acq Time 73 ™
wodt f1ed %0 ASek
Froc. Alguritim epacily rarmters w7z
moisa Parcanta ADet
mame sub  win 100 mn
7aak split pactor 2
maport Largest Paak w0 25e4.
win peak Weight 2000 00 cps
min peak width ©oo mec
sacothing width ints 3084
57 window w0 mee T 4
cted xT 284 min s
oUsa malative mr "o i 2584
mt Ty vallay
ratention Time 284 mn 2004
rea 452205 178 counts
Raight 5 2704004 CpB
start Time 235 min 1504
amd Tima 312 o
1004
smoa0.

20 22 24 26 28
Iime

30 32 34 35 38
mn

35 38 40 42

20 22 24 26 28 10
Iime oo

32 34

35 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 015 AASS071-10STDH 1 1-Sampie ID ~16° F le "AASS071-10-RUN-CO1-VD 1wl
Peak Name “Cotinine” Mass(es) *177.000/80.000 Da”
Anncestion ™

sampla 1ndex 16
sampla Type standara
conceatration 75 0 og/mu
calculated cooc 74 3 ng/me 2.0e5:
acq Data 2/16/2012
acq Tima 7129 23 7@
1.8e5
wodified
rroc Algoritim specify varamsters g iz
moise percentage 1565
B3ase sub window 300 min
Peak split sactor 2
®aport iargest peak o 1.4e5.
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 points g 1=
xr nx.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6 1.0es-
mt vallay
=atention Time 222 min 8.0e4-
@3 1923781 233 counts
soight 2 03as00s cpm
Ztatt Tine 2 =n 6.00¢-
d Time 33 mmn
4004
2004
og

Sample Name ~1016AASS071-105TDH 1 1- Sample ID ~16° F ie "AASSO71-10-RUN-CO1-VD 1wl
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) *193.000/134.000 Da"
ment

sampla Type 284
concentratt
calculated cooc
acq Date 2825
acq Time 739 2
modified L 1.6e5-
proc ug:nm: specuy Parazeters Mg IIr
woise percesta
mase sud ) 54: =min 1.4e5-
pazk :pllt. 2
=aport Ll o
nin rnx u coo o0 cpm 1285
nin  paak width o co sac
szocthing width 3 points 3
T window w0 mac 3 e
xxpacted 28 min !
usa melative nr o 5
mt npe valla 8.004-
=etention rime 2 lx nin
ra3 1638638 271 counts
maight 1 9104005 cpm 6.00¢
start Time 2 40 min
xnd Time 3 4 nin
4004
2.0e4:

24 26 28 30 32 34 35 33 40 42

Sampie Name +1016 AASS07 1-10STDH 11°_Sample D 16" Flie "AAS907 1-1 -RUN-DO1VO1 W
Name Mazz(es)

Comment “none”
sampla ndex ST

20 22 24 26 28
Iime

30 32 34 35 38
mn

Feak
Comment "one”  Annotaton =
sazple Index 16
sample standara 3
concentration 100 ng/m.
calculated conc W/ 58t
acq pate 3/16/2022
acq Time 733 23 oM =
wodt t1ca %0
Froc Algorithm SpAcify Paramatars  WQ IIT disi
solsa rercentage wo
Base sub window 100 @min
7eak split sactor 2
meport Largest peak o 5o,
win poik ueight 3000 00 cps
win poak widfh coe sec ik
sacothing width 2 points 3
w7 window 100 sec
ctod xr 322 min
use malative r 5o f 250
mt Type valiey 2864
nratention Tima 222 min
a 4z6344 €76 counts
waight « 3864004
Gtaft Tize ain L
ama Tim 160 min
1084
50000

Sampie Name 11" Sampie D "16°
Peok Name wmlsr lnsu:s) *196.000/134 000 Da”

s3mpla Typa standard 284
concentration 1o0e  ng/mu
calculated conc w/A
3/16/2013
acy Time 73323 m Shey
modif1ed ) aSet
Proc  algorithm spacif oy parametars  wg II
moise rarcanta
B3mc cub  wini 100 mn Py
»aak split vactor 2
maport Largest paak w0
min peak Weight 2000 00 Cps 1ses
min peak width ©oc mec
sacothing width 2 1ints
57 window w0 mee T B a0e
cted xT 284 min s
©sa malative mr wo i
Base 10 nase
matention Tima nin
aasizn 436 comnts =
waight 5 4304004 Cp3
start Time 255 min 15e4.
=:nd Tima 335 mia
1004
sm0.0

24 25 28 30 32 34 35 38 40 42

Flie "AAS507 1-1-RUN-D0 1-VO1.W T

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

017 AASS071-10 51D 1 1
Mass(es) *177.000/80.

sampla 1ndex 17
sampla T standara
conceatration %0 0 ng/mL
calculated cooc 95 2 ng/mw
acq Data 2/16/2012
acq Tima 7 43 20 7
wodified
proc Algorithm sSpecify Parameters  wQ III
moise percentag 1]
B3ase sub window 100 mn
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xT window 10 sac
xxpactad xr 332 mn
usa ralative mr 6
mt Typa mase 70 mase
zotantion Time 322 mn

@3 230e58% 213 counts

saight 2 5204005 cpm
Stase Tise e wn

a Time 298 min

Sampic Name -1017 AASS071-10 51D 11 1

acq oata
acq Tima

modified no
proc Algorittm specify paraseters
uolse perceatage =0

g II1

mase sud 100 wmin
seak split z
=aport Largar w0

Min  Peak .

nin  paak width o co sac
szocthing width 3 potats
xT window 00 Bax
xxpacted v 2 5 nin
usa malative nr -]

mt Typa vallar

=etention rime 2 BZ nin

ra3 1534572 310 counts
Raight 1 7304005 cps
start Time 2 4 min
xnd Time 330 nin

Sample 10

Intensity. cps

3 S17° Flle "AASS071-10-RUN-001-VD1 wer
Peak Name “Trans-3-Hydroxycotnine” Mazs(es) *193.000/134.000 Da”
ment

htensty, s

Sample ID -17° File "AASS071-10-RUN-001-VD1
Do

i §

2.0e5-

1.6e5-

1.0e5:

8.0e4.

6.004:

4.0e4-

2.0e4.

Sampie Name 1017 AASSOT 110 STD 111" Sampie 1D “17°
Peak Name Mass(es)
Comment "ne”  Annotation =
sampla ndex 17
B = standard
concantration 100 ng/mL
calculated conc W/
acq pate 3/16/2013
acq Time 7 45 5a oW
modified L]
Proc Algorithm Spacify Parameters g IIT
moisa Parcantage B0
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo
win  peak HGIEEL 2000 0O cps
win poak widfh oo mec
smoothing width a points 3
nT window o0 sac
ctod xT 322 min f
©se malative v
mt B3se TO Base
matention Time 22 min
reaa 440024 961 counts
waight « 7764004
Start Time 297 mln
ama T 162 min

24 26 28 30 32 34 35 33 40 42

Nawe

Comment
sampla ndex
285 &pla Type
concentratiom
calculated canc

acy Time

modif1ed
Proc  algorithm
moise rarcanta
B3mc cub  wini
raak split

min peak Height
min peak width

20 22 24 26 28 30 32 34 35 38
Iime mn

437726 300
5 3004004 CpS

+10sTD

w/A
3/16/2013
o o
®0
Specify parametars  wg IIr
e

100 min

vacter 2
maport Largest Paak w0

2000 00 cps
© oo

sec
3 points
0 sac
284 min
)

B3se TO Rase
2 85

255 min

hensly, s

Pf o FE BB 8

Fle "AASS071-10-RUN-D01-VD 1 wifT-

HEREEEEN

Sampie’ 1017 AASSGT 111" SampielD "17- Fle "AAS07!
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) 196.000/134 000 Da”
Annotation

i

B

3032 34 38

38 40 42

285

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1 018 AAS3071-10 5TD J 1
Peak Name “Cotinine” Mass(es)

Sampie ID 18" Fie "AAS3071-10-RUN-0D1-VO 1 Wi
Do

24 26 28 30 32 34 35

33 40 a2

20 22 24 26 28 30 32 34 36 38
Iime mn

Sampie Name -1 018 AASSG71-105TD J 1 1~
Name

Samele ID "1

77.000/80. Peak Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex 18 sampla Indax 18
sampla T standara = standard
concentration 100 og/mL 2.4e5: concantration 100 ng/mu 4sed.
calculated cooc I calculated conc B/A
acq Data 2/1¢/2012 e, acg pate 3/16/2012
acq Tima 752 22 7 acq Time 75231 m a
wodified 2.0e5 modt 21ed %0
proc Algorithm sSpecify Parameters  wQ III Proc  algorithm Spacify parametars mg IIr
moise percentag 50 e soise Parcantaga () EE
B3ase sub window 100 mn ¥ Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2
roport argest pesk O 1.6e5 mGpoTt Largest paax  wo 3pes
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac min peak widEh oc  mec
sSzoothing width a points 5 1.4e5: sncothing width a points §
xT window 10 sac rT window 100 mac azey
xxpactad xr 3122 min f 1205 cted wr 3122 mn f
usa ralative mr 6 Usa malative mr
2064
mt vallay 1.0es- mt Typa 8386 TO Base
zotantion Time 323 mn matention Tima 321 min
@3 224707¢ 431 counts 8.004 a 410827 192 counts 1504
soight 2 aigeous com waight 4 4120004
start Time 23 min start rime 295 mia
d Time 320 min 6.004 amd Tima 16 mia
10e4-
4004
5000
2.0e4:
oa

File "AASS07 +-10-RUN-DO VO 1w

24 25 28 30 32 34 35 38 40 42
i

Sampie Name ~1018 AASS071-10 51D J11°_ Sampie ID 18" _Fie "AASS071-10-RUN-001-VD1 Wi Sampie Name +1 018 AASS071-108TDJ 1 I*_ Sample ID ~18° Flle "AASS07 -I0-RUN-DO VD1 w e
Peak Name “Tranz-3-Hydroxycotine”  Mazs(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”
Comment "none”  Annotation =
sampla 1ndex sampla ndax 18
sampla Type 285 s3mpla Typa standard 288
concentra ng/mL concentration 1o0e  ng/mu
calculated coac ng/m calculated conc B/A —
acq Date 2065 3/16/2013
acq Time 735233 m acy Time 75231 m
45e4:
modified uo 1805 modif1ed %
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woime percontage =0 moisa Parcanta o Aoy,
masa sud 100 ma 1.5e5- B3mc cub  wini 100 mn
Paak split 2 »aak split vactor 2
zaport Large o moport Largest peax w0 ases
win peak & coo o0 cpm 1.4e5 min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ©oc mec
smocthing width 3 points sacothing width 2 1ints A4
T -L:aa% 100 sec 5 1205 T -mm:;g' 30 sac 5 5
xxpacted nv 2 8¢ min z cted xr 284 min s
usa melative nr o 5 1.0e5 ©sa melative v o i 25e4
mt mase 70 masa B3se TO Rase
atantion rim 285 min 8.004 ratontion Tima 285 min 20e4
rea 1923033 €72 counts rea 440030 830 counts
maight 2 1394005 cpm waight 5 0704004 Cp L
start Tima 230 min 6.00¢ start Time 25 min
xnd Tize 33 am =:nd Tima 328 min
4004 1004,
2004 5000

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

sampla 1ndex 19

sampla mlank

concentration o 00  ng/mL
calculatod cooc /n o]
acq Data 2/1¢/2012

acq Tima 7 59 03 P 2204
modified o 2004

Intensity. cps
g

B 6.8 8

Sampie Name -1 019 AASS071-10 CONTROL_BLANK 1°  Sampie ID 15 Fie "AASS07 1-10-RUN-D01-V01 wir
ame “Cotinine” Massi Do

‘Sampie Name *1 msml—mmw T Gampie ID 13" Fle "AASS071-10-RUN-DOT-VO1 Wi

24 25 28 30

Sampie Name -1 013 AASS07 1-10 CONTROL_BLANK
Peak Name “Trans-3-Hydroxycotnine” Mass(es) --smmn
Comment "none” Anmctation ™

sampla 1ndex 19

1la Type alank
concentration © o0  ng/m
calculated cooc »
acq Date 2/16/3012
acq Time 7359 03 7
modified w0

htensty, ps.

Sampie ID 15" Fle "AAS307 1-10-RUN-D01-VD1 wi
34.000 Da"

Feak Name
Comment one- Annatatin =
sampla Indax 12
sample Typa nlank
concantration 100  ng/mu 1600
calculated conc B/A
acg pate 2/16/2012 1500.
acq Time 753 03 o
1400
mods 21ed =0
1300
1200
1100
1000
$
f 800
700
500
s
2m.
300
2m
100
36 38 40 42 24 26 28 30 32 34 136

CONTROL_ELANK 1~ Sampie ID ~15 F Ie "AASS071-10-RUN-001-VD
IS; Mass(es) “196.000/134 00O

Comment “none”
sampla ndex 12
la nlank

20 22 24 25

28
Ime mp

concantration 100 ng/mu
calculated conc w/A
3/16/2013 1000
acq Time 7 5
modt f1cd ®0 £
8m0.
7m0
s00.
&
i sm.
400
300,
200
100
12 34 35 38 20 22 24 26 28 30 32

Time min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 020 AASS07 1 uosn‘sdumuﬂsumm\mnqnmn!

Sample © 20° Flie "AAS9071-10-RUN-ODT:

Sampie Name 1 020 AASS071-10 0511154000015 0001 NiAF1 DSy OORPL-1 T Sampie ID -20° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotinine” Massies) Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 20 sampla Indax 20
sampla Type unknown sampla tnknown
concentration /A 3465 concantration 100 ng/mu 4Des.
calculated conc 166 ng/nz calculated conc B/A
acq Data 2/16/3012 3205 acg pate 3/16/2013
acq Time 5 05 44 X acq Time o 05 44 Pm
3.0e5 EE
modified o modified L]
Proc Algorittm specify saramters  wQ I 285 Proc Algorithm SpAcify Parametars Mg IIz
moise percentage 2665 moisa Parcantage B0
mase sud window 1 oo min Base sud window 1 o0 min
Peak split pactor 2 2.4e5- Peak spiit pactor 2
maport iargest peak  wo meport rargest paak w0
Nin  peak walght 500 0O . 22e5. ®in peak weight 2000 0O
win peak widtn 020 sac Win besk wiaih G oo e e
smoothing width 3 potnts 8 2.0e5- smoothing width 3 points -3
=T ILNM 00 sac nT window o0 sac
xxpactad 3122 min f 185 =xpected xr 3122 mn f 20e
usa na);uw nT = ©se malative v o
1.6e5-
mt Typa nasa 70 mase 1,485 mt Typa valiey
wotention Time 3223 min matention Tima 321 min 1504
a3 3338588 344  counts 1225, area 355794 OBs  counts
Raight 3 4704005 cps waight 3 2904004
Stase Tise 3% mn 1.0e5: tart rime 30 mim
d Time 40z mm . amd Tima 3158 mia 1004
6.0e4:
4004 50000
2004 51
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 020 AASS071-10 0111540000115 0001 NVA P1 Day CONFL-1 1° Sompie D 20" Flle "AASS07I-1GRUND0T-V... | ] Sampie Name -1 020 AASS07 1-10 0511155000011 0001 NIA P1 Doy O Ch PL-11-_ Sampie 1D 20" Fle “AASS07 -1O-RUNGOTV...
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
"none”  Annotation Comment “none” -~
20 sampla ndax 20
unknown 285 umknawn 288
/A concantration 100 ng/mu
€ s ng/me 1.10e5. calculated conc w/A 454
acq Date 9/1¢/2012 acy pate 3/16/2013
acq Time 5 05 46 ™M acq Tima 8 05 44 Pm
1.00es 4Ded.
modified L modified 0
proc ug:nm: specuy Parazeters Mg IIr 5.0084. Proc Algorithm spacif y parametars  mg IIr
woise percesta moise rarcanta 258
mase sud ) 54: =min Base sudb  wini X oo min
Tk gaLiE ] 2 8.00e<. »aak split vactor 2
raport 13 %o maport Largest Paak w0
nin rnx u Goo oo cpm min peak Height 2000 06 Cps 304
min  peak width oo  mac 7.00e4- min peak width ° oo mec
smoothing width 3 potats sacothing width 3 points 3
T window 100 sac  6.0004 T Window 30 sac ¥} 2ces
xxpacted mr 28 min & =xpected xr 284 min &
usa malative nr o osa malative v "
5.00e4 i 2004
mt e val \ay mt Typ w2 To zase
=etention rime L] nin motention Time ain
rea 1033140 546 coumts 4.00e%. area 295792 396, comnts
=aight 1 13@4005 CpB maight 4 cocsncs CpB 1504
start Time 2 s0 min 3.00es. start rima 2 57 ain
xnd Time 3 nin - a=d Tima 2 30 min
1004
2.00e<.
1.00e4. Sy
o.00 oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 021 AASS07 1 Dosn‘sducnuniumm\m Day 60nFL Flie "AAS3071-10-RUN-001-

Sampie Name +1 021 AASS071-10 0511530000116 0001 NIA 1 D3y 6 R PL-1 - Sampie ID 21" Fle "AASS071-10-RUN-COT-V.
Peak Name “Cotirine” Massies) Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 2 sampla Indax 2
sampla Type unknown 1 sampla onknown 1
conceatration u/A concantration 100 ng/mu
calculated cooc 307 ng/nL 6.505 calculated conc /A P
acq Data 2/16/2012 acg pate 2/16/2012
acq Tima 2 12 20 7 o acq Time 212 20
wodified o wodt 1cd 5o ey
proc Algorithm specuy Paramcters mQ IIr 5.5e5: Proc  Algorithm Spacify parametars Mg IIT
moise percemtage soise Parcantaga ()
B3ase sub window 300 min 5.0e5 Bage sub window 100 mn 2004,
Peak split sactor 2 »aak split pactor 2
roport argest pesk O e meport Largest paak  ma
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac s min peak widEh © oo mec 2584
szocthing width 3 potnts 8 4 smcothing width 3 points 3
Exvindcn 10 sac rT window 100 mac
xxpactad 332 mn 3.5e5 mxpected T 322 mia
Tus malativa mr 6 Usa malative mr ® 20e4!
3.0e5
mt Typa mase 70 mase mt Typa 8386 TO Base
zetantion Time 322 mn 2505 matention Tima 32 min 2554
@3 cc1z639 211 counts araa 379733 798 counts
= +005 4 o4ss0
e 2085 R rima “3e ain
d Time 401 mm amd Tima 180 mia 1084
1.5¢5
1.0e5
50000
5.0es:
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Gample Name -1 021 AAS9071-10 051 11540000116 0001 NVA P1 Day 60N FL-1 1° Sample D -21° Flie "AASS071-10-RUN-O0T-V... | ] Sampie Name -1 021 AASSG71-10 0511154000116 0001 N/A P1 Dy 6 ORPL-1 T Sampie ID -21° Fle "AASS07 -IC-RUNDOT-V_.
obrine” Mazs{es) *133.000/134.000 Do’ Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 21
283 umknown 284
1.3e5 concentration 100  ng/mu S0ed
ng/nw calculated conc ®/A
acq Date 9/1¢/2012 1.205 acy pate 3/16/2013
acq Time 212 20 7 acy Time 812 20 4sed.
modified "o tes: wodt f1ed 50
proc ug:nm: specuy Parameters mg Iz Proc  algorithm spacif by pecasskars) oz 40!
woise percesta 1.0e5 moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn
Paak spm 2 9.004 »aak split vactor 2 154
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
min peak width ooo  sac 8.0es. min peak width o oo sec 30e4
smoothing width 3 potats B sacothing width 2 potnta 3
xr_ window w0 sac ? 7.0 rT window 30 sac 4
xxpacted nv 2 8¢ min z cted xr 284 min & 25es
usa melative nr o 5 6.0et- osa ralative nr wo i
mt Type valla mt Base 1o nase
zatention Time 2 -¥ nin 5.0e4. matention Time 2 min Zhey
rea 1313689 433 counts araa axiser oa3  comnts
maight 1 3cQs00s cpm 4004 waight 4 7m0e004  Cpm A
start Tima 230 min start Time 25 min
xnd Tize 31 am 2000, =:nd Tima 3 mia
1004
2004
o 5000
ogd ool
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 022 AASS07 1 uosn‘sdumun!mm\mnqnmn!

Sample © 22°  Flie "AASS071-10-RUN-ODT:

Sampie Name ~1 022 AASS071-10 0111540000113 0002 NIA F1 D3y GO PL-1 T° Gampie 10 22 F 1€ "AASS07 10 RUNDOT-V.

Peak Name “Catinine” Mass(es) Feak Name Mazs(es)

Comment "none”  Annctation ™ Comment "nene”  Annotation
sampla 1ndox 22 sazple Index 22
sanpla T known 3. sampla tmknown 3
concentration /A concantration 100 ng/mu 4Des:
calculatod cooc 12 ng/m calculated conc W/
acq Date 9/1¢/2002 s acqg pate 3/16/2013
acq Time 5 10 56 X & acq Time 2 18 56 oM
modified o modified L]
proc Algorithm specuy Paramctors mQ IIr 3065 Proc  Algorithm Specify Parameters  mg IIr
moise percentage . moisa Parcantage B0
mase sud window 1 oo min Base sud window 1 o0 min Ay,
Peak split pactor 2 Peak spiit pactor 2
®oport Largest peak O T moport Largest Peak o
win Peak meight 500 0o cpa ®in peak HGIEX:L 2000 00 Cps 2504
win poak widtn ooo sec win poak widfh © oo mec
smoothing width 3 potnts 8 smoothing width a points 3
=T IY.NM 00 sac nT window o0 sac
xxpactad 322 min 2005 =xpected xr 3122 mn 2084
usa lﬂlillw nT = ©se malative v o
mt vailay mt Type vallay
=atantion Time 322 min 1.5e5 matention Tima 222 mn 1504

@3 I5eT6CO3 220 counts araa 346003 017 counts
saight 3 Beaso0s cps waight 3 sos0ce
Sl’.igl Ting 29 ﬁn E!.Igl'. Tima :E

d Time 37 min e and Tima 350 mia 1004

5.0e4: 50000
352367
ool
Za 26 28 30 32 34 36 38 40 42 Za 25 28 30 32 34 36 38 40 42|

Gample Name -1 022 AASS071-10 0511154000015 0004 NVA P1 Day CONFL-1 1° Sompie D 2 Flle "AASS07I-1GRUND0TV... | ] Sampie Name -1 022 AASS07 1-10 05111540000 115 0008 NIA P1 DSy OOR PL-1 1+ Sampie 1D 22 Fle "AASS07 - O-RUNGOT-V_..
3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da Feok Name "d3-rans-3-HydroxycolS]”  Mass(es) “196.000/134 000 Da”
Comment “none” =
sampla ndex 22
234 &pla Type omknawn 28
1.3e5 concentration 1 oo ng/mL
ng/me - calculated canc ®/A
3/16/2013 450t
1.2e5. acq Time 212 56
modified no 1.4e5 mod! f1cd ) 4Des-
proc ug:nm: specuy Parazeters Mg IIr Proc Algorithm spacif y parametars  mg IIr
woime perconta P moisa Parcanta
mase sud W ) 54: =min - Base sudb  wini X oo min
paak Split 2 »aak split pactor 2 1Sed.
Raport Lar peak %o S.0e4: maport Largest Paak w0
nin coo o0 cps min peak Helight 2000 0c  cps
min  peak width oo  mac 8.0e4: min peak width ° oo mec 30e4:
smoothing width 3 potats B sacothing width 3 points 3
xT window 00 Bsac ?  7.006 T window 300 sac ’
xxpacted nr 25 mn & cted xr 284 min & 25e4
usa malative nr o osa malative v "
i i
mt Typa vallay mt Ty s388 70 maze 2004
zatantion rime 2 s nin 5.0e4- matention Time nain
ra3 1259707 €65 counts araa cn:nn 255 counts
Raight 1 3304005 cps 4004 Raight 4 8204004 cps 1504
start Time 2 45 min start rima 23 ain
xnd Time 3 nin 200t a=d Tima a3 min
E 1084
2082
smao.
1.0e4-
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sanpla 1ndex 23

sampla T known
coaceatration =/A
calculated coac 379 ng/as
acq Date 2/16/3002

acq Time s 25 32 ”x
modified

Froc ‘Alooritin: specily; sacamtary
moise percentage

mase sub window 300 min
peak split wactor 2

maport argest peak o

Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt vallay
zetantion Time 321 min

@3 5523793 856 counts
soight = migeons cpm
start Time 287 min

d Time 39 mn

acqg Date »/1¢/2012
acq 7ime 25 32 7

modified no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

nt TYPQ VI 1a

=etention rime ¥ nin

ra3 1771\7.0 R counts
maight 1 7794005 cpm
start Time 2 45 min
xnd Time 3 46 nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 023 AASS07 1 Dosn‘sducnmzumm\m Day 60nFL

5.5e5

5.0e5:

4.5e5:

4.0e5:

3.5e5:

3.0es

2.5e5:

2.0e5.

1.5e5

1.0e5:

5.0e4:

Sample © 23° Flie "AASS071-10-RUN-ODT:

Sampie Name +1 023 AASS07 1-10 05111540000 120 0004 NIA 1 DIy 6 O PL-1 T Sampie ID "23° ¥ le "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name
Comment "none”  Annotation
sampla Indax 22
221 = onknown
concantration 100  ng/mu
calculated conc B/A
acg pate 2/16/2012
acq Time 2 23 32 1ses
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr
soise Parcantaga () 3064
Bage sub window 100 mn
»aak split pactor 2
meport Largest paak  ma
min  peak HGIEX:L 2000 00 Cps 23524
min peak widEh oc  mec
smcothing width 3 points 3
rT window 100 mac
ctod xT 322 min f 20e4
Usa malative mr
mt Typa 8386 TO Base
matention Tima 222 min 1504
a 333663 403 counts
waight 3 7604004
start rime 301 mia
and Time 164 min et
s000.0

Sample Name ~1 023 AASS71-10 0511150000120 0004 NAP1 Day 60N PL-1 1°  Gample D 23" Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobine”  Mass(es) *193.000/134.000 Da"

1.7e5:
1.5e5:
1.5e5:
1.4e5.
1.3e5:

1.1e5.
1.0e5:
9.0e4:
8.0e4:
7.0e4:
6.0e4:
5.0e4-
4.0e4-
3.0e4:
2.0es-
1.0e4:

24 26 28 30 32 34 35 33 40 42

24 25 28 30 32 34 35 38 40 42

‘Sampie Name -1 023 AASS07 1-10 05111540000 120 0004 N/A P1 DIy 6 O PL-1 T Sampie ID -23° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycolIS]”  Mass(es) *16.000/134 000 Da”

Comment “none”
sampla ndex 23

283 umknown 284
concentration 100 ng/mu
calculated conc ®/A 45e4.
2/16/2013
acy Time 82532
modif1ed %0 AL
Proc  algorithm spacif by pecasskars) oz
moise rarcanta
B3 sub  wini 100 mn 3504
»aak split vactor 2
maport Largest paak w0
min peak Weight 2000 00 Cps 2pes
min peak width ©oc mec
sacothing width 1ints
meotnizg - .
cted xT 284 min s
Usa malative wr "o
mt Ty valley 28
matention Tima 204 min
rea 404630 077 counts
Raight PRI — 1504
start Time 25 min
=:nd Tima 312 mia
1004
5000.0

20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 130 32 34 36 38
Iime mn Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sampla 1ndex 24
sampla T known
conceatration /A
calculated cooc 304 ng/aL
acq Data 3/16/2012
acq Tima 232 10 7
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt mase 70 Base
zetantion Time 321 mn

@3 ¢sz2924 333 counts
soight 7 o1ge00s cpm
Ztatt Tine Fallt

d Time 333 mmn

ng/mw
acqg Date 9/1¢/2012

acq 7ime 32 10 7
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

nt Rase TO masa
luu‘mm Time 2 ain

ra3 3058248 7937 counts
maight 3 2404005 cpm
start Time 2 4 min
xnd Time 3= nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 024 AASS07 1 Dosn‘sducnuinumem\m Day GOnFL

7.0e5:
6.5e5
6.0e5.
5.5e5
5.0e5:
4.5e5:
4.0e5:
3.5e5.
3.0e5:
2.5¢5:
2.0e5:
1.5¢5:

1.0e5.

Sampic Name -1 024 AASS071-10 0511150000111 0008 NA P1 Day DONFL-1 1° Sample D 28 Flie "AASS071-10-RUN-O0T-V...
3-Hydroxycobine”  Mass(es) *193.000/134.000 Da"

Sample © ‘24" Flie "AASS071-10-RUN-ODT:

Feak Name
Comment "none”  Annotation
sawple index 24
21 s3zpl onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 2/16/2013
acq Time 832 10 o
modi f1ed

%0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0

Bage sub window 100 mn
»aak split pactor 2

meport iargest paak  mo

min pok uaight

min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa 8386 TO mase
matention Tima 32 min

a 379570 47¢  counts
waight 4 1004004
start rime 292 mia
amd Tima a7 mia

24 26 28 30 32 34 35 33 40 42

Comment “none”
sampla ndex 24

284 saspla Type omknown
concantration 100 ng/mu
calculated conc w/A
2/16/2013
acq Time 832 10
modi f1ad

%
Proc  algorithm spacif By, pezametacs
moise rarcanta

B3mc cub  wini 100 mn
»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

g 11z

min peak width © oo sec
sacothing width 3 ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
mt Ty vallay
motention Time 2 04 ain
reaa 421798 722 counts
Raight 4 3004004 cps
start rima 2 52 ain
a=d Tima 21 min

20 22 24 26 28 30 32 34 35 38
Iime mn

hensly, s

EFEFog§

i

3

i

i

&‘

Sampie Name +1 0% AASS071-10 0511150000111 0008 N/A 1 DIy OORPL-1 T Sampie ID "24° F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

i

1.0e4.

24 25 28

‘Sampie Name -1 024 AASS07 1-10 0511154000011 0008 N/A P1 Day OOR PL-1 T Sampie ID -24"
Peok Name “d3-rans-3-HydrowycolIS]”  Mass(es) 196.000/134 000 Da*

30 32 34 38

38 40 42

Fle "AASS071-10-RUN-GOT-V_.

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndox s
sampla T known
coaceatration =/A
calculated coac 350 ng/nL Sses
acq oata 2/16/2012
acq Tima 5 38 45 e
5.0e5
modified o
proc Algorithm specuy Paramctors mQ IIr 4565
moise percentage .
mase sud window 1 oo min
Peak split pactor 2 4.0es.
maport argest peak o
win Peak meight 500 0o cpa
win poak widtn ooo sec 35es
smoothing width 3 points 5
=T Ilbﬂb‘ 00 sac 2065
xxpacted 222 min .
usa na];uw nT =
i 2505
mt masa 7o masa
matention Time 3 23 nin
a2 5410127 448 counts 2.0e5:
saight = 7sai00s con
start Time
d Time 406 min Ee
1.0e5-
500t
oo

Big e 1.10e5-
acqg Date »/1¢/2012
acq 7ime 238 a5 ™
1.00es:
modified "o
7roc :Algucitim spacify varmmters o a3z
woime perconta S0k
mase sud %0 ma
ok it ] 2 20006
maport Lal o -
nin’ beak me Goo oo cps
Win peak width o sac 7.00e4
smocthing width 3 potats B
xr window w0 4
xxpacted r 23 min e
usa melative nr o
£ i 5.0084
| vallar
atantion rim 2ot am
raa 1214146 305 coumts 4.00e4-
Raight 1 1cas005 cps
start Time 246 min
xnd Tize 318 mm et
20004
1.00e4:
o.00]

Sampie Name -1 025 AASS07 1 uosn‘sdumunzumem\mnqsmn!

‘Sample Name ~1 025 AASSG71-10 05111540000112 0008 NAP1 Day 60N PL-1 1°  Gample D 25" Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycotinine™

Mazz(es) *193.000/134.000 Da"

Sample © 25" Flie "AAS9071-10-RUN-ODT:

Sampie Name 1 025 AASS071-10 0511150000112 0008 NIA 1 DIy 6 ONPL-1 T Sampie ID "25° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla Indax 23
EFe) sampla onknown

concantration 100  ng/mu

calculated conc B/A 20es

acg pate 2/16/2012

acq Time 2 38 45 P 284

modi f1ed w0 2604

Proc  algorithm Spacify parametars mg IIr

moise Percentage [ 24e4

Bage sub window 100 mn

Peak spiit pactor 2 2204

meport Largest paak  ma

Wi posk meignt 3003 oo cps 20e4

min peak widEh ©oe mec

smoothing width a points 3 184

rT window 100 mac

ctod xT 322 min ThS:

Usa malative mr 5

mt Typa 8386 TO mase

matention Tima 224 min 1204

a 272337 €22 counts

maight 2 9704004 bt

start rime 305 mia

and Time 161 min 800
s00.0
4000
200004 2; 277 3B iwam

24 26 28 30 32 34 35 33 40 42

24 25 28 30 32 34 35 38 40 42

Sampie Name -1 025 AASS071-10 0511154000012 0008 N/A 1 DIy 6 O PL-1 T Sampie ID -25° £ le "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycolIS]”  Mass(es) *16.000/134 000 Da”

Comment “none”
sampla ndex 25

284 sampla Type umknawn 288
concantration 100 ng/mn
calculated conc  W/A 32e4.
3/16/2013
acq Time 233 4z Pm 30e4.
modified 0 284
Proc Algorithm spacif y paramatars  mg IIr
®oise Parcanta 260t
Base sudb  wini X oo min
»aak split pactor 2 24e4
maport Largest Paak w0 2204
min peak Height 2000 06 Cps
min peak width ©oo mec 20e4.
sacothing width points 8
T win 30 5 134
cted xT 284 min &
osa malative v " i 15e4-
14e4.
motention Time L ain
270127 €74 counts 1204
Raight 3 2004004 cpB
start rima 2 57 ain e
=d Tima 216 min 80000
s000.0
40000:
2000

20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 36 38
Iime mn Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sanpla 1ndex 2¢

sampla T known
coaceatration =/A
calculated coac 176 ng/nL
acq Date 2/16/3002

acq Time s a3 20 7@
modified

Froc ‘Alooritin: specily; sacamtary
moise percentage

ng/mw
acqg Date 9/1¢/2012

acq 7ime & 43 20 X
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud
pazk :pllt.
maport 3
nin’ beak me
min  peak width oo  mac

o0 win

xxpacted T 28 min
usa melative nr o

mt
atentita
ar

Intensity. cps

mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo mac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt  Typa vallay
=atention Time 321 min

@ 360343¢ OB counts
soight 3 neasous cpm
Ztatt Tine it

a rize 392 min

sSmocthing width 3 potnts
*T window Bac

htensty, s

Sampie Name -1 025 AASS07 1 uosn‘sdumomiumom\mnqnmn!

3.5e5:

3.0e5

2.5¢5:

2.0e5.

Sample © "25° Flie "AAS9071-10-RUN-ODT:

Sampie Name -1 025 AAS307 1-10 0511154000001 0010 NVA P1 Day 0 Oh FL-1 17
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

1.6e5-

1.0e5:

8.0e4:

6.004:

4.0e4-

2.0e4-

24 26 28 30 32 34 35

Tample D 25" Flie "AASS071-10-RUN-D0T-V...

Sampie Name 1 025 AASS07 1-10 0511150000001 0010 NIA 1 DIy OORPL-1 T Sampie ID "25° F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name
Comment "none”  Annotation
sampla Indax 26
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 2/16/2012
acq Time 3 43 20
modt 21ed

w0
Proc  Algorithm Specify parametars Mo IIr
B0

moisa Parcantage

Bage sub window 100 mn
»aak split pactor 2

meport iargest paak  mo

min pek uaight 000 0o cpm

min peak widfh oe  mec
sacothing width 3 points
rT window 0 mec

cted xr 3222 min
©sa malative ry )

mt Type valiey
matention Tima 2 ain

a 359523 204 counts
waight 3 304004
EL:?’I’. Tima 2 %8 :E
and Tima 358 mia

‘Sampie Name -1 025 AASS07 1-10 05111540000001

Comment “none”
sampla ndex 26

omknown
concantration 100 ng/mu
calculated conc w/A

2/16/2013
acq Time 8 45 20 M

modi f1cd

®0
Proc algorithm spacif: 4 parametars  wg II

®oise Parcanta

Base sudb  wini X oo min
7aak split pactor 2

maport Largest Paak w0

min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width 2 1ints
57 window w0 mee T
cted xr 284 min
Usa melative mv "o
mt Typ Base 1o nase
matention Tima nin
11936 930 comnts
waight 4 7304004 Cp
start Time 25 amin
=:nd Tima 326 min

hensly, s

500

351

PF B E BB

i

B

35 38 40 42

OOION/API DayOORPL-1 I° Sample ID “26° Fle "AAS307 1-10-RUN-OOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da*

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndex 27
sampla T unknown
conceatration u/A
calculated cooc 182 ng/mu
acq Data 3/16/2012
acq Tima 831 27 7
wodified
rroc Algoritim specify varamsters g iz
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 potnts
xr -x:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt vallay
zetantion Time 321 min

@3 50513 152 counts
soight = neaso01 cpm
Ztatt Tine 3 it

Tim 347 mm

Sampie Name -1 027 AASS07 1 uosn‘sdumomzwwm\mnqsmn!

Sample © "2 Flie "AASS071-10-RUN-ODT:

Peak Name
Comment "none”  Annotation
sampla Indax 27
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 2/16/2012
acq Time 8 51 57 P
modt 21ed

moisa Parcantage

Bage sub window 100 mn
»aak split pactor 2

meport iargest paak  mo

min pek uaight 000 0o cpm

min peak widfh © oo mec
sacothing width 3 points
rT window 0 mec

cted xr 3222 min
©sa malative ry )

mt Type valiey
matention Time 21 ain

a asisie 274 counts
waight 4 1904004

EL:?’I’. Tima 2 oo :E
and Tima 3162 mia

Mazz(es) *193.000/134.000 Da"

27
unknown

u/A

© 246 ng/m
acq Date 9/1¢/2012
acq Time &3 37 M
modified
proc ug:nm: spgcuy Parameters mg iz
woise percesta
masa sud %0 ma
Paak spm 2
raport 13 %o
nin’ beak me coo o0 cpm
Win  peak width ooo sac
Smoocthing width 3 points
xr_ window w0 sac
xxpacted r 23 min
usa malative mr o
mt
atantion
araa
maight
start Tima
xnd Tize

24 26 28 30 32 34 35 33 40 42
Sampie Name -1 027 AAS507 1-10 0511154000002 0010 NVA P1 Daty 6 O FL-1 17

Comment “none”
sampla ndex 27

saspla Type omknown

concantration 100 ng/mu

calculated conc w/A
3/16/2013

acq Time 8 51 57

modi f1ad

®oise Parcanta

Base sudb  wini X oo min
7aak split pactor 2

maport Largest Paak w0

min peak Height 2000 0o Cps

min peak width ° oo mec

sacothing width 2 1ints

*7 wincow o met
cted xr 284 min

Usa melative mv "o

w2 To zase
2

motention Time ain
4a370m1 2n1 counts
Raight 5 0984004 CpB
start rima 2 59 ain
a=d Tima 2 min

30 32 34 35 38
mn

w0
Proc  Algorithm Specify parametars Mo IIr
B0

Sampie Name 1027 AASS07 1-10 5111540000002 001
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”

Proc algorithm spncl’y parametars  wg II

hensly, s

PR E FEoRoEE

P F O o§

i

Sampie Name +1 027 AASS071-10 0511150000002 0010 NiA 1 DIy 6 DN PL-1 T Sampie ID "27° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

P

;

24 25 28 30 32 34

35 38 40 42

ON/API DaySORPL-1 1° Sample ID -27- F le "AASS07 1-1I0-RUN-GO1-V_.

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 028 AASS07 1 uosn‘sdumom:wnm\mnqnmn!

Sample © 28" Flie "AASS071-10-RUN-ODT:

Sampie Name 1 028 AASS071-10 05111540000003 0011 NiA 1 DSy OORPL-1 T Sampie ID "25° F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotinine” Massies) Peak Name
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex sampla ndex 28
sanpla T 2, sampla tmknown 1
concentration concantration 100 ng/mu
calculated conc 36es calculated conc B/A
acq Date s acg pate 3/16/2022
acq Time acq Time 8 58 33 P 2504
3.2e5:
modified o modified L]
proc Algorithm specuy Paramcters mQ IIr 3.0e5: Proc  Algorithm Spacify parametars Mg IIT
moise percentage S moisa Parcantage B0 208
mase sud window 1 oo min Base sud window 1 o0 min
Pak split wactor 2 26e5 7aak split pactor 2
maport iargest peak  wo meport rargest paak w0
min  peak weight %00 o0 cpm 2.4e5- nin  peak HGIEX:L 2000 00 cps 25e4.
win poax widtn ooo mac e win peak width © oo mec
smoothing width 3 potnts 8 smoothing width a points 3
=T window 00 sac 2.0e5: nT window o0 sac
xxpacta 322 mn mxpected T 322 min 2004
.llgnlmlillw nT = i 1.8e5- ©se malative v »o f
mt Rasa To mase L= mE Type valiay
matention Time 3 20 nin 1.4e5. matention Tima an ain 154
@3 3459937 244 counts araa 353012 013 counts
moight 3 7gi00s cpm d-2e5 waight 3 seginoe cpm
start Time 28 um 1.0e5 start rime 20: mia
d Time 3% min amd Tima 16 min 1004
8.0e4:
6.0e¢-
A 50000
2004
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 028 AASS071-10 0511540000003 0011 NVA P1 Day CONFL-1 1° Sompie D 28" Flle "AASS071-1G-RUND0T-V... | ] Sampie Name 1 028 AASS07 1-10 0511540000003 0011 NIA P Doy DR PL-1 T+ Sampie 1D 28" Fle "AASS07 - 1RUNGOT-V_..
3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da® Feok Name "d3-rans-3-Hydroxyco(lS]”  Mass(es) *196.000/134 000 Da®
none”  Anmotation Comment “none” =
28 sampla ndex 28
unknown 283 umknawn 284
/A 1665 concantration 100 ng/mu 45ed.
s 0 ng/mn . calculated canc ®/A
acqg Date 9/1¢/2012 1.5 acy pate 3/16/2013
acq Time ® 33 33 ™ acq Tima o 58 33
1,405 A%,
modified L modified 0
proc ug:nm: specuy Parazeters Mg IIr 1.3e5 Proc Algorithm specif: y parametars  mg IIr
woime perconta moisa Parcanta 35e4.
mase sud ) 54: =min 1.2e5- Base sudb  wini X oo min
ok it ] 2 7aak split pactor 2
maport i »o 1.9e5: meport rargest peak w0 206
nin rnx u Goo oo cpm min peak Height 2000 06 Cps
min  peak width oo  mac 1.0e5: min peak width ° oo mec
smoothing width 3 potats sacothing width 3 ints
T -L:aa% 100 sec 5 5.0m4- T -mm:;g' 30 sac 5 5 254
xxpacted nr 25 mn £ o oes cted xr 284 min &
usa malative nr o osa malative v "
g 5 7.0e4: i 2804
mt e vallay mt Typ w2 To zase
=etention rime 2 8 nin 6.0e4- motention Time ain
raa 1570206 053 counts area wwioss 737 comnts
sa1ght 1 6ia+005 Ccpa 5 Det- maight 4 s2c4004 CpPB 1Set
start Time 2 s0 min start rima 2 4 ain
xnd Time 34 nin 4.0es. a=d Tima 2 26 min
1004
2.0es:
2004 so00.:
1.0es-
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 029 AASS07 1 Dosn‘sdumomAwn NAF1 Day 60nFL

Sample © "25° Flie "AASS071-10-RUN-ODT:

Gampie Name -1 025 AASE7 1-10 0111540000004 0011 NIA P1 D3y 5 ORPL-1 T° Gampe ID 25 F1e “AADS07 1-10-RUN-DOT-V.
Peak Name “Cotinine” Massies) Peak Name Mazs(es)
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex 29 sampla ndex 22
sampla T known 3 sazpla Ty] tmknown 2
concentration H/A concentration 100 ng/mu 4Des.
calculated conc 123 ng/nz calculated conc B/A
acq Date 9/16/2012 4.0e5: acg pate 2/16/2013
acq Tima 9 ox on P aAcg Time 2 05 o8 Pw
35e4.
wodified = 355 modified »
proc Algorithm specuy Paramcters mQ IIr Proc  Algorithm Spacify parametars Mg IIT
moise percentage moise Percentage [
mase sud window 1 oo min Base sud window 1 o0 min 3Ded
Pak split wactor 2 3.0es: 7aak split pactor 2
=aport argest peak »o meport rargest paak w0
Nin  peak walght 500 0O . ®in peak weight 2000 0O
win peak widfh 020 sac e Win besk wiaih G oo e 25et
sSzoothing width a points 8 sncothing width a points -3
=T ILNM 00 sac nT window o0 sac
xxpactad 3122 min f cted wr 3122 mn f 2k
T8 Eeiative w7 ) 2.0e5. ©sa malative rY o
mt Typa vallay mt Type B3se TO mase
zatantion Time 3222 min matention Tima 3222 min 1504
a2 4103314 157 counts 1.5e5; area 374340 €07 counts
Raight 4 3sqi00s con waight 3 2604004
start Time n Start Time 2 oo mln
d Time 380 min 1.0e5. and Tima 36 mia 104
5.Des- 50000
oo
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42

‘Sample Name ~1 023 AASS71-10 05111540000004 0011 NAP1 Day 60N PL-1 1° Gample D 25" Flie "AASSO71-10-RUN-O0T-V.. Sampie Name -1 029 AASS07 1-10 05111540000004 0011 N/A P1 Dy 6 O PL-1 T Sampie ID "2 Fle "AASS07 1-10-RUN-GOT-V_.
otrine”

3-Hyaroxyc: Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-Hydrowyco(iS]”  Mass(es) “196.000/134 000 Da”
mone”  Annotation Comment “none” -~
22 sampla ndax 23
unknown 288 s3mpla Typa umknown 286
[/ concentration 100 ng/mu
438 og/mu 2.00¢ calculated conc ®/A ased
acq Date 2/1¢/2012 acy pate 3/16/2013
acq Time v oz on 8.50¢ acy Time 3 05 08 oM
modified no Bt modi f1ad ®0 40e4
BEncAlgocitm spact y Sarambis  hass 7.504 Froc. Alguritim epacily rarmters w7z
woise percesta moise rarcanta
masa sud %0 ma 7.004 mame sub  win 100 mn 1ses
Tk gaLiE ] 2 o »aak split vactor 2
raport 13 %o 2 maport Largest Paak w0
nin’ beak me coo o0 cpm 6.0e4 min peak Weight 2000 00 Cps 30e4
Win  peak width ooo sac min peak width ©oc mec
smoothing width 3 potats S5Set; sacothing width 3 potnts 8
xr_ window w0 sac 5.0e4: rT window 30 sac ¥ e
xxpacted nv 2 8¢ min z cted xr 284 min &
usa melative nr o 5 4504 osa ralative nr wo i
me mype vallay Allod mt Ty valiey 20e4
zetantion rize 28 min 1504 matention Tima 205 min
rea 227713 643 counts araa 426613 173 counts
maight 3 4704004 cpB 2004 Raight 4 cocsnce cps 1504
start Tima 246 min g start Time 255 min
xnd Tize 31 am =:nd Tima 321 mia
2004 1004
1.504
1.0e4: 5000.0
5000.0:
00 oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min

Page 124 - Confidential



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9

ZRHR-REXC-03-EU

Version 2.0 / 08 March 2016

Confidential

Page 126 of 192

Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name *1030 AASS071-10QCA 11" Sampie D 307 Flie "AASS07 1-30-RUN-D0 1D W
Mazz(es)

Peak Name
Comment "one”  Annotation =
sazple Index 30
= ec
concantration 100  ng/mu 1604
calculated cone 2 82 ng/mL calculated conc W/
acq Data 2/16/2012 acq pate 3/16/2013 3ded.
acq Tima 2 11 44 acqg Time 2 11 44 Pm
3204
modified modificd L -] 30e4-
proc Algorittm specuy Paramctors mQ IIr Proc Algorittn specify paramstars g Iir
moise percentage solse Parcentage 2804
®mase sud window 1 oo min Base sub window 1 o0 ain
Peak split pactor 2 Peak spiit pactor 2 2804
moport Largest peak o moport Largest paak  mo 2404
win Peak weight 500 00 cpm min pek uaight 000 0o cpm
win poak widtn ooo sec win poak widfh coc mec 2204,
smoothing width 3 points sacothing width 3 points 3
=T window 00 sac nT window e o0 sac 2D0e4-
xxpacta 322 mmn ctod T 322 min
e Reiative T 6o Deg Ralativa mr ® f 1804
1504
mt masa 7o masa mt Type vallay
=atention Time 3 nin matention Tima 2 22 ain 14ed.
CH €2737 023 counts 3 231410 16 counts 1204
saight @ rigioo o waight 3 sseioee cps
start Tise start rime 298 @mln 1004
a Tim 355 min ama Tim 353 min
£
s
20000
2m00 223
Z4 26 28 30 32 34 35 38 40 42 Za 25 28 30 32 34 36 38 40 42|
Tample Name 1 030 AASS0T1-I0GC A1 1° Gavpie ID 30 FIE “AASSG 1-10-RUN-COT-VO1 Wi Sampie Name *1030 AASSOT 10 GC A 1 1 Sample 1D "30° Il "AASS07 1-10-RUN-DOT-VD1 Wi
Peak Name “Trans-3-Hydroxycobrine”  Mass(es) *183.000/134.000 Da" Ptk Mame 3 2 3 Hycramycofiey - Lme(-3) 196 00034 M0 D
ment "none”  Armotation ™ Comment “rne”
30 i
o &pla Type @< 283
300 oag/mn concantration 100 ng/mn
243 og/me calculated conc  W/A
acq oata 3/16/2012 3/16/2013 4Ded.
acq Tima 911 44 ™M acq Tima 211
modified L -] modificd »o 3504
proc ug:nm: specuy Paramcters mg IIr Proc  Algorithm  specit y paramatars  mg IIr
woise perconta moisa rercanta
masa sud ) 54: =in m3se sub  wini X oo min
seak gplit | 2 7eak split wacter 2 EL
zaport L %o noport Largest paak  mo
MaT ek coo oo cpa min pe3k Weight 2000 0O  Cps
Min  peak width o oo sac min peak width © oo Bec
smoothing width 3 potats sacothing width 3 potnts (| N
=T window 00 sac nT window 300 sac A
xxpactad x 28 min cted xr 284 min F
usa melative nr o osa ralative nr wo i 20e4
mt Type mase 70 masa mt Typ vallay
zatantion Time 2 8 ain matention Time 2 803 ain
raa 52151 s6s  counts 377641 525 counts 1504
Raight s 830.003 cpm Raight 4 2204004 cps
start Time 2 39 ain start rTima 2 51 ain
xnd Tize 315 am =:nd Tima 312 mia 104
B
20 22 24 25 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime mn Ime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Flie "AAS3071-10-RUN-001-

coacentration /A

calculated conc 279 ng/mn S
acq Date 2/16/2012
acq Time 2 18 19 7 <.0es
wodified
Proc Algorittm specify saramters  wQ I 4.5e5-
moise percentage
mase sub window 300 min
Peak split pactor 2 4.0e5
zaport argest peak %o
Wiz peak meight 500 0o cps
win peak widtn uon sac NS
smoothing width 3 potats 3
= window 100 sac 3.0es
xxpacted 322 mn
Tub malativa mr B0
2585
mt vallay
xatention Time 322 mmn
a3 s416953 208 counts 215
Raight = cagioos cpm
start Time 280 min 1 ges
d Time 38 min 2
1.0e5
5.0e4:
0o

24 26 28 30 32 34 35 33 40 42

Sample Name ~1031 AASSG71-10 05111540000123 0013 NAP1 Day 00N PL-1 1°  Gample D 31" Flie "AASSO71-10-RUN-O0T-V.
otnine” Mass(es) “133.000/134.000 D"

sanpla Type 284
concentral
calculated conc ng/me 1765
acqg Date
acq 7ime 1.6e5:
modified o 1.5e5
7roc :Algucitim spacify varmmters o a3z s
woime perconta
mase Sub W %0 ma
1.
Peak split 2 e
zaport 13 %o 1.2e5
nin Goo oo cps
Win peak width ooo sac Lhes
smoothing width 3 potats
xr -L:aa% 00 P 5 Adle
xxpacted nr 28 min Z  9pes
usa melative nr o
8.0e4:
mt vallg
satentie vies o 7.004
raa 17esez0 345  coumts P
Raight 1 soaso0s cps
start Time 243 min 5.0e4:
xnd Tize 315 mm
4004
3.0e4:
2004
1.0e4:

20 22 24 26 28 30 32 34 35 38
Iime mn

Comment “none”
sampla ndex 31

sampla onknown
concentration 100 ng/mu
calculated conc ®/A
3/16/2013 Aot
acy Time 21313
modif1ed ) 15es
Proc  algorithm spacif by pecasskars) oz
moise rarcanta
B3mc cub  wini 100 mn
»aak split vactor 2 20es
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec —
sacothing width 2 potnta 3
rT window 30 sac 4
cted xT 284 min s
oUsa malative mr "o i 20ed.
Base 1o nase
matention Tima nin
rea a70s11.203  comnts 1504
waight 4 2104004 Cp3
start Time 255 min
=:nd Tima 326 mia 104
50000

Peak Name
Comment "none”  Annotation
sampla Indax 31
sampla onknown
concantration 100  ng/mu
calculated conc B/A 15
acg pate 2/16/2012
acq Time 318 13 o EPES
modt 21ed %0 L
Proc  algorithm Spacify parametars mg IIr ET-
soise Parcantaga ()
mase sub window 100 min 28e4
»aak split pactor 2 26e4.
meport iargest paak  mo
min pek uaight 000 0o cpm 2404
min peak widEh ©oe mec
smoothing width a points 3 2284
rT window 100 mac 2004,
ctod xT 322 min f
Usa malative mr 1304
mt Typa 8386 TO Base s
matention Tima 321 min 14e4
a 341802 160 counts
waight 3 ezeence 1204
start rime 300 mia I
amd Tima 316 mia
s000.0
s00.0
4m00
20000

Sampie Name +1 031 AASS071-10 0511150000123 0013 /A 1 Dy OORPL-1 T Sampie ID -31° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

24 25 28 30 32 34 35 38 40 42

‘Sampie Name -1 031 AASS07 1-10 0511150000123 D013 /A P1 DSy O DR PL-1 T Sampie ID -31° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da*

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sample © "32°  Flie "AAS9071-10-RUN-ODT:

77,0000,

concentration u/a
calculated conc 188 ng/me
acq Date 3/16/2012 5500
acq Time 2 24 55 o
wodified S
Proc Algorittm specify saramters  wQ I
moise percentage 4500:
mase sub window 300 min
Pak split wactor 2
roport argest pesk O 4000:
Wiz peak meight 500 0o cps
win poax widtn ooo mac 3500
smoothing width 3 potats 3
= window 100 sac
xxpacted 322 mn 3000
Tub malativa mr B0
mt masa 7o masa =
xatention Time 321 mn

a3 0483 333 counts 2000
saight = cogiooa cpm
start Time

a Tize 3 :- min 1500

1000
so0f.2s

382 42

Mazz(es) *193.000/134.000 Da"

000
ng/mL
Acq Date 2/1¢/2012 8500
acq 7ime 9 24 35 ™ 000,
modified = 7500
proc ug:nm: specuy Paramcters mg IIr
NOlG percenta o0
mase sud ) 54: =min
soak gpitt | 2 ey
maport 3 o 6000
nin rnx u Goo oo cpm
Win peak width ooo sac s500:
smocthing width 3 potats
= windos 100  mec 5 5000
xxpacted 28 min & aso0
usa malative nr -]
4000:
nt Rase TO Basa
xuunm Time 27 nin 3s00
ra3 88216 820 counts
Raight @ 6saso03 cp o
start Time 251 min 2¢00-
xnd Time 303 nin
2000:
1500
1000

Sampie Name -1 032 AAS507 1-10 0511154000124 0013 NVA P1 Day 6 O FL-1 17
-3-Hydroxycotinine™

24 26 28 30 32 34 35 33 40 42

Tample D 32 Flie "AASS071-10-RUN-D0TV...

Sampie Name 1 022 AASS071-10 0511150000124 0013 NIA 1 Dy 6 ONPL-1 T Sampie ID -32 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sawple index a2

= onknown

concantration 100  ng/mu
calculated conc A

acg pate 2/16/2013

acq Time 2 24 55 oM

modi f1ed w0

Proc  Algorithm Specify parametars Mo IIr
moisa Parcantage B0

mase sub window 100 min

7aak split pactor 2

meport Largest peak
Win veak maight. 2000

nin peak widbh
smoothing width
nT Window

ctod xr
©sa malative ry
mt

TYpe
matention Tima
a

waight
Start Time
and Tima

‘Sampie Name 1 032 AASS07 1-10 0511150000124 D013 N/A P1 DIy 6O PL-1 T Sampie ID -32° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”

Comment “non
sampla ndax
=
concentratiom
calculated conc
acq Tima

modi f1cd

a
00
3 22
)

valiey
12

a7isz0 en:

®

oo cps

© oo mec

points
sac
min

3 2204004
29 mim

a7

2/16/2013

24 53

o

®0
Proc algorithm spacif: 4 parametars  wg II

®Ois@ Parcanta

Base sudb  wini X oo min
»aak split vactor 2
maport Largest Paak w0
min peak Height 2000 06 Cps
min peak width © oo sec
sacothing width 3 ints
57 window w0 mee T

cted xr 284 min
osa malative v "

vallay

motention Time 2 0 ain
reaa 413649 473 counts
waight 4 €704004 cpB
start rima 2 57 ain
a=d Tima 21 min

hensly, s

L

i

1.Des-

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sample © "33° Flie "AASS071-10-RUN-ODT:

10 05111540000005 0014 NIA P1 Doy O Oh PL-1 1© Sampie ID 33" Fle "AASS07 1-10-RUN-0O

=
sampla ndex 21
3 sampla Type tnknown ]
concentration /A 3.6e5 concantration 100 ng/mu
calculated conc 141 ng/nz S calculated conc  W/A 45e4.
acq Date 9/1¢/2002 acqg pate 3/16/2013
acq Time 231 31 ”x 3.2e5. acq Time 33121 o
40e4.
modified o 3.0e5. modified L=l
proc Algorithm specify Parameters mQ IIT 2805 Proc  Algorithm Specify Parameters  mg IIr
moise percentage 1] moisa Parcantage B0 15e4.
mase sud window 100 min 2.6e5- Base sud window 1 o0 min
Peak split pactor 2 Peak spiit pactor 2
®oport Largest peak O 2.4e5 moport Largest Peak o 20e4.
Nin  peak walght 500 0O cps win  peak HGIEEL 2000 0O cps
win peak widfh ooo mac 2.2e5 min peak widfh ©oe smec
smoothing width 3 potnts B 20 smoothing width a points 3
=T window 00 sac nT window o0 sac 25e4-
xxpactad xr 222 min 1.8e5. =xpected xT 322 min
use melative mT = ©se malative v o
AEes 2084
mt nasa 70 mase mt Type valiey
zotantion Time 3 nin A4e5 matention Tima 32 min
a3 3389633 057  counts 4,285, 2 421574 072 counts 3
moight 3 cogigos cpm waight 4 s004004 cpm LSy
start Time 5 min 1.0e5- Start Time 2 99 aln
d Time 3% mmn and Tima 365 min
8.0e4: 1004
6.0e4:
4,004 o000
2002,
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42

Gample Name -1 033 AAS9071-10 051 11540000005 0014 NVA P1 Day OORFL-1 1° Sample D "33 Flie "AASS071-10-RUN-O0T-V... | ] Sampie Name -1 033 AASSG71-10 0511154000005 0014 N/A P1 Dy OO PL-1 T Sampie ID "33 Fle "AASS07 -IC-RUNDOT-V_.
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment "none”  Annotation =
sampla ndax 33
283 omknown 284
concentration 100 ng/mu
ng/nw 2.0e5 calculated conc ®/A Sses
acq Date 2/1¢/2012 acy pate 3/16/2013
acq Time 93131 m acy Time Tt
1.8e5 SDes
modified uo modif1ed )
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woise percontage =0 1.6e5 moise rarcanta e A
masa sud 100 ma B3mc cub  wini 100 mn
Paak split 2 »aak split vactor 2 4004
raport Large: %o 1425 maport Largest Paak w0
win peak & coo o0 cpm min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ©oo mec EE
smoothing width 3 potats g s sacothing width 3 potnta 3
xr_ window w0 sac d rT window 30 sac 4
xxpacted xx 28 min z cted xr 204 min
usa melative nr o 5 1.0e5: ©sa melative v "o i
25e4.
mt Type vallay mt Typ B3se TO Rase
zetantion rime 28 o 8.0 matention Tima 204 min
araa 1940382 187  counts araa 471883 004 counts 20es:
maight 2 03as005 cpm Raight 5 7084004 CpB
start Tise 246 min 6.0e4- start Time 235 min
xnd Tize 343 min amd Tima 321 miam o
A 1004
= 50000

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

177.000/80.
conceatration H/A
calculated cooc 261 ng/az
acq Date 2/16/2012
acq Time 2 38 07 "
modified
Froc ‘Alooritin: specily; sacamtary
moise percentage
mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt vallay
=atention Time 322 min

@ 5524058 375 counts
soight = 7404005 cpm
Ztatt Tine it

a rize 3e min

o 11

Intensity. cps

5.5e5

5.0e5:

4.5e5:

4.0es:

3.5e5.

3.0e5:

2.5e5;

2.0e5:

1.5e5

1.0e5:

Sampie Name -1 034 AAS307 1-10 05111540000006 0014 NA P1 Daty 6 On FL-1 17
3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

24 26 28 30 32 34

Sample © "3¢° Flie "AASS071-10-RUN-ODT:

Sample D "3¢° Flie "AASS071-10-RUN-D0TV...

35 33 40 a2

Comment “none”
sampla ndex 34

‘Sampie Name *1 034 AASSO7 1~ 520000005
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) 196.000/134 000 Da”

Peak Name

Comment "none”  Annotation
sampla Indax 3s

= onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 2/16/2012
acq Time 3 38 07 o
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0
Bage sub window 100 mn
»aak split pactor 2
meport iargest paak  mo
min pek uaight 000 0o cpm
min peak widEh ©oe mec
smcothing width 3 points
rT window 100 mac

ctod xT 322 mia

Usa malative mr %
mt Typa vallay
matention Tima 222 min

a 403487 782 counts
waight 4 3104004
Gtaft Tize ain
amd Tima 316 mia

1005111

Sampie Name 1033 AASS07 1-10 0511154000005 0014 NIA 1 DIy 6 DR PL-1 T Sampie ID -33° F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

P F B B §

i

1.0e4-

D014 N/API Day 5 ORPL-1 T° Sampie ID -34°

24 25 28

30 32 34 38

38 40 42

Fle "AASS071-10-RUN-GOT-V_.

2: sampla Type umknown: 280
1.00e5- concantraticn 100 ng/m.
ng/mL ; calculated conc w/A
acqg Date 3/1¢/3012 3/16/2023
acq 7ime v 32 07 ™ 90004 acq Time 338 07 oM —
modified "o wodt f1ed %0
7roc :Algucitim spacify varmmters o a3z 20008 Froc. Alguritim epacily rarmters w7z £ses.
woime perconta : moisa Parcanta
mase sud %0 ma mame sub  win 100 mn
ok it ] 2 ) 7aak split pactor 2 40
zaport La %o c noport Largest paak  mo
nin’ beak me Goo oo cps win peak Weight 2000 00 cps
Win peak width ooo sac & .00e¢ min peak width ©oo mec Aseg:
i Py 8" wrwingos " 00’ sae P e
xxpacted xx 28 min s cted xr 204 min z
usa melative nr o 5 - osa ralative nr wo i
2504,
mt valg valia
atantion rim ¥ am 40004 ratention Time 204 min
area nonvn 243 counts raa 476034 817 counts 20ed.
Raight 1 0204005 cps Raight 5 e50s004  Cps
start Time 245 min 300c4 start Time 255 min >
xnd Tize 319 mm amd Tima 313 min =
2.00e4 e
1.00e4: s
o.00) ao.
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme on Dime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

conceatration H/A
calculated cooc 80 ng/az
acq Date 2/16/2012
acq Time 2 44 42 7%
modified
proc Algorithm specify Parameters Mo IIr
moise percentag 1]
mase sub window 1c0 mia
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
smocthing width 3 points
xT window 100  mec
xxpactad xr 322 min
ume relative rT uo
mt mase 70 Base
=atention Time ) nin

@ 3473553 045 counts

saight 3 7104005 cpm
Stase Tise 3’0 mn

a Time 29 min

ng/mw
acqg Date 2/1¢/2012

acq 7ime 9 44 42 7
modified

no
Proc Algorittm Specify Parameters Mo IIr
=0

moise percentage

mase sud 100 wmin
seak split z
=aport Largar w0

Min  Peak .

nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr -]

nt TYPQ Rase TO masa
=etention rime 2 ain

ra3 1706116 €26 counts
Raight 1 7104005 cpB
start Time 2 46 min
xnd Time 3 40 nin

Intensity. cps

htensty, s

Sample © "35° Flie "AASS071-10-RUN-ODT:

24 25 28 30 32 34 35

33 40 a2

Sample Name ~1 035 AASS71-10 05111540000007 0015 NAP1 Day 00N PL-1 1° Gample D "35° Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobine”  Mass(es) *193.000/134.000 Da"

28

20 22 24 26 28 30 32 34 35 38
Iime mn

sampla Indax s

sampla onknown
concantration 1 oo
calculated conc B/A
acg pate
acq Time

modt 21ed %0
Proc  algorithm specify parametars
moisa Parcantage B0

Bage sub window 100 mn
»aak split pactor 2

meport iargest paak  mo

min pok uaight

2/16/2013
2 44 42 Pm

o 11z

min peak wid oe  mec
sacothing width 3 points
rT window 0 mec

cted xr 3222 min
©sa malative ry )

mt Type valiey
matention Tima an in

a 239723 IM counts
waight 3 7604004
EL:?’I’. Tima 297 :E
and Tima 148 min

‘Sampie Name -1 035 AASSG7 1-10 0511 1540000007

Comment “none”
sampla ndex 35

onknown
concantration 100 ng/mu
calculated conc w/A
2/16/2013
acq Time 3 44 42 M
modi f1ad ®0
Proc Algorithm Spacify parametars Mg IIz
®O18@ Parcenta e
B3 sub  wini 100 min
»eak split wactor 2

maport Largest paak w0
win peak Weight

min peak width © oo sec
sacothing width ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
mt Ty vallay
motention Time 2 04 ain
reaa as8322 310 counts
Raight 4 2004004 cps
start rima 2 50 ain
a=d Tima 31 min

hensly, s

10 05111540000007 0015 NIA P1 Day 0 oh PL-1

5000

Sampie D 35 Fle "AASS07 -10-RUN-OD

S 0 .

i

i

D01SNAPIDoyOChPL-11- Sample D 357 Fle "AASSO7 1-10-RUN-COT-V...
Peok Name "d3-rans-3-HydronycollS]”  Mass(es) “156.000/134 000 Da”
Annotation =

—
20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

conceatration /A
calculated cooc o 502 ng/mw
acq Data 2/16/3002

acq Tima 231 18 P
wodified

proc  Algorithm specify Parameters
moise percemtage 0

B3ase sub window 100 mn

peak split wactor 2
maport argest peak o

nia vek meight 500 00 cps
win  peak wid ooo mac

smoothing width 3 points
=T window 00 sac
xxpactad xr 222 min

use melative mT =

mt mase 70 mase
=matention Time 3 24 nin

@3 20707 132 counts

soight 3 4790003 cpm

start Time 3 07 min

a Time 247 min

Peak Name “Tranz-3-Hydroxyc:
Annctation ™

sampla 1ndex s

sampla unknown

concentration u/n

calculated cooc © 4 ng/nw

acq Date 2/16/3012

acq Time 931 18 M

modified uo

Proc Algorittm specify Paramcters

woise percontage =0

Basa Sud  win 100 ma

seak split pactor 2

raport Large: kW

Min  Peak .

nin  paak width o co sac
smoothing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

nt TYPQ Rase TO masa
=etention rime 28 nin
ra3 21440 267 counts
Raight 2 04001 cps
start Time 2 e0 min
xnd Time 29 nin

Sampie Name -1 036 AAS507 1-10 0511154000000
otrine”

o 11

o

1z

Intensity. cps

¥ 55 g 8 BE @ EHEHEEH

htensty, s

3 370 391 ,

24 26 28 30 32 34 35

0015 N/A P1 Day 60n L1 1°
Mazz(es) *193.000/134.000 Da"

Sample D ‘36 Flie "AASS071-10-RUN-D0T-V..

283

20 22 24 25 28 30 32 34 35 38
Iime mn

33 40 a2

Sampie Name 1 036 AASS07 1-10 0511154000008 0015 NIA 1 DIy 6 ONPL-1 T Sampie ID ~35° ¥ ie "AASS07 1-10-RUN-COT-V.

Peak Name Mazs(es)
Comment "nene”  Annotation
sazple Index 36
sampla onknown
concantration 100  ng/mL
calculated conc W/
acq pate 3/16/2013
acq Time 2 51 18 M 1504
modified L]
Proc Algorithm Spacify Parameters g IIT
moisa Parcantage B0 208
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo
min  peak ualgnl 2000 00 cps 2504
win poak widfh oo mec
smoothing width a points 3
nT window o0 sac
od xr 322 min f 20e4.
©se malative v
mt Type B3se TO Base
matention Tima 22 min 1504
a 357333 799 counts
waight 3 s6os0ce
Start Time 2 99 mln
ama Tim 317 @i 10e4.
soa..

24 25 28

3032 34 38

38 40 42

‘Sampie Name -1 036 AASS07 1-10 0511154000008 0015 N/A P1 DIy 6 O PL-1 T Sampie ID -35° £ le "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycolIS]”  Mass(es) “136.000/134 000 Da”
Annotation =

Comment “none”
sampla ndex 36

1a Type umknown:
concantzaticn 100  ng/mu 4ses. =
calculated conc ®/A
3/16/2013
acq Time 251 18 AD04
wodt f1ed %0
Froc Algorithm Spacify Parametars  Wg IIT
moisa Parcanta o —
mame sub  win 100 min
7aak split pactor 2
maport Largest Paak w0 10es
win peak Weight 2000 00 cps
min peak width ©oo mec
sacothing width 3 ints
57 window w0 mee T B 25
cted xT 284 min &
Usa malative xr  ®o
2084
mt vallay
ratention Time 284 min
39758 700 counts 1504
Raight 4 ascs004 cps
start Time 257 min
amd Tima 316 min
1004
o000

20 22 24 26 28 30 32 34 36 38
Iime oo
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Sample © "37-  Flie "AAS9071-10-RUN-ODT:

10 05111540000005 0016 NIA P1 Doy D Oh PL-11© Sampie ID 37" Fle "AASS07 -10-RUN-0O

e3)
sampla Indax 37
3 sazpla cmknown 3
concentration /A concentration 1 oo ng/mL
calculated cooc 193 ng/nL a5es calculated conc w/A 454
acq Date 9/16/2012 5 acg pate 2/16/2013
acq Tima 9 57 32 7 acq Time 357 52
4004
wodified o 4.0es: w0t £1d )
proc Algorithm specify parametors wQ IIr Proc  Algorithm Spacify parametars Mg IIT
moise percentage s moise Percentage [ 25e4.
mase sud window 100 min 3.5e5. Base sud window 1 o0 min
pask split wactor 2 maak split wactor 2
=aport argest peak »o meport rargest paak w0
min  peak weight %00 o0 cpm 3.0e5 nin  peak HGIEX:L 2000 00 Cps 204
win poak width ooo sac min peak widEh ©oe mec
sSzoothing width a points 8 sncothing width a points -3
=T window 00 sac 255 nT window o0 sac 25e4-
xxpactad xr 3122 min f cted wr 3122 mn f
use melative mT = ©se malative v
mt masa 70 mase 2.0e5: mt Type B38e TO mase 28
=atention Time 3 20 nin matention Time a2 min
@3 4503743 010 counts a 411084 €44 counts
naight 4 Tigecs con 1.5e5 maight 4 z004004 =
start Time L] min Start Time 2 %8 mln
d Time 397 mn amd Tima 316 mia
1.0e5: 1004
5.00¢ 5000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42

‘Sample Name -1 037 AASS071-10 0111540000009 0016 NA P1 Day OORFL-1 1° SampleD 37 Flie "AASS071-10-RUN-D0T-V... “Sampie Name -1 037 AASS071-10 0511154000000 0016 NIA 1 Dy O OR PL-1 1* Sampie ID 37" le "AASS071-10-RUN-COT-V._..
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 D" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”
Comment "none”  Annotation =
sampla ndax 37
283 onknown 283
concentration 100 ng/mu
ng/mz calculated conc B/A e
acq Date 2/1¢/2012 2.0e5 acy pate 2/16/2013
acq Time 957 32 7 acy Time 25752 M S04t
modified uo 1.8e5 modif1ed w0
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr 4504
woise percontage =0 moise rarcanta e
masa sud 100 ma 1.6e5: B3mc cub  wini 100 mn
peak split 2 Paak split wactor 2 40ed
=aport Largar %o maport Largest paak w0
win peak we. coo o0 cpm 14es: min peak Weight 2000 06 Cps J2es
Win  peak width ooo sac min peak width ©oc mec
smocthing width 3 points sacothing width 2 1ints
xr -L:aa% 00 sac 5 12e5 »T win = 30 0 sac 5 5 2004
xxpacted nv 2 8¢ min z cted xr 284 min s
usa melative nr o 5 1.0es. ©sa malative my o i
P
mt Type valla mt vallm
zatantion rime 2 -¥ nin 8.0e4- matention Time 2 |¥ min
rea 1962332 053  counts area 427271 054 counts 2004
maight 2 1624005 cpm waight 5 zm0s004  Cps
start Tima 240 min 6.0e4 start Time 254 min A
xnd Tize 347 am =:nd Tima 316 mia
4004 10e4-
200 sm00.0
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3iD 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-

10

Sample © "38° Flie "AASS071-10-RUN-ODT:

Peak Name Mazs(es)
Comment "none”  Annotation
sampla Indax 38
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/16/2012
acq Time 10 04 27 M

modt 21ed %0
Proc  algorithm specify parametars
moisa Parcantage B0

Bage sub window 100 mn
»aak split pactor 2

meport iargest paak  mo

min pok uaight

min peak widEh

o 11z

smcothing width 3 points
rT window 100 mac

ctod xT 322 mia
Usa malative mr
mt Typa B3se TO Base
matention Tima 321 min

a 333420 261 counts

waight 3 2104004
start rime 300 mia
amd Tima 316 mia

conceatration u/A 8.0e5

calculated cooc 383 ng/nL

acq Data 2/16/3012 7.5e5

acq Tima 10 04 27 P
7.0e5

wodified

proc  Algorithm specify Parameters 6.5¢5

moise percentag 50

B3ase sub window 100 mn 6.0e5:

Peak split sactor 2

®aport iargest peak o 5.5e5:

Win Peak keight 500 o0 cpa

win peak widfh ooo mac 5.0es:

szocthing width 3 potnts

xT window 10 sac B ass

xxpactad xr 332 mn

Tub malativa mr B0 Ancy
3.5e5

mt Typa mase 70 Base

zotantion Time 323 mn 2065

@3 7833401 361 counts
soight 8 14ge003 con 2.5e5:
start Time 289 min
d Time 403 mm 2.0e5:

1.5e5.
1.0e5
5004

24 26 28 30 32 34 35 33 40 42

‘Sample Name ~1 038 AASSG71-10 0511150000010 0016 NAP1 Day 60N PL-1 1°  Gample D 38" Flie "AASSO71-10-RUN-O0T-V.
3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

284
ng/as 2.8e5:
acq Date 2/16/3012
acq Time 10 04 27 2.6e5:
modified uo 2405
Proc Algorittm specify Paramcters
woise percontage =0 2205
masa sud 100 ma
Paak split 2 2065
raport Large: %o
win peak & coo o0 cpm 185,
Win  peak width oo sac z
Smoocthing width 3 points
= windos 10 c - 5 1.6¢5-
xxpacted 28 min z
usa melative nr o 5 1.4e5:
it vallas 1205
satantion rim 2ot am
araa 2712022 318 counts 1.0e5
maight 2 3cas005 cpm
start Tima 246 min 8.00¢
xnd Tize 34 am
6.004
4.0e4:
2004

20 22 24 26 28 30 32 34 35 38
Iime mn

Comment “none”
sampla ndex s

onknown
concantration 100 ng/mu
calculated conc w/A

2/16/2013
acq Time 10 o4 27 ™

modif1ed )
Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

win peak Weight

min peak width © oo sec
sacothing width ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
mt Ty vallay
motention Time 2 o5 ain
reaa 425703 983 counts
Raight 4 2204004 cpB
start rima 2 4 ain
a=d Tima 218 min

hensly, s

P FFFo§§§

Sampie Name 1038 AASS071-10 0511150000010 0016 NIA 1 DIy 6O PL-1 T Sampie ID -35° ¥ ie "AASS07 1-10-RUN-COT-V.

5000

‘Sampie Name 1038 AASS07 1-10 0511150000010 0016 N/A P1 DIy 6 O PL-1 T Sampie ID -35° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) *16.000/134 000 Da”
Annotation =

i

1.0e4.

24 25 28 30 32 34 35

38 40 42

20 22 24 26 28 130 32 34 36 38
Iime oo
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Sample © "33°  Flie "AASS071-10-RUN-ODT:

concentration u/a
calculatod cooc 199 ng/me
acq oata 2/16/2012
acq Tima 10 11 03 o™ At
woditiea
Proc Algoritha Spocify PAraEtors  wQ I 35e5
moise percentage s0
mase sudb window 100 mim
eak split sactor 2
roport argest pesk O 30c5
Wiz Peak @eight 500 00 Cpe
win poak widtn ooo sec
smocthing width a potats g 2ss
xT window 100 sac
xxpacted xr 322 mmn
ose nelative mr ™o
2085

mt masa 7o masa
xatantion Time 3 nin

a2 422927¢ 738 counts 1,585
saight 4 4egizos co
start Tine %0 min

a Tim 39 s

5004

24 26 28 30 32 34 35 33 40 42

Sample Name ~1033 AASSG71-10 051115400000110017 NAP1 Day 00N PL-1 1° Sample D 35" Flie "AASSO71-10-RUN-O0T-V.
3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

283
ng/an 5,004
acqg Date 2/16/3012 8.50s.
acq 7ime 10 11 03 om0
8.0e4:
modified L 1
Proc Algorittm specify Paramcters Mg IIT -Sed:
woime percontage =0 7.004
mase sud 100 =min '
Peak split 2 6.5e4.
=aport Largar w0
win peak we. coo o0 cpm 6.0es.
min peak width ooo  sac 5.5es.
smoothing width 3 potats
xT window 00 sac 5.0e4.
xxpacted v 2 5 nin
usa melative nr o 4.504
t 11 4.Des.
| vallar
*atentita rise 2'ay Cutu 3,504
ra3 994007 216 counts
=aight 2 2304004 CpB 3.0es
start Tima 247 min 2504,
xnd Time 317 nin
2004
1.504.
1.0e4
5000.0
004

20 22 24 26 28 30 32 34 35 38
Iime mn

Sampie Name 1039 AASS071-10 0511150000011 0017 NIAF1 DIy OORPL-1 T Sampie ID -3 F ie "AASS07 1-10-RUN-COT-V.
Peak Name Mass(es)

sampla ndex 32
sampla tnknown 1
concantration 100 ng/mu
calculated conc  W/A oy
acq pate 3/16/2013
acq Time 10 11 03 WM
modified L] 35e4.
Proc Algorithm Spacify Parameters g IIT
moisa Parcantage B0
Base sud window 1 o0 min
Peak spiit pactor 2 30e4
moport Largest peax  mo
min  peak HGIEX:L 2000 00 Cps
win peak width © oo mec 2504,
smoothing width a points 3
nT window o0 sac
=xpectod xr 3122 mn f
©se malative v o 2Ded.
mt Type valiey
matention Tima an ain

a 373805 702 counts 1.5e4.
waight 4 0304004
Start Time 2 02 mln
and Tima 162 mia 1804

S000.0°

24 25 28 30 32 34 35 38 40 42

‘Sampie Name 1035 AASS07 1-10 0511150000011 0017 /A P1 DayOOn PL-1 T Sampie ID -33° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da*
Annotation =

Comment “none”
sampla ndex 32

omknown 283
concentration 100 ng/mu
calculated conc ®/A
3/16/2013
acy Time 101100 m AEA
modif1ed %0
Proc Algorithm Spacify parametars Mg IIT At
moise rarcanta o
B3mc cub  wini 100 mn
Peak split vwactor 2 35e4
maport Largest Paak w0
min peak Weight 2000 00 Cps
min peak width ° oo mec 184,
sacothing width 3 ints
57 window w0 mee T 4
cted xr 284 min Z 2%
©sa malative mr wo i
mt Typ B3se TO Rase 20es:
matention Tima 203 min
426756 327 counts
waight 4 zégence  cpm 1504
start Time 26 min
=:nd Tima 316 mia
1004
5000

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
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Sampie Name -1 040 AASS07 1 uosn‘sdumomzwwm\mnqsmn!

Sample © 40" Flie "AASS071-10-RUN-ODT:

Sampie Name 1 040 AASS07 1-10 0511150000012 0017 NIA 1 DIy 6 ONPL-1 T Sampie ID 40" F ie “AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotinine” Massies) Peak Name
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex 40 sampla ndex w©
sampla T unknown sampla onknown
concentration /A concantration 100 ng/mu ey
calculated cooc  © #ss  mg/mn 3600 calculated conc  W/A
acq Date 9/16/2012 acg pate 3/16/2013
acq Time 10 17 33 ™ Eores] acq Time 1017 39 W
2200 35e4.
modified modified L]
proc Algorithm specuy Paramcters mQ IIr 3000 Proc  Algorithm Spacify parametars Mg IIT
moise percentage moisa Parcantage B0
Bise ewb wingow 3 00 min 2800 Base sub window 100 min 3064
Pak split wactor 2 2600 7aak split pactor 2
maport iargest peak  wo meport rargest paak w0
min  peak weight %00 o0 cpm 2400 nin  peak HGIEX:L 2000 00 Cps
win peak widfh ooo mac 2200 min peak widfh ©oe smec 25et
smoothing width 3 potnts 8 smoothing width a points 3
=T window 00 sac 2000- nT window o0 sac
xxpacta 322 mn mxpected T 322 min
ee matative & uo f 1800 use malative r % f 288
mt Typa Rasa o mase A mE Type valley
=atantion Time 222 mmn 1400 matention Tima 222 mn 1504
@3 29333 098 counts a 366233 826 counts
Rt YEm - e
» T
d Time 344 min o and Tima 16 ma 1004
800
600
231 4
278 352 382 p—
200 24
200
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42

Sample Name ~1 040 AASS71-10 051115400000120017 NAP1 Day 60N PL-1 1°  Gample D 40" Flie "AASSO71-10-RUN-O0T-V. ‘Sampie Name -1 040 AASS07 1-10 0511150000012 0017 N/A P1 DIy 6 O PL-1 T Sampie ID 40" Fle "AASS07 1-10-RUN-GOT-V_.
-3-Hycroxycobnine”  Mass(es) *193.000/134.000 Da" Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) *136.000/134 000 Da”

Comment “none”
sampla ndex “©

sampla 7y] mknown: 283
2200 concantraticn 100 ng/mu
ng/mz calculated canc B/A
acqg Date 2/16/2012 3000 3/16/2013 P
acq 7ime 10 17 33 acq Time 10 17 39 ™
2800
modified wodt f1ed 5 st
7roc :Algucitim spacity varmmters o a3z 2600 Froc Algorithm Spacify Parametars g IIT
woime perconta moisa Parcanta o
mase sud %0 ma 2400 mame sub  win 100 min
paak spm 2 »aak split pactor 2 1Sed.
zaport La %o 2200 maport Largest Paak w0
nin’ beak me Goo oo cps win peak Weight 2000 00 cps
Win peak width ooo sac 200 min peak width ©oo mec 30e4
smoothing width 3 potats sacothing width 3 ints
o windog 100  mec 5 1800 — =] oo waaiTT 5
xxpacted nr 25 mn £ e cted xr 284 min & 25e
usa melative nr o 5 osa ralative nr wo i
mt Typa wanuz s s388 70 maze 2004
xatention Time 219 1200 ratention Time 2 ain
raa 33151 421 counts sz s comts
Raight 2 9304001 cps 1000 Raight 4 sacs004 cps 1504
start Time 232 mn start Time 254 min
xnd Tize 306 min 800 amd Tima 333 ma
ik 1004
= smao.
200
20 22 24 25 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme on Dime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name +1 D41 AASS07 1-10 0111540000013 0020 NIA 1 Day O Oh PL-11-_ Sampie ID 41" F i "AAS3071-10-RUN-0O!
Peak Name Mazs(es)
Comment "none”  Annotation
sampla Indax
conceatration H/A concantration 100  ng/mu v
calculated cooc 209 ng/nL e calculated conc s/A
acq Data 2/1¢/2012 x acg pate 3/16/2012 40!
acq Tima 0 2¢ 13 acq Time 10 24 13 M
wodified o) wodt 1cd 5o kg
proc Algorithm sSpecify Parameters  wQ III Proc  algorithm Spacify parametars mg IIr
moise percentag 50 soise Parcantaga ()
B3ase sub window 100 mn 3.5e5 Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2 10es
roport argest pesk O meport iargest paak  mo
Win Peak keight 500 o0 cpa 3.0e5 min pek uaight 000 0o cpm
win poak width ooo sac min peak widEh oc  mec
smoothing width 3 potnts 8 smoothing width a points 3 25e4.
xT window 10 sac 2885 rT window 100 mac
xxpactad xr 332 mn ctod xT 322 mia
usa ralative mr 6 i Usa malative mr f 2084
mt  7Type masa 70 mase 2.0e5: mt Type 838G TO mase
zotantion Time 321 mn matention Tima 322 min
@3 4533797 428 counts 3 381774 392 counts 15ed.
soight 4 magic0s con 1.5e5 waight 4+ 2004004
start Time 280 min start rime 292 mla
d Time 397 mmn amd Tima 36 mia s
1.0e5
5.00¢ 5000.0
ool
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Sampie Name -1 041 AAS507 1-10 05111540000013 020 NVA P1 Day 0 On FL1 17
otrine”

Sampie Name -1 041 AASS07 1-10 05111540000013 DC20 N/A P1 Dy OOR PL-1 T Sampie ID 41"
Mazz(es) *193.000/134.000 Da"

Peak Name “d3-rans-3-HydromycodlS)” Mass(es) 196.000/134 000 Da”
one”  Annotation =

Fle "AASS071-10-RUN-GOT-V_.

acq oata
acq Tima

modified

moise percentage

no
proc Algorittm specify paraseters
=0

masa sud 100 ma
Paak split 2

raport Large: %o

win peak & coo o0 cpm
Win  peak width sac
szocthing width 3 points
xr_ window w0 sac
xxpacted r 23 min

usa malative mr o

mt valla

satantion rim ¥ am

rea 2224744 501 counts

g II1

htensty, s

2.0e5:

1.6e5-

1.0e5.

8.0e4:

6.004:

4.0e4-

2004

20 22 24 26 28 30 32 34 35 38
Iime mn

Comment
sampla ndex

=
concentratiom
calculated canc

acy Time

modif1ed

Proc  algorithm
moise rarcanta

B3mc cub  wini

7aak split  pact:

min peak Height
min peak width

a

a
omknown
100 ng/m.

1

/A
2/16/2012
20 24 13

®0
Specify parametars  wg IIr
e

100 min
or 2

maport Largest Paak w0

2000 00 cps
ooe mec

3 points
0 sac

284 min

)

B3se TO Rase
2 o

min

7348 042  counts

4 2104004 Cps
252 min
220 mn

hensly, s

PfFFoEo§o§

B

20 22 24 26 28 30 32 34 385 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndex 4z
sampla T unknown
conceatration H/A
calculated cooc 1%¢ ng/az
acq Data 3/16/2012
acq Tima 10 30 z0 P
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt Typa vallay
zotantion Time 322 min

@3 4232123 246 counts
soight 4 z304005 cpm
Ztatt Tine it

d Time 320 min

ng/mw
acqg Date 2/16/3012

acq 7ime 10 30 50 om0
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

nt Rase TO masa
luu‘mm Time 28 ain
Area 10876335 911 counts
maight 1 scas00s cpm
start Time 2 40 min
xnd Time 3 4 nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 042 AASS07 1 DOS"IWAWIWAN Day 60nFL

4.5e5:

4.0e5:

2.5e5:

2.0e5

4.0e4-

2.0e4-

24 26 28 30 32 34 35

Sampie Name -1 042 AASS07 1-10 05111540000014 0020 NVA P1 Daty 6 O FL-1 17
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

Sample © A2 Flie "AASS071-10-RUN-ODT:

33 40 a2
Tample D 42" Flie "AASS071-10-RUN-D0TV..

20 22 24 26 28 30 32 34 35 38
Iime mn

Sampie Name 1 042 AASS07 1-10 0511150000014 OC20 NIA 1 DIy 6 O PL-1 T Sampie ID "42 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sazple Index 2
= omknown N
concentration 100 ng/m.
calculated conc W/
acq pate 3/16/2022 40e4
acq Time 10 30 50 ™
wodt t1ca %0
Proc  Algorithm Specify Parametars Mg IIT ASed.
solsa rercentage wo
Base sub window 100 @min
7eak split sactor 2 30m¢
meport Largest peak o
win poik ueight 3000 00 cps
win poak widfh oo mec
sacothing width 2 points g s
w7 window 100 sec
mxpected T 322 min
Use malative mr w0 -
mt Type B3se TO Base
natention Tima 3322 ma
a 383240 396 counts 1504
waight 4 2404004
start Tima 298 mln
ama Tim 168 min -
50000

24 25 28 30 32 34 35

Sampie Name -1 042 AASS07 1-10 0511150000014 DC20 N/A P1 DIy 6 O PL-1 T Sampie ID "42  Fie "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da”

38 40 42

Comment “none”
sampla ndex 2

sampla mknown: 288
concantraticn 100 ng/m.
calculated conc  W/A
3/16/2013
acq Time 10 20 50 ™ AsEs
wodt f1ed 50
Proc Algorithm Spacify parametars Mg IIT At
moisa Parcanta o
mame sub  win 100 min
Peak split vwactor 2 35e4
noport Largest paak  mo
win peak Weight 2000 00 cps
min peak width ©oo mec 30e4:
sacothing width 3 1nte
57 window w0 mee T 4
ctod xr 28 mn Z 25
©sa malative mr wo i
mt Ty s388 70 maze 2064
ratention Time ain
rea s 136 comnts
Raight 4 5704004 cps 1504
start Time 235 min
amd Tima 328 min
104
smao.

32 34 36 38

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Sample Name -1 043 AASS071-10GC G 11°_Sampie 10 43 Flie "AASS071-10-RUN-00T-VO 1. Wi Sampie Name +1 043 AASS071-10GC G 1 1°_ Sampie D 43" Fie "AASS071-10-RUN-COT-VO1. Wi
Pek Name “Cotinine® Mass(es) *177.000/80.000 Ds” Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex 4 sampla Indax a
sampla Type Qc 1 =3 o
conceatration =0 0 ag/mL 1.00e5: concentration 1 0o ng/mL 36es
calculated cooc 501 ng/mn calculated conc s/A
acq Date 9/16/2012 acg pate 2/16/2013 34e4
acq Tima 10 37 23 2.00e¢- acq Time waTazm 2264
wodified uo modt 21ed %0 30es
proc Algorithm sSpecify Parameters  wQ III 8.00e¢- Proc  algorithm Spacify parametars mg IIr
moise percemtage 50 soise Parcantaga () 224
B3ase sub window 100 mn Bage sub window 100 mn Seoh
Peak split sactor 2 7.00ee. »aak split pactor 2
roport argest pesk O meport iargest paak  mo 2484
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac 6.00e¢- min peak widEh ©oe mec 2264
szocthing width 3 potnts 8 smcothing width 3 points 3
xT window 10 sac rT window 100 mac —
xxpactad xr 332 mn mipected xT 322 mia
Tus malativa mr 6 S Usa malative mr % bl
1504,
mt valla mt Typa vallm
=atention Time e AEY ratention Tima 23 wte TAes
@3 247394 264 counts a 330396 763 counts 1204
soight * oageous com — waight 3 z304004
start Time min H start rime 301 nmia 1.0e4.
d Time 3a mm amd Tima 16 mia
2.00e¢. —
50000
1.00e4: f e
Sn 375
o.00-
24 26 28 30 32 34 35 38 40 42
o
Somple Name -1043 AA9S071-10GC G 11°_ Somple D 43 Flle "AASS071-10-RUN-001-VD1 Wi Sampie Name +1 043 AASS071-10GC G 1 1°_ Sampie ID 43" Fie "AASS071-10-RUN-O1-VO1. Wi
Peak Name “Tranz-3-Hydroxycotrine”  Mass(es) *193.000/134.000 D" Peok Name “d3-4rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment "none”  Annotation ™ Comment "none”  Annotation =
sampla 1ndex a sampla ndax ')
sampla Typa Qc 284 &pla Type @< 284
concentra s0 0 ng/mu concentration 100 ng/mu
calculated cooc 46 3 ng/m calculated conc ®/A S
acq Date 2/16/2012 3.0e¢ acy pate 3/16/2013
acq Time 10 37 23 acy Time 10 37 23
modified uo £.0e¢. modif1ed %0 40e4
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woise percontage =0 moise rarcanta e
masa sud 100 ma 7.0e¢- B3mc cub  wini 100 mn 15
Paak split 2 »aak split vactor 2
raport Large: %o maport Largest paak w0
win peak & coo o0 cpm s, min peak Weight 2000 00 Cps 104
Win  peak width ooo sac 2 min peak width ©oc mec
smocthing width 3 points 3 sacothing width 2 potnta 3
xr_ window w0 sac d rT window 30 sac ¥ e
xxpacted r 23 min g Sk cted xr 284 min z
usa melative nr o 5 osa ralative nr wo i
mt Typa vallar 4.084 mt valia 2804
zatention Time 2 .’.' nin matention Time 2 |¥ min
rea 242107 923 counts araa 4118¢0 353 counts
maight 3 742:004 cpm 2.0 waight 4 7ogence  cps 1504
start Tima 233 min start Time 25 min
xnd Tize 343 mm =:nd Tima 330 mia
2.0e4: 1004
1.004 5000.0
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 044 AASS07 1 uosn‘sdumou7mz|m\mnqnmn|
Peak Name “Cotinine” Massies)
Annceation ™

sampla 1ndex 4t
sampla T unknown 2
conceatration u/A
calculated cooc 02 ng/nL
acq Date 9/16/2012 5.5e5.
acq Tima 0 44 01 Pm
wodified i
rroc Algoritim specify varamsters g iz
moise m?gmngn 3 455
B3ase sub window 300 min
Peak split sactor 2
roport argest pesk O 40cs:
Win Peak keight 500 o0 cpa
win poak width ooo sac 355
szocthing width 3 potnts 8
Exvindcn 10 sac
xxpactad 332 mn 3.0e5
Tus malativa mr 6
mt mase 70 mase 28
zetantion Time 320 min

@3 2421779 792 counts 2.0e5:
soight s e70e00s cpn
start Time 2

a rize 400 min 1.5es:

1.0e5:
5.0e4.

Sample © "a4-  Flie "AASS071-10-RUN-ODT-

Sampie Name -1 044 AASS07 1-10 0511150000127 0G21 N/A P1 D3y OORPL-1 T Sampie ID
Mass(es)

24 25 28 30 32

Mazs(es) *133.000/134.000 Do’
281
ng/mL
acq Date 2/16/2012 LS
acq Time 10 44 01 om0
modified L et
proc ug:nm: specuy Parazeters Mg IIr
woise percesta
mase sud ) 54: =min =g
PR3k :pllt. z
zaport. 13 w0 7.00m¢.
nin rnx u Goo oo cpm
nin  paak width o co sac
smoothing width 3 potats B 600
T window 00 sac *
xxpacted 28 min z
usa malative nr o 5 5.00e4-
nt VI 1a
qunnL‘m Tize y nin 4.00e4-
ra3 1}1‘241 777 counts
maight 1 o6aso0s cpm
start Time 2 4 min 3.00e4.
xnd Time an nin
2.00e¢.
1.00e4-
0.004

20 22 24 26 28
Iime

30 32 34 35 38
mn

Fie "AASS07 1-10-RUN-COT-V.

sampla ndex s
sample omknown
concantration 100 ng/mu 38e4
calculated conc W/ 7,
acq pate 3/16/2022
acq Time 10 44 01 ™ 3208
wodt t1ca %0 30e¢
Froc Algorithm SpAcify Paramatars  WQ IIT s
solsa rercentage wo
Base sub window 100 @min 2604
7eak split sactor 2
meport Largest peak o 2404
win poik ueight 3000 00 cps
win poak widfh coe sec 2204
sacothing width 2 points
w7 window 100 sec § 204
=xpectod xr 322 min 1804
Use malative mr w0
1504
mt Type B3se TO Base
ratention Tima 32 min ek
a 320109 555 counts 124
waight 3 4704004
start Tima 30e mln 1004
ama Tim 160 min
80000
E
<00
2m00.
34 35 38 40 42 Za 25 28 30 12 34

Sample Name ~1 044 AASS71-10 05111540000127 0021 NAP1 Day 00N PL-1 1° Gample D 44" Flie "AASSO71-10-RUN-O0T-V. ‘Sampie Name -1 044 AASS07 1-10 0511150000127 0021 N/A 1 DayOOn PL-1 T Sampie ID 43" Fle "AASS07 1-10-RUN-GOT-V_.
-3-Hydroxycotinine™

Peak Name “d3-rans-3-HydromycoflS) Massies) 196.000/134 000 Da”

Comment “none”
sampla ndex I

ok 23
concentration 100 ng/mu
calculated conc ®/A
3/16/2013
acy Time 10 44 1ses
modif1ed ®
Proc Algorithm Spacify paramatars mg IIr
®O18@ Parcenta 0o 184
B3mc cub  wini 100 mn
»aak split vactor 2
maport Largest paak w0
min peak Height 2000 06 Cps 2504,
min peak width ©oc mec
sacothing width 2 potnta 3
RT win 30 sac 4
ctod xr 28 mn (204
©sa malative mr wo i
mt Base 10 nase
ratontion Tima ain 1504
34500 663 comnts
waight 3 23cem04  Cps
start Time 257 min
amd Tima 312 mim Thes
50000

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

proc Algoritta
moise percentag

acq oata
acq Tima

modified

proc Algoritta
uolse perceatage

usa melative nr

coaceatration =/A
calculated conc 314 ng/nL
acq Date 2/16/2012

acq Time 10 50 37
modified

specify parameters
s

mase sub window 1c0 mia

peak split wactor 2

maport argest peak o

Win  Peak weight 500 00 cps
win peak widfh ooo mac
smocthing width 3 points
xT window 100  mec
xxpactad xr 322 min

ume relative rT uo

mt nasa 710 mase
=matention Time 3 22 nin

@3 €587004 072 counts
Raight ¢ 700z con
start Time 2 85 min

d Time 3 %8 nin

10 20 37 M

no
specify rarazeters
=0

masa sud 100 ma
Paak split 2

raport Large: %o

win peak & coo o0 cpm
Win  peak width oo sac
szocthing width 3 points
xr_ window 100 c
xxpacted r 23 min

nt TYPQ

=etention rime 28 ain
ra3 1046334 023 counts
Raight ® 83a:004 cpa
start Time 2 45 min
xnd Time 34 nin

o 11

Sampie Name -1 045 AASS07 1-10 0511154000012
-3-Hydroxycotinine™

o

1z

Intensity. cps

htensty, s

6.5e5:

6.0e5

5.5e5;

5.0e5:

4.5e5:

4.0es:

3.5e5.

3.0e5

2.5e5;

2.0e5:

1.5e5

5.0e4;

0021 N/A P1 Day 60n L1 1°
Mazz(es) *193.000/134.000 Da"

8.5e4:
8.0e4:
7.5e4:
7.0e4:
6.504:

5.504:
5.0e4:
4.504:
4.0es:
3.5e4:

2504
2.0e4:
1.504:
1.0e4.
50000

24 26 28 3D 32 34 35 33 40 42

Tample D 45" Flie "AASS071-10-RUN-D0T-V..

20 22 24 26 28 30 32 34 35 38
Iime mn

sampla ndex
=

Comment
sampla ndex

concantration
calculated conc

acy Time

modif1ed

Proc  algorithm
moise rarcanta

B3mc cub  wini

7aak split  pact:

min peak Height
min peak width

mt Typ

motention Time
a2

waight

start rima

a=d Tima

(es)

concantration 100  ng/mu
calculated conc /A
acg pate 2/16/2013
acq Time 10 30 37
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0
Bage sub window 100 mn
»aak split pactor 2
meport iargest paak  mo
min pek uaight 000 0o cpm
min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
cted xr 322 mia

Usa malative mr
mt Typa valley
matention Tima 3 ain

a 2¢2388 031 counts
waight 3 exgemce
start rime 208 mia
amd Tima 3162 mia

oo ng/m.

®0
Specify parametars  wg IIr
e

1 00
or 2

min

maport Largest Paak w0

2000 00 cps
ooe mec

3 points
0 sac

284 min

)

B3se TO Rase
2 o

min
4077 439  counts
4 74ge004 Cpm
25 min
318 min

hensly, s

Sampie Name +1 045 AASS07 1-10 0511154000125 0021 NIA 1 Dy 6 ONPL-1 T Sampie ID 45 F ie “AASS07 1-10-RUN-COT-V.
Mazs(

5000

Sampie Name -1 045 AASS07 1-10 0511154000125 0021 N/A 1 Dy 6 O PL-1 T Sampie ID "45° £ le "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da”
one”  Annctation =

P FFF B §

i

1.Des.

24 25 28

30 32 34 38

38 40 42

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sampla 1ndex ac
sampla T unknown
conceatration u/A
calculated cooc 43z ng/az
acq Data 2/16/2012
acq Tima 10 37 13
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt Typa vallay
zotantion Time 321 mn

@3 s236z03 312 counts
soight 8 44a4005 CpE
Ztatt Tine it

d Time 31 mmn

ng/mw
acqg Date 2/1¢/3012

acq 7ime 10 57 13
modified

no
proc uganzm specuy Parazetars
NOlG percenta

masa sud %0 ma
Paak spm 2

raport 13 %o

nin’ beak me coo o0 cpm
Win  peak width ooo sac
smocthing width points
xr_ window 100 s
xxpacted r 23 min

usa malative mr o

mt mase 70 masa
satentie viee 28 min
rea

5842932 €22 counts
Raight & 44a:005 cpa
start Time 2 45 min
xnd Time 3 52 nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 045 AASS07 1 DOSHIWSWZWAN Day GOnFL

8.0e5:
7.5e5:
7.0e5:
6.5e5:
6.0e5:
5.5e5
5.0e5:
4.5e5.
4.0e5:
3.5e5:
3.0e5
2.5e5:
2.0e5
1.5e5:
1.0e5:
5.0e4:

00

6.0e5

5.5e5:

5.0e5:

4.5e5:

4.0e5:

3.5e5

3.0e5

25e5

2.0e5°

1.5e5:

1.0e5:

5.004;

Sample © 35" Flie "AASS071-10-RUN-ODT:

24 26 28 30 32 34 35

33 40 a2

Sample Name *1 045 AASSQ71-10 05111540000015 0022 NAP1 Day 00N PL-1 1°  Gample D 36" Flie "AASSO71-10-RUN-O0T-V..
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

10 0511154000015 0022 NIA P1 Day 0 Ch PL-1
(es)

sampla ndex ac
= omknown 321
concentration 100 ng/m.
calculated conc 7 Sack
acq pate 3/16/2022
acq Time 10 57 13 3208
modt t1cd %0 ot
Froc Algorithm SpAcify Paramatars  WQ IIT as.
solsa rercentage wo
Base sub window 100 @min 28e4.
7eak split sactor 2
meport Largest peak o 2404
win posk Weight 2000 00  Cps
Win besk wiaih oo mec S
sacothing width 2 points -,
w7 window 100 sec 8
ctod T 322 min 1804
use nalative mr
1504
mt Type B3s0 TO Base
natention Tima 3 ma s
a 237236 €74 counts 1204
waight 3 4304004
start Tima 298 mln 1084,
ama Tim 16 min
80000
o000,
<00
271
2ma0.
Za 25 28 30 32 34 36 38 40 42|

‘Sampie Name -1 046 AASS07 1-10 0511150000015 0022 N/A P1 Dy OOR PL-1 T Sampie ID 45" F ie "AASS07 1-10-RUN-GOT-V_.

Sampie ID 45" Fle "AASS07 I-10-RUN-DD

Peak Name “d3-rans-3-HydromycoflS)” Mass(es) 136.000/134 000 Da”

Comment “non
sampla ndex

4
= omknown
concentration 100 ng/mu
calculated conc w/A
3/16/2012 pron
acy Time 10 37 13
modif1ed )
Proc Algorithm Spacify Parametars g IIT 35ed
moise rarcanta e
B3mc cub  wini 100 mn
»aak split vactor 2 104
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec —
sacothing width 2 1ints
57 window w0 mee T 4
cted xT 284 min s
©sa malative mr wo i 204
mt Typ Base 1o nase
matention Tima nin
rea a74i8s 844 comnts 1.5e4.
waight 4 J0een04  Cps
start Time 254 min
=:nd Tima 313 mia 1Bes
50000

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 047 AASS07 1 DOSHISIDWEWZWAN Day 60nFL

Sample © “47-  Flie "AASS071-10-RUN-ODT:

‘Sampie Name -1 047 AASS07 1-10 0511150000016 0022 NIA P1 Day 5 Oh PL-1 1 Sampie ID "47  F le "AASS07 1-10-RUN-0D' 1
e3)

Peak Name “Cotinine” Massies) Peak Name
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex a7 sampla ndex 5
sampla T unknown sampla Type tnknown 1
concentration /A 1.10es- concantration 100 ng/mu
calculated conc 523 ng/nz calculated conc B/A
acq Date 9/16/2012 acqg pate 3/16/2013
acq Time 11 03 48 e acq Time 11 03 48 Ly
modified 9.00e5 modi f1ed ®
proc Algorithm specuy Paramcters mQ IIr Proc  Algorithm Specify Parameters  mg IIr 1004
moise percentage moisa Parcantage B0
mase sud window 1 oo min 8.00e5- Base sud window 1 o0 ain
Peak split pactor 2 Peak spiit pactor 2
maport iargest peak  wo meport rargest paak w0 25
Nin  peak walght 500 0O cps 7.00eS: win pe3k HGIEEL 2000 00 cps
win poax widtn ooo mac win peak width ©oe mec
smoothing width 3 potnts 8 smoothing width a points 3
xr w!.::lm 00 mec 6.00es: nT Window 00 sec 2004
xxpactad 332 mn mxpected T 322 min
oo Belative wr ) use malative mr o
5.00e5
mt Typa vallay mt Type valiey _—
=atention Time 322 min 4.00es- matention Tima 222 min
@3 10745065 207 counts a 3assose 102 counts
Raight T 03i00¢ cpm waight 3 7004004
start Time 2 85 3.00e5 start Time 200 min
d Time 395 mmn and Tima 16 ma e
2.00es:
sm00.0.
1.00es:
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42

Sample Name -1 047 AASS71-10 0511150000016 0022 NAP1 Day 60N PL-1 1°  Gample 1D "47-  Flie "AASSO71-10-RUN-O0T-V.. ‘Sampie Name -1 047 AASS07 1-10 0511150000016 0022 N/A P1 DIy 6 O PL-1 T Sampie ID "47° F le "AASS07 1-10-RUN-GOT-V_.
-3-Hydroxycotinine™

Mazz(es) *133.000/134.000 Do’ Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 7
284 =k 285
concentration 100 ng/mu
ng/nw calculated conc ®/A S
acq Date 9/1¢/2012 4005 2/16/2013
acq Time 11 03 43 acy Time 1 e
modified no modi f1ad ®0 4004
proc uganzm spec“y Parazeters Mg IIr 3.5e5 Proc Algorithm sSpacify Parametars Mg IIX
woise percesta moise rarcanta e
masa sud %0 ma B3mc cub  wini 100 mn 3ses.
Paak spm 2 205 »aak split vactor 2
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps 104
Win  peak width ooo sac min peak width ©oc mec
Smoocthing width 3 points B 2% sacothing width potnta 3
xr_ window w0 sac d RT win 10 = 2504
xxpacted mr 28 min F cted xr 284 min &
usa melative nr o 5 2.0e5 osa ralative nr wo
mt Typa masa 70 masa mt Typ vallay 2804
xetantion rize 25 min matention Tima 205 min
rea 4231789 113 counts 1.5¢5 413104 333 counts
maight 4 3¢as00s cpm waight 4 74gen04  CpE 1504
start Tima 24 min start Time 254 min
xnd Tize 330 am 2005 =:nd Tima 322 mia
£ 1004
S.0es 5000.0:
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 048 AASS07 1 uosn‘sdumw1un3m\mnqnmn|
Peak Name “Cotinine” Massies)
Anncestion ™

Sampie © 48" Flie "AASS071-10-RUN-ODT:

sanpla 1ndex 4z
sanpla T known 3
concentration u/A
calculated conc 134 ng/nL
acq Date 2/16/3012
acq Time 11 10 23 s
wodified
Proc Algorittm specify saramters  wQ I
moise percentag 3.0e5:
mase sub window 300 min
Pak split wactor 2
roport argest pesk O
Win Peak keight 500 o0 cpa 255
win poax widtn ooo mac
smoothing width 3 potats 3
= window 100 sac
xxpacted 332 min f 2.0e5°
Tus malativa mr uo
mt nasa 70 mase
xatention Time 3222 min 1.5e5
a3 3833531 s61  counts
Raight 3 ssaso0s cps
Ztatt Tine it
d Time 393 min 1.0e5-
5.0e4:

24 26 28 30 32 34 35 33 40 a2

Sample Name ~1 048 AASS71-10 05111540000017 0023 NAP1 Day 00N PL-1 1°  Gample D 48" Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

284
26e5
ng/nw
acq Date 9/1¢/2012
acq Time 1110 23 e
modified uo 22es:
proc uganzm spec“y Parameters mg Iz
woise percesta 20es
masa sud %0 ma
Paak :pm 2
raport 13 %o 1.8e5-
nin’ beak me coo o0 cpm
Min peak width ooco sac 1.6e5:
smoothing width 3 potats
xr_ window w0 sac 1.4e5.
xxpacted 28 min z
e laty
usa malative mr o 5 .
mt vallg
satantion rim d am 1.0e5
araa Jasocaa 416 | cousts
maight 2 c4aso0s cpm &.0es-
start Tima 244 min
xnd Tize 333 am
? 6004
4004
2004

20 22 24 26 28 30 32 34 35 38
Iime mn

Sampie Name +1 048 AASS07 1-10 0511150000017 0023 NIA 1 DIy OORPL-1 T Sampie ID 45" F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla Indax I
sampla onknown 3
concantration 100 ng/mu E
calculated conc B/A
acg pate 3/16/2013 24es
acq Time 1m0am T
modt 21ed %0 104
Proc  algorithm Spacify parametars mg IIr
soise Parcantaga () 2204
Bage sub window 100 mn
»eak split pactor 2 260t
meport Largest paak  ma 2424
min pek uaight 000 0o cpm
min peak widEh ©oe mec 224,
smcothing width 3 points
rT window 0 mec § 20
ctod xT 322 min
Usa malative mr e
1504
mt Type vallay
matention Tima 221 min Aot
a 347720 294 counts
waight 3 s30+004 .
start rime 208 mia 1004
amd Tima 37 mia
80000
60000
40000
20000 223

24 25 28 30 32 34 35 38 40 42

‘Sampie Name -1 048 AASS07 1-10 0511150000017 0023 N/A P1 Dy OOR PL-1 T Sampie ID 45" Fie "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da”

Comment “none”
sampla ndex 8

omknown 284
concantration 100 ng/mn
calculated conc  W/A
2/16/2012 4D=4
acq Tima 1110 23 ™
modificd »o 3504
Proc Algorithm specify parametars Mg IIT
moisa rercanta o
m3se sub  wini 1 00 min
7eak split wacter 2 30es
noport Largest paak  mo
min pe3k Weight 2000 0O  Cps
min peak width © oo Bec
sacothing width 3 potnts N
nT wine 300 sac A
mxpected xr 284 min &
©sa malative mr wo i 2004
mt Typ Base 1o nase
matention Time ain
a76433 373 comnts 1504
Raight 4 2204004 cps
start rTima 2 58 ain
=:nd Tima 329 min 104
B

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sanpla 1ndex 43

sampla T known
coaceatration =/A
calculated coac 202 ng/nL
acq Date 2/16/3012

acq Time 11 16 57 ™

wodified

Froc ‘Alooritin: specily; sacamtary
moise percentag

mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win peak widfh ooo mac
smocthing width 3 points
xr nx.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt masa 70 masa
zatention Time 321 min

@ 4034762 770 counts

saight 4 2204005 cpm
Stase Tise =
a Time 402 min

Sampie Name -1 043 AASS7 1-10 0511154000001
-3-Hydroxycotinine™

ng/mw
acqg Date 9/1¢/2012

acq 7ime 11 16 57
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00 sac
xxpacted v 2 5 nin
usa malative nr o

mt Type valla

=etention rime 2 l¥ nin
Area 1569532 053 counts
maight 1 c4aso0s cpm
start Time 2 4 min
xnd Time 37 nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 043 AASS07 1 Dosn‘sducnwsmm\m Day 60nFL

4.0e5-

3.0e5

2.5¢5-

2.0e5-

Sample © "43° Flie "AASS071-10-RUN-ODT:

Proc  algorithm
soise Parcantaga
Bage sub window 1
»aak split pactor 2

min vask maight

0023 N/A P1 Day 60n L1 1°
Mazz(es) *193.000/134.000 Da"

24 26 28 30 32 34

283

Sample D "43° Flie "AASS071-10-RUN-D0TV..

35 33 40 a2

‘Sampie Name *1 045 AASSO7

Comment “none”
sampla ndex 0

20 22 24 26 28 30
Iime mn

32 34 35 38

w0
specify parametars
B0

Peak Name

Comment "none”  Annotation
sampla Indax 3
sampla unknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/16/2012
acq Time 1T m
modt 21ed

o 11z

o0 min

meport iargest paak  mo

min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa vallay
matention Tima 322 min

a 331400 €64 counts
waight 3 e104m04
start rime 301 mia
amd Tima 3s mia

110 0511154000018 0023
Peak Name “d3-rans-3-HydromycodlS) Massies) 196.000/134 000 Da”

omknown
concentration 100 ng/mu
calculated conc w/A
2/16/2013

acy Time n T m
modif1ed %0
Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e
B3mc cub  wini 100 mn
»aak split vactor 2
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width sec
sacothing width 1ints
57 window w0 mee T

cted xr 284 min
Usa malative wr "o

vallay

matention Tima 286 min
rea 392011 241 counts
waight 4 c1cem04  cps
start Time 258 min
=:nd Tima 30 min

NAPI DaysORPL-1 T* Gampie ID 35 Fle "AASS07 1-10-RUN-DOT-V_.

hensly, s

Sampie Name 1 049 AASS07 1-10 0511150000018 0023 NIA 1 DIy 6 O PL-1 T Sampie ID "4 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

5000

a3

EFF B B &

i

104

24 25 28

30 32 34 38

38 40 42

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 050 AASS07 1 uosn‘sdumlm!mzsm\mnqnmn!
Peak Name “Cotinine” Massies)
Anncestion ™

Sample © S0- Flie "AASS071-10-RUN-ODT:

NAPIDayOORPL-1 ° Gampe ID S0 Fle "AAS3071-10-RUN-DOT-V.

sampla 1ndex =0 sampla Indax 5o
sampla T unknown sampla onknown
conceatration u/A 2405 concantration 100  ng/mu 4004
calculated conc 159 ng/nz calculated conc B/A
acq Data 2/16/3012 3205 acq pate 3/16/2013
acq Tima 1123 33 acq Time naam
3.0e5 EE
wodified modt 21ed %0
Proc Algorittm specify saramters  wQ I 285 Proc Algorithm SpAcify Parametars Mg IIz
moise percemtage S soise Parcantaga ()
B3ase sub window 300 min Bage sub window 100 mn e
Peak split sactor 2 2.4e5. »aak split pactor 2
roport argest pesk O moport Largest PAax  mo
Win Peak keight 500 00 ] 2205 win peak Weight 2000 0o
win peak widtn 020 sac Win besk wiaih G oo e e
szocthing width 3 potats g 205 smcothing width 3 points 3
Exvindcn 10 sac 155 rT window 100 mac
xxpactad 332 mn . mxpected T 322 min 2084
Tus malativa mr 6 i 1.6e5- Usa malative mr  ®o f
mt Typa vallay 1.4e5: mt Typa valiay
zetantion Time 322 min ratention Tima 321 min 1504
a3 2211437 212 counts 1205 a Iceeas 227 counts
Raight 3 4casous cps waight 3 2004004
Ztatt Tine it 1.0e5- Gtaft Tize 3200 min
d Time 37 min s amd Tima 35 mia 1004
6.0e4:
4004 50000
2004
24 26 28 30 32 34 35 38 40 42 24 25 28 30 12 34
Gample Name -1 050 AASS071-10 0511154000015 OI2S NVA P1 Day CONFL-1 1© Sompie D 50" Flle "AASS071-10-RUND0T-V... | ] Sampie Name 1 050 AASS07 1-10 0511540000015 025 NIA P1 DSy OOR PL-1 1+ Sampie 1D 50" Fle "AASS07 - 10-RUNGOT-V_..
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
none”  Annctation Comment “none” -~
50 sampla ndax 50
unknown 284 umknown 288
s/ concentration 100 ng/mu SDes
127 ng/mz 2465 calculated conc ®/A
acq oate 9/1¢/2012 ate refazna
acq Time 1123 33 T 2
q acq 4sed.
modified uo modif1ed )
BEncAlgocitm spact y Sarambis  hass 2065 Proc Algorithm Spacify paramatars mg IIr 4Des
woise percesta moisa Parcanta o
masa sud %0 ma B3mc cub  wini 100 mn
pazk spm z 1.8es: »eak split wactor 2 1504
raport 13 %o maport Largest Paak w0
nin’ beak me coo o0 cpm 1585 min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ©oc mec 104
smoothing width 3 potats sacothing width 3 ints
o windog 100  mec 14e5: — =] oo waaiTT 5
xxpacted nv 2 8¢ min z cted xr 284 min £ 25es
usa melative nr o 5 1.2e5: osa ralative nr wo i
mt mase 70 masa mt Base 1o nase
satantion rim 28 mn s nratention Time ain ]
rea 2397181 403 counts aassir 53 comnts
maight 2 534005 cps 8.00¢ Raight 5 00Gencs  CpS AL
start Tima 244 min start Time 252 min
xnd Tize 33 am &.0e4 =:nd Tima 328 min
1.0e4.
4004
2008 50000

20 22 24 26 28 30
Iime mn

32 34 35 38

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Flie "AAS3071-10-RUN-001-

Sampie Name -1 051 AASS07 1-10 05111540000020 0025 WA F1 Day 6 Oh FL-1
Peak Name “Cotinine” Mass(es) *177.000/80.000 Da”

NAPIDaySORPL-1 1° Gampe ID 51" Fle "AAS307 1-10-RUN-DOT-V.

Sampie Name -1 051 AASS07 1-10 0511150000020
Mass(es)

Feak Name =

Comment "none”  Annottion ™ Comment "nene”  Annotation
sampla 1ndox 5 sazple Index 51
sanpla T Kknown 3 sample omknown 3
concentration u/a 5065 concentration 100 ng/m.
calculated conc 222 ng/mn N calculated conc W/ 4De4.
acq oata 3/16/2012 acqg pate 3/16/2022
acq Tima 11 30 02 o™ i acq Time 1130 03
woditiea wodt t1ca %0 S
Proc Algoritha Spocify PAraEtors  wQ I 40es: Froc Algorithm Spacify Parametars Mg IIT
moise percentag s0 . solsa rercentage wo
mase sudb window 100 mim Base sub window 100 @min 30m¢
eak split sactor 2 e 7eak split sactor 2
zaport argest peak %o - meport Largest peak o
Wiz Peak @eight 500 00 Cpe win poik ueight 3000 00 cps
win poak widtn ooo sec s win poak widfh © oo mec 25e4.
sosthing width oo e PO g™ mootniag wiath 3 _ points 3

I 3 " 100 so
xxpactad xr 322 mmn =xpectod xr 322 min
Tus malativa mr uo i 255 use malative r 5o f 20e4.
mt masa 7o masa - mt Type vallay
xatantion Time 3 nin nratention Tima 221 min »

a2 4388409 829  counts a 195279 807 counts LS5k
saight s 1ca.008 cpm waight « 0304004
Ztatt Tine % mn L Gtaft Tize 301 min

a Tim 398 mn ama Tim 37 ma 1004

1.0e5
50es N
Za 26 28 30 32 34 36 38 40 42 Za 25 28 30 32 34 36 38 40 42|

Gample Name -1 051 AAS9071-10 051 11540000020 0025 NVA P1 Day 6O FL-1 1° Sample D "51°  Flie "AASS071-10-RUN-O01-V... | ] Sampie Name -1 051 AASSG7 1-10 0511154000020 0025 N/A P1 DSy 6 ORPL-1 T Sampie ID "51° Fle "AASS07 IC-RUNDOT-V_.
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment "none”  Annotation =
sampla ndax 51
284 &pla Type omknawn 284
concentration 1 oo ng/mL
ng/nw calculated conc ®/A SDes
acq Date 9/16/3012 1.8e5- Aoy pate 2/16/2012
acq Time 11 30 03 Pm a acq Time 11 20 09 W
modified L 1.6e5 modified 0
proc Algorittm specify paraseters mQ IIr 3 Proc Algorithm sSpacify Parametars Mg IIX
woise percontage =0 moise rarcanta e 4Des.
mase sud 100 =min Base sudb  wini 1 00 min
peak split z 1485 Peak split vwactor 2
raport Large: %o maport Largest paak w0 154
nin  peak ®e coo o0 cps min peak Helight 2000 0c  cps
min  peak width oo  mac 1.2e5: min peak width ° oo mec
smoothing width 3 potats B sacothing width 3 points § 30e
xT window 00 Bsac A T window 300 sac ’
xxpacted mr 28 min & 1.0es =xpected xr 2 84 min &
usa malative mr o 5 osa ralative nr wo i 25e4.
mt ] masa 710 Basa 8.004- mt s B3se TO Rase
=etention rime 2 ain motention Time 2 oa ain 2De4-
ra3 2031790 422 counts 451078 243 counts
maight 1 9794005 cpm 6.0e4 waight 5 2304004 CpB
start Time 2 46 min start rima 2 53 ain 1504
xnd Time 3 53 nin a=d Tima 2 22 min
Ay 1.024-
2.0e4: 5000.0:
0o. oo —
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 052 AASS07 1 uosn‘sdummimm\mnqnmn!
Peak Name “Cotinine” Massies)
Anncestion ™

Sample © 52 Flie "AASS071-10-RUN-ODT:

sanpla 1ndex 52
sanpla T known 32
conceatration /A 4.0es-
calculated conc 134 ng/nL
acq Date 2/16/2012
acq Time 11 36 43 ™™ e
wodified
Proc Algorittm specify saramters  wQ I
moise percentag A
mase sub window 300 min -
Pak split wactor 2
zaport argest peak %o
Wiz peak meight 500 oo ]
win peak widtn 020 sac S
smoothing width 3 potats 3
= window 100 sac
xxpactad 222 mmn i 2.0es-
Tus malativa mr uo
mt vallay
xatention Time 321 mmn 1585
a3 3730688 053 counts
Raight 4 01a4005 cpm
Ztatt Tine it
d Time 3% i 1.0e5
5.0e4:

24 26 28 30 32 34 35 33 40 42

Sample Name ~1 052 AASS71-10 05111540000021 0025 NAP1 Day 00N PL-1 1° Sample D 'S Flie "AASSO71-10-RUN-O0T-V.
otrine” Mass(es) “193.000/134.000 D"

52
unknown 28
u/A
134 ng/nw 2205
acq Date 9/1¢/2012
acq Time 11 36 43
2.0e5:
modified uo
proc uganzm specuy Parameters mg iz e
woise percesta -
masa sud %0 ma
Paak spm 2 1.6e5
raport 13 %o
nin’ beak me coo o0 cpm
min Peak width oon  sac 1.4e5:
Smoocthing width 3 points 3
xr_ window w0 sac d
xxpacted 28 min & A2y
usa malative mr o
mt vallg v
satantion rim ¥ am
araa 232263 245 cousts 8.00¢
maight 2 3204005 cpm
start Tima 244 min
xnd Tize 317 am et
4004
2.0e4-

Sampie Name 1 052 AASS07 1-10 05111540000021 0028 NIA 1 DIy OORPL-1 T Sampie ID 52 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sazple Index 52
sampla tmknown ]
concantration 100  ng/mL
calculated conc W/
acqg pate 2/16/2013 25es.
acq Time 11 3¢ 43 M
modified L]
Proc Algorithm Spacify Parameters g IIT 30e4.
moisa Parcantage B0
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo 254
min  peak HGIEX:L 2000 00 Cps
win poak widfh coe sec
smoothing width a points 3
rT window 0 mec 20m4.
ctod xT 322 min f
©se malative v
mt Type B3se TO Base
matention Tima an min L
a 339914 o4 counts
waight 3 e704004
Start Time 2 02 mln 1004,
ama Tim 37 ma
5000

24 25 28 30 32 34 35 38 40 42

‘Sampie Name -1 052 AASS07 1-10 0511150000021 0028 N/A P1 DSy OOn PL-1 T Sampie ID 52 Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da”

Comment “none”
sampla ndex 52

umknown: 286
concantraticn 100 ng/mu
calculated conc  W/A
3/16/3023
acq Time 11 36 43 Aoy
wodt f1ed %0
Froc Algorithm Spacify Parametars  Wg IIT EE
moisa Parcanta o
mame sub  win 100 min
7aak split pactor 2 1n
maport Largest Paak w0
win peak Weight 2000 00 cps
min peak width ©oo mec
sacothing width points B 25+
rT win 0
cted xT 284 min s

Usa malative xr WO
mt Ty vallay
ratention Time 284 min

383034 421 counts 1504
Raight 4 3304004 cpB
start Time 25 min
amd Tima 3 min g

so0.:

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sample © '53°  Flie "AASS071-10-RUN-ODT:

Sampie Name -1 053 AASS07 1-10 0511150000022 0028 WA F1 Day 6 Oh FL-1
Do

Sampie Name 1 053 AASS07 1-10 0511150000022 0028 NIA 1 DIy 6 DN PL-1 T Sampie ID -53° F ie "AASS07 1-10-RUN-COT-V.
Peak Name “Cotinine” Mass(es) *177.000/80.

Peak Name Mazs(es)
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex 53 sampla ndex 51
sanpla T known = tmknown 3
conceatration /A 2200 concantration 100 ng/mu ABet
calculated conc  © 771 ng/mn calculated conc B/A
acq Date 9/16/2012 3000- acg pate 2/16/2013
acq Time 11 43 20 MM acq Time 1143 20 W
2800 Aoy
modified modified ]
proc Algorithm specify Parameters mQ IIT 2500- Proc  Algorithm Spacify parametars Mg IIT
moise percentage s moise Percentage [ 20e4.
mase sud window 100 min 2400 Base sud window 1 o0 min
Peak split pactor 2 Peak spiit pactor 2
maport iargest peak  wo 2200 meport rargest paak w0
Nin  peak walght 500 0O . ®in peak weight 2000 0O 25e4.
win peak widfh 020 sac 2000 Win besk wiaih G oo e
smoothing width 3 potnts 3 smoothing width a points 3
=T window 00 sac nT window o0 sac
xxpactad xr 322 mn mxpected T 322 min 2004
T8 Eeiative w7 6o i 1600 Usa malative mr ® f
mt sanual dam mE Type B3se TO mase
wotention Time 323 min 1200 matention Tima 121 min 1504
@3 26309 92¢ counts a 3c0192 852 counts
Raight 3 wigio0a cpm 1000- waight 3 3104004
start Time 03 min Start Time 2 99 mln
d Time 3: min 800 amd Tima 377 ma 1004
600
200 50000
200
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 053 AASS071-10 0511540000022 OU2E NVA P1 Day EONFL-T 1° Somple D S3° Flle "AASS07I-1C-RUND0T-V... | ] Sampie Name -1 053 AASS07 1-10 0511 1550000022 0028 NIA P1 Doy 60 PL-11- Sampie 1D 53°  Fle AASS07 -1O-RUNGOTV...
3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da® Feok Name *d3-rans-3-HydroxycollS]”  Mass(es) *196.000/134 000 Da®
Comment "none”  Annotation =
sampla ndex 53
280 sampla Ty, umknawn 284
concantration 100 ng/mu
ng/mz 4000 calculated conc B/A —
acqg Date 9/1¢/2012 2/16/2013
acq Time 11 43 20 M acq Tima 12 43 20
modified Yas 3500 modif1ed n 4004
Proc Algorithtm sSpecify Parameters Mg IIT Proc Algorithm spacify Parametars Mg IIT
woime percontage =0 moisa Parcanta o
mase sud 100 =min 3000 Base sudb  wini 1 00 min 35ed
Peak split 2 7aak split pactor 2
raport Large: %o maport Largest Paak w0
min peak we Goo oo cpm min peak Height 2000 06 Cps 2004
nin  paak width o co sac 2500- min peak width © oo Bec
smoothing width 3 potats B sacothing width 3 points 3
xT window 100  mec rT window 00 sec Y 254
xxpacted mr 28 min F cted xr 284 min &
usa melative nr o 5 2000 ©sa melative v "o i
mt Typa mt Typ vallay 2804
=etention motention Time 2 04 ain
araa A a04782 123 counts
Raight Raight 4 7004004 cps 1504
start Time start rima 2 59 ain
xnd Time 1000- =d Tima 216 min
104
136 2144229 5 o 335 354 355
B
20 22 24 25 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndex =4
sampla T known
conceatration u/A
calculated cooc 214 ng/nL
acq Data 2/16/3012
acg Time 31 43 56 om 4.0e5:
wodified uo
rroc Algoritim specify varamsters g iz 255
moise percemtage
B3ase sub window 300 min
Peak split sactor 2
®aport iargest peak o 3.0e5:
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts B 2
Exvindcn 10 sac
xxpactad 222 mmn i
Tus malativa mr 6
2.0e5.
mt mase 70 mase
zotantion Time nin
@3 4267522 €22 counts 1.5e5.
soight 4 4sqioos con
start Time
d Time 39 mn
1.0e5:
5.00¢

3.0e5
& g/nz
acq Date 9/1¢/2012 285
acq Time 11 43 56 M
265
modified uo
proc uganzm specuy Parameters mg Iz 2405
woise percesta
masa sud %0 ma 2205
Paak :pllt 2
raport 13 %o 205
nin’ beak me coo o0 cpm
Win  peak width o sac 1.8e5
smoothing width 3 points 3
xr_ window 100 ¥ g6es
xxpacted 28 min z
usa melative nr 0 5 1865
mt valla
satantion rim 2ot am 2
araa 2911666 313 counts 2005
maight 3 cecso0s cpm 3
start Tima 240 min
xnd Tize 315 am ot
6.0e4:
4004
200

Sampie Name -1 058 AASS07 1 Dosn‘sducnm!mzsm\m Day GOnFL

Sample © "S5&°  Flie "AASS071-10-RUN-ODT:

Mazz(es) *193.000/134.000 Da"

24 26 28 30 32 34 35 33 40 42

Sample Name *1 054 AASS71-10 05111540000023 0025 NAP1 Day 00N PL-1 1°  Gample D 'S4°  Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycotinine™

20 22 24 26 28 30 32 34 36 38
Iime mn

Sampie Name 1 058 AASS07 1-10 0511150000023 0029 NIA 1 DIy O DR PL-1 T Sampie ID 53" F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla ndex 54
sampla umknown 221
concentration 100 ng/mu
calculated conc B/A A6ed.
acqg pate 3/16/2022 34e4.
acq Time 11 43 3¢
3204,
wodt 1cd 5o
Proc  Algorithm Specify Parametars Mg IIT A8ed
solsa rercentage wo 2204
mase sub window 100 min
7aak split pactor 2 2504
meport Largest paak  ma s,
Wi posk meignt 3003 oo cps
win peak width oo mec 22604
smcothing width 3 points 3
n7 window 100 sec 2084
ctod xr 322 min
Use malative mv 1804
1504
mt Type valiey
ratention Tima Y 1n 14ed
a 330413 263 counts
"aight 3 804004 bad
start Time 297 nin 1804
and Tima 363 min
s000.0
6000.0
4000.0:
20000

24 25 28 30 32 34 35 38 40 42

‘Sampie Name -1 054 AASS07 1-10 05111540000023 D025 N/A P1 Dy OOn PL-1 T Sampie ID "53° F le "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “136.000/134 000 Da*

Comment “none”
sampla ndex 54

umknawn 284
concantration 100 ng/mn
calculated conc WA A
3/16/2023
acq Tima 11 49 5¢
40
modified 0
Proc Algorithm Spacify Parametars g IIT
moisa Parcanta o 35e4.
Base sudb  wini 1 00 min
7aak split pactor 2
maport Largest Paak w0
min peak Height 2000 06 Cps 104
min peak width © oo sec
sacothing width ints
Yyl T B e
cted xT 284 min &
osa malative v "
2084
mt Ty vallay
motention Time 2 04 ain
reaa 407000 825 counts
maight 4 sceemce cps 1Set
start rima 2 52 ain
a=d Tima 218 min
104
s000..

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine”  Mass(es)
Comment none” Annctation ™

sampla 1ndox 55
sanpla T unkaown
concentration u/a
calculated conc 205 ng/mn
acq oata 2/16/2012
acq Tim 11 36 32 M 3.5es:
woditiea )
Proc Algoritha Spocify PAraEtors  wQ I o
moise percentage s0 -
mase sudb window 100 mim
eak split sactor 2
zaport argest peak %o
Wiu Deik Belght 50000 cpa 2568
win poak widtn ooo sec
smocthing width a potats 3
xT window 100 sac
xxpacted xr 3122 min f 2005
ose nelative mr ™o
mt masa 7o masa
zotantion Time 3321 mn .55
a2 3600813 330 counts
saight 3 msaions con
start Tine 201 min
d Time 400 min e
5004

1.20e5:
b ng/me
acqg Date v/1¢/2012
acq 7ime 11 36 32 1.40es:
modified L 1.00e5-
proc Algorittm Specify PAraECters Mg IIX =
woime percontage =0
mase sud 100 =min 9.00e4.
peak split 2
=aport Largar %o
win peak & coo oo cpa st
nin  paak width L] sac
smocthing width 3 potats B 7o0es
*T window 100 *
xxpacted 28 min z
usa melative nr o 5 Eo0ee
mt Typa vallar 5.00e4
=etention rime 2 ly nin
Area 1167007 88 counts
sa1ght 1 2304005 cpm 4.00e4-
start Time 2 40 min
xnd Time 3 nin 3.00e4.
2.00e4
1.00e¢
0.004

Sampie Name -1 055 AASS07 1-10 0511150000024 0025 WA 1 Day 6 Oh FL-1
Do

77.000/80.

Sample © 'S5°  Flie "AASS071-10-RUN-ODT:

32

Mazz(es) *193.000/134.000 Da"

24 26 28 30 32 34 35 33 40 a2

Sample Name ~1 055 AASS71-10 05111540000024 0025 NAP1 Day 60N PL-1 1°  Gample 1D 'S5°  Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycotinine™

20 22 24 26 28 30 32 34 35 38
Iime mn

Peak Name Mazs(es)
Comment "none”  Annotation

sampla Indax 53

sampla onknown

concantration 100  ng/mu

calculated conc s/A

acg pate 3/16/2012

acq Time 11z¢azm

modt 21ed %0

Proc  algorithm Spacify parametars mg IIr

moisa Parcantage B0

Bage sub window 100 mn

»aak split pactor 2

meport iargest paak  mo
min vask maight
B

min peak widl oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa vallay
matention Tima 322 min

a 209398 0sc  counts
waight 3 35e4004
start rime 292 mia
amd Tima 16 mia

‘Sampie Name 1055 AASS071-10 05111

Comment
sampla ndex

umknown
concantration 100 ng/mu
calculated conc w/A
2/16/2013
acq Time 11 56 32
modi f1ad ®0
Proc Algorithm Spacify parametars Mg IIz
®O18@ Parcenta e
B3 sub  wini 100 min
»eak split wactor 2

maport Largest paak w0
min peak Weight 2000 00 Cps

min peak width © oo sec
sacothing width 3 ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
mt Ty vallay
motention Time 2 0 ain
reaa 365102 309 counts
Raight 4 1704004 cps
start rima 2 54 ain
a=d Tima 212 min

hensly, s

AARAAALR

PEEd

gags

Sampie Name 1055 AASS07 1-10 0511150000024 0025 NIA 1 DIy 6 DN PL-1 T Sampie ID "S5 F ie "AASS07 1-10-RUN-COT-V.

24 25 28

3032 34 38

38 40 42

540000024 0C25 N/A P1 Day 5 R PL-1 * Sampie ID 55 F le "AASS07 1-10-RUN-OOT-V_.
Peok Name "d3-rans-3-HydrowycolIS]”  Mass(es) “136.000/134 000 Da”
Annotation =

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 056 AASS071-10 GC C 1

Sampie ID 55" Fie "AAS9071-10-RUN-D01-VO 1w
Do

Sampie Name *1 055 AASS0T 110 GC G 1 1° Gample 1D 56" FIIE AAGS07 - 10 RUN-00T-V1 Wi
Peak Name “Cotinine” Mass(es) *177.000/80. Feak Name Mazs(es)
Comment "none”  Anncttion ™ Comment "one”  Annotaton =
sampla 1ndox e sazple Index 56
sanmpla Type o 3 = o 3
concentration 75 0 og/mu concentration 100  ng/m.
calculated coac 712 ong/mu 1.5e5 calculatad conc /A
acq oata 2/17/2012 1.4e5 acq pate 3/17/2022
acq Tima 12 03 08 A% acq Time 12 63 o8 AN s
wodified o Jaes wodt 1cd 5o
Proc Mgoritta specity sarmtors g I Mt Froc Algorithm Spacify Parametars Mg IIT
moise percentage solsa rercentage wo S0k
Bise ewb wingow 3 00 min Base sub window 100 @min
peak split sactor 2 1.9e5 »eak split pactor 2
zaport argest peak %o meport Largest peak o
win Peak weight 500 00 cpm 1.0e5- min pek uaight 000 0o cpm 25e4
win poak widtn ooo sec win poak widfh © oo mec
szoothing width a potats 3 9004 sacothing width 3 potints 3
= window 100 sac w7 window 100 sec
xxpactad 3122 min 8.004: cted wr 3122 mn 2084
Tub malativa mr B0 use nalative mr
7.084
mt masa 7o masa mt Type vallay
xatention Time 322 min Bt ratention Tima 322 mn 1504
a2 1430605 023 counts i a 357187 314 counts
saight 1 seqe00s cpm . waight 3 seosnce
Ztatt Tine it Gtaft Tize 302 mia
a rize 3% min 4.004 and Time 3% mia 10e4
20es
2064 50000
1.0e4 Ehed
Z4 26 28 30 32 34 36 38 40 42 Za 25 28 30 32 34 36 38 40 42|

20 22 24 26 28
Iime mn

Gample Name -1 056 AASS0T1-1I0GC C 11" Sampie ID “56°  Fie "AAS9071-10-RUN-O01-VO 1w ‘Sampie Name +1 056 AASS071-10GC C 1 1° Sample 1D '56° Flle AASS07 - 10-RUN-00T-VOT Wi
Peak Name “Tranz-3-Hydroxycotine”  Mazs(es) *193.000/134.000 D" Peok Name “d3-4rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
ment Comment "none”  Annotation =
sampla ndax 56
284 =mpla Type @ 285
concentration 100 ng/mu
calculated conc ®/A 4504,
acq Date 9/17/3013 1.3e5: 3/17/2013
acq Time 12 03 o8 A acy Time 12 3 o8 AN
1205 n
modified uo modif1ed %
proc ug:nm: spec“y Parameters mg iz 1.4e5 Proc Algorithm Spacify paramatars mg IIr
woise percesta moise rarcanta e
masa sud %0 ma .05, B3mc cub  wini 100 mn EE
Paak :pm 2 - »aak split vactor 2
raport 13 %o i maport Largest paak w0
nin’ beak me coo o0 cpm . min peak Weight 2000 00 Cps 2pes
Win  peak width ooo sac min peak width ©oc mec
Smoocthing width 3 points B 80t sncothing width 2 potnta 3
xr_ window w0 sac d rT window 30 sac ¥ 2ses
xxpacted nv 2 8¢ min & 7Des cted xr 284 min s
usa malative mr o Usa malative wr 5o
. 5 6.0e4. i 2004
mt Type vallay Base 1o nase
zetantion rime 28 min matention Tima nin
raa 1237247 917  counts et rea wwien 673 comits
maight 1 4caso0s cpm waight 4 cegence cpm 1504
start Tise 237 min 4.0e4 start Time 255 min
xnd Tize 333 am =:nd Tima 326 mia
204 1004,
2004
5000.0
1.0es-

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 057 AASS07 1 Dosn‘sducnuvssuﬂmm\m Day GOnFL

Sample © "S7- Flie "AASS071-10-RUN-ODT:

Sampie Name +1 057 AASS071-10 0111530000055 0030 NIA 1 Dy O OR PL-1 - Sampie ID 57 F le "AASS071-10-RUN-COT-V.
Peak Name “Cotinine” Massies) Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex =7 sampla Indax
sampla T unknown 2 = 1
concentration /A 245 concantration ng/mL
calculated coac 108 ng/nL calculated conc 4Bt
acq Date 9/17/2012 2205 acg pate 2/17/2013
acq Tima 12 09 44 A aAcg Time 12 09 44 AN
modified 2.0e5- modified L=l 258,
proc Algorithm specuy Paramcters mQ IIr Proc  Algorithm Spacify parametars Mg IIT
moise percentage 1.8e5- moise Percentage [
mase sud window 1 co min mase sub window 100 min 3Ded.
pask split wactor 2 maak split wactor 2
=aport argest peak »o 1.6e5 meport rargest paak w0
min  peak weight %00 o0 cpm nin  peak HGIEX:L 2000 00 Cps
win poak width ooo sac P min peak widEh ©oe mec 254
sSzoothing width a points 8 1 sncothing width a points -3
=T window 00 sac nT window o0 sac
RXpaCctar 332 mn mipected xT 322 mia
.ngnnnuw nT =0 i A% ©sa malative ry ) f 20e4-
mt mase 70 mase 1.0es- mt Typa vallay
=matention Time 2 nin matention Tima an ain 1504
a3 2261311 911 counts B.0e4- area a784s0 371 counts
soight 2 4caso0s  cpm waight ¢ oanizce cpm
start Time 2 %% min Start Time 2 % mln
d Time 33 mm 6.004 amd Tima 153 mia 10e4.
4004
50000
2.0e4:
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Gample Name -1 057 AAS9071-10 051 11540000095 0030 NVA 1 Day 0ORFL-1 1° Sample D 57 Flie "AASS071-10-RUN-O01-V... | ] Sampie Name -1 057 AASSG71-10 0511154000095 0030 N/A P1 Dy O OR PL-1 T+ Sampie ID "57° £ le "AASS07 -IC-RUNDOT-V_.
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 57
282 &pla Type omknown 2833
concentration 100 ng/mu
ng/az b calculated conc R/A
acq Date 9/17/3013 Aoy pate 3/17/2013 4ses
acq Time 12 03 44 A 6.00¢ acy Time 12 09 44 AN
modified uo 50t modif1ed ) 4D
proc uganzm spec“y Parameters mg Iz Proc Algorithm Spacify paramatars mg IIr
woise percesta ok moise rarcanta e
masa sud %0 ma . B3mc cub  wini 100 mn 15e¢
Paak spm 2 »aak split vactor 2
zaport La %o 4504 maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps 20e4-
Win  peak width ooo sac 4004 min peak width ©oc mec
smoothing width 3 potats sacothing width 3 points 3
xr_ window w0 sac Y gt rT window 30 sac
xxpacted mr 28 min & o =xpected xr 284 min &
usa malative mr o Usa malative wr 5o
2004
mt npe valla xmt valla 2004
zatantion rime 2 n¥ nin 25es matention Time 2 |¥ min
rea €67%05 930 counts araa 434735 202 counts
maight & Geasons cpm 2084, waight 4 7eoence  cpm 1504
start Tima 230 min start Time 250 min
xnd Tize 317 am =:nd Tima 322 mia
1.504 104
1.004
5000.0
5000.0.
0.l oo —
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3iD 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 058 AASS07 1 Dosn‘sducnmiuﬂmm\m Day 60nFL

Sample © 'S8°  Flie "AASS071-10-RUN-ODT:

Mazz(es) “193.000/134.000 Da"

24 26 28 30 32 34 35

‘Sample Name ~1 058 AASSQ71-10 05111540000096 0030 NAP1 Day 60N PL-1 1°  Gample D 'S8°  Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycotinine™

20 22 24 26 2
Iime mn

‘Sampie Name 1058 AASS071-10 05111

Sampie Name ~1 058 AASS071-10 0111540000055 0G30 NIA F1 D3y 6 DR PL-1 1° Gampie 10 55 F 18 "AASS07 110 RUNDOT-V.
Peak Name “Catinine” Mass(es) Feak Name Mazs(es)
Comment "none”  Anncttion Comment "nene”  Annotation
sampla 1ndox 8 sazple Index )
sanpla T Kknown a sample omknown
concentration u/a concentration 100 ng/m.
calculated conc 150 ng/ns 3.0e5 calculated conc B/
acq oata 2/17/2012 acq pate 3/17/2013
acq Tima 12 16 19 A% 2Rek acq Time 12 16 19 Ax Sy
woditiea anes wodt t1ca %0
Proc Mgoritta specity sarmtors g I s Froc Algorithm SpAcify Paramatars  WQ IIT e
moise percentage wolse rercentage o
Bise ewb wingow 3 00 min Base sub window 100 @min
peak split sactor 2 225 »eak split pactor 2
=aport argest peak %o AP meport Largest peak o T
Mz peik melgh  soo oo cpa win poik ueight 3000 00 cps
win poak wid ooo sec win poak widfh coe sec
ﬁ;:xz width oo e POl 3 185 moothing width o2 _ potts 3
I 3 " 100 so
xxpactad 3122 min 1.6e5 cted wr 3122 mn 2y
Tub malativa mr B0 145 use malative r
mt masa 7o masa mt Type B3se TO Base
xatention Time 323 mn 2225 ratention Tima 321 mn LSk
a2 2961113 050  counts gise a 4moss 262 counts
saight 3 osasoos cps : waight 3 7304004
Ztatt Tine it Gtaft Tize 293 mla
d Time 403 min el and Tima 16 min e
6.084:
4,084 so00
2084

24 25 28 30 32 34 35 38 40 42

OC30N/API DaySORPL-1 I° Sample ID 55" Fle "AAS307 1-10-RUN-COT-V_.

52000005
Peak Name “d3-rans-3-HydromycodlS)” Mass(es) “156.000/134 000 Da”

Comment “none”
sampla ndex 8

283 s3ampla 7y umknown 22
concentration 100 ng/mu
ng/nw 5504 calculated conc ®/A S
acq Date /17/2012 3/17/2013
acq Time 12 16 13 An acy Time 12 16 29 an
5004
modified no modi f1ad ®0 4004
proc ug:nm: specuy Parameters mg iz ased Proc Algorithm Spacify paramatars mg IIr
woise percesta moise rarcanta e
masa sud %0 ma B3mc cub  wini 100 mn 3ses.
Paak :pm 2 4004 »aak split vactor 2
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps 104
min  peak width oo  mac 35ed: min peak width ° oo mec
smocthing width 3 points 3 sacothing width 2 potnta 3
xr_ window w0 sac 3t rT window 30 sac ¥ e
xxpacted mr 28 min & o~ cted xr 284 min &
usa melative nr o 5 osa ralative nr wo i
2504
mt Typa vallay mt Typ s38g 70 maze 2804
zetantion rize 28 mmn matention Tima nin
araa coaz25 430  counts 2,004 as5700 756 comnts
maight 5 639:004 Cpm waight 4 Ticencs cps 1504
start Tima 240 min e start Time 256 min
xnd Tize 315 am c =:nd Tima 3 mia
1004
1.00¢
5000.0. i
o0al oo

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sanpla 1ndex 59

sampla T unknown
coaceatration =/A
calculated coac 25 ng/as
acq Date 2/17/3012

acq Time 12 22 53 A%
modified

Froc ‘Alooritin: specily; sacamtary
moise percentage

mase sub window 300 min
peak split wactor 2

maport argest peak o

ng/mw
acqg Date /17/2012
acq 7ime 12 22 53 AR
modified

no
proc uganzm specuy Parazetars
NOlG percenta

masa sud %0 ma
Paak spm 2

raport 13 %o

nin’ beak me coo o0 cpm
Win  peak width ooo sac
szocthing width 3 points
xr_ window w0 sac
xxpacted r 23 min

usa malative mr o

=
@3 2035058 03¢ counts
Raight 2 9704005 cps
start Time 2 40 min
xnd Time 3 53 nin

Intensity. cps

Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt mase 70 mase
zotantion Time 322 mn

@3 4387331 T16  counts
soight = 1004005 cpm
start Time 2 8

d Time 402 mmn

htensty, s

Sampie Name -1 059 AASS07 1 uosn‘sdumomsm!m\mnqnmn!

5.0e5

4.5e5-

4.0e5:

3.5e5:

3.0e5:

2.5e5:

2.0e5:

1.5e5:

1.0e5

5.0e4:

Sample © 'S3°  Flie "AASS071-10-RUN-ODT:

Sampie Name 1 059 AASS07 1-10 05111540000025 0031 /A 1 DIy OORPL-1 T Sampie ID -5 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla ndex 52

calculated conc
acg pate
acq Time

w0t £1d
moise Percentage

Base sud window 1
7aak split pactor 2

Sampie Name -1 053 AAS307 1-10 05111540000025 0031 NA P1 Day 0 On FL-1 17
-3-Hydroxycobine”  Mass(es) *193.000/134.000 Da"

2.8e5:
2.6e5:
2.4e5-
2.2e5.
2.0e5:
1.8e5:
1665

8.0e4.
6.004:
4.0es.

2.0e4-

24 26 28 30 32 34

Tample D 53 Flie "AASS071-10-RUN-D0T-V...

35 33 40 a2

Comment “none”
sampla ndex 52

modi f1cd

®Ois@ Parcanta

30 32 34 35 38
mn

sample onknown
concantration 1 oo
s/A

w0

Proc  algorithm specify parametars
B0

o0

meport iargest paak  mo
in sk Baight. 2000 0o cpe
°

ain

min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa vallay
matention Tima 322 min

a 330321 237 counts
waight 3 ceence
Gtaft Tize ain
amd Tima 16 mia

‘Sampie Name -1 059 AASSG7 1-10 0511150000025 0031
Peok Name "d3-rans-3-HydrowycolIS]”  Mass(es) “196.000/134 000 Da*

umknown

concantration 100 ng/mu

calculated conc ®/A
2/17/2013

acq Time 12 22 53 AM

®0
Proc Algorithm Spacify parametars Mg IIz
e

Base sudb  wini 1 min
»aak split vactor 2
maport Largest Paak w0
min peak Height 2000 06 Cps
min peak width © oo sec
sacothing width ints
57 window w0 mee T
cted xr 284 min
osa malative v "
mt Typ vallay
motention Time 2 0 ain
401803 su6 counts
waight 4 5104004 cps
start rima 2 47 ain
a=d Tima 216 min

o 11z

EEEEEREEE

i

gege

NAPIDayOORPL-1 - Sample ID 55 Fle "AAS307 1-10-RUN-DOT-V_.

i TR

i

——
20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 060 AASS07 1 Dosn‘sdummimi NAF1 Day 60nFL

Sample © 60" Flie "AASS071-10-RUN-ODT:

10 05111540000025 0031 NIA P1 Doy 5 Ch PL-1 1©_ Sampie ID 607 Fle “AASS07 1-10-RUN-0O

Peak Name “Cotinine” Massies) (e3)
Comment "none”  Annctation ™
sampla 1ndex o sampla Indax o
sampla T known 'y sampla tnknown 1
concentration /A concantration 100 ng/mu 3504
calculated cooc 17 ng/nL 5.5e5 calculated conc /A
acq Date 9/17/2012 acg pate 2/17/2013 34e4
acq Time 12 29 31 An acq Time 12 29 21 ax 1204
5.0e5
modified o modified L] 30ed-
proc Algorithm specuy Paramcters mQ IIr Proc  Algorithm Spacify parametars Mg IIT
moise percentage 4.5e5 moise Percentage wo 28e4.
mase sud window 1 oo min Base sud window 1 o0 min 2604
peak split wactor 2 4065 »eak split pactor 2
maport iargest peak  wo meport rargest paak w0 24m4.
min  peak weight %00 o0 cpm ®in peak HGIEX:L 2000 00 Cps
win poak width ooo sac 3.5e5 min peak widEh ©oe mec 2264
smoothing width 3 potnts 8 smoothing width a points 3
=T IINM 00 sac nT window o0 sac
xxpactad 3122 min 305 cted wr 3122 mn 1804
usa la]illw nT = ©se malative v
255 1504
mt vallay mt Typa 8386 TO Base
=atantion Time 321 mmn natention Tima a3 mn 14e4.
@ 5636130 287 counts 2.0e5 araa 213382 035 counts 1204
soight * sogeous cpm waight 3 4meence
start Time Start Time 303 aln 1.0e4.
a rize 395 min 1.5es: and Time 1es min
80000
1.0es- 60000
4000
5.004
20000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

‘Sample Name *1 060 AASSQ71-10 05111540000026 0031 NAP1 Day 60N PL-1 1° Gample D 60" Flie "AASSO71-10-RUN-O0T-V. ‘Sampie Name 1 050 AASS07 1-10 05111540000025 0031 N/A P1 DIy 6 O PL-1 T Sampie ID 60" F le "AASS07 1-10-RUN-GOT-V_.
otrine”

3-Hyaronyc Mass(es) *193.000/134.000 Da" Feok Name "d3-rans-3-HydroxycolS]”  Mass(es) *196.000/134 000 Da®
none”  Anmotation Comment “none” =
0 sampla ndex o
unkaown umknown:
u/a 1.5e5- concantraticn 100 ng/m.
107 ng/me calculated conc  W/A
acqg Date 3/17/3012 1.4e5- 3/17/2023
acq 7ime 12 29 31 AR acq Time 12 29 31 AN -
modified "o A wodt f1ed 50
7roc :Algucitim spacify varmmters o a3z 1205 Froc Algorithm Spacify Parametars  Wg IIT
woime perconta moisa Parcanta o 2004
mase sud %0 ma 11965 mame sub  win 100 min
ok it ] 2 7aak split pactor 2
zaport La %o 2 ks maport Largest Paak w0
nin’ beak me Goo oo cps win peak Weight 2000 00 cps 2504
Win peak width ooo sac 9084 min peak width ©oo mec
smocthing width 3 potats B sacothing width 3 points 3
xr window w0 sac ® s w7 window 10 sac
xxpacted mr 28 min R cted xr 284 min & 20es
usa melative nr o vse malative wr WO
5 7.0e4:
mt vallg mt valia
*atentita rise & atd 6.0 motention Time 2% iin 1504
raa 633920 087 coumts Sk area 333027 271 counts
Raight 1 5204005 cps x Raight 3 2104004 cpB
start Time 240 min S start Time 257 min
xnd Tize 317 am o amd Tima 322 mm 1004
3.0e4:
2.0e¢. s000.0:
1.0e4:
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme on Dime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 061 AASS07 1 Dosn‘sducnuvs!m-lm\m Day GOnFL

Flie "AAS3071-10-RUN-001-

Sampie Name +1 D51 AASS07 1-10 0111540000055 0034 NIA 1 Day O Oh PL-11- Sampie ID 61" F i "AAS3071-10-RUN-0O!
Peak Name “Cotinine” Massies) Peak Name e3)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 61 sampla Indax 61
sampla T known 1 sampla onknown 1
conceatration H/A concantration 100  ng/mu
calculated cooc 232 ng/nL calculated conc B/A
acq Data 2/17/2002 455 acg pate 3/17/2012
acq Tima 12 36 03 A% acq Time 12 3¢ oz A 1ses.
wodified e modt 21ed %0
rroc Algoritim specify varamsters g iz 5 Proc  algorithm Spacify parametars mg IIr
moise percemtage soise Parcantaga () 30es
B3ase sub window 300 min Bage sub window 100 mn
peak split sactor 2 355 »eak split pactor 2
roport argest pesk O meport Largest paak  ma
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm 254
win poak width ooo sac 3.0e5 min peak widEh ©oe mec
szocthing width 3 potnts 8 smcothing width 3 points 3
Exvindcn 10 sac rT window 100 mac
xxpactad 222 mmn f 2.5¢5: =xpected T 322 mn f 20es-
Tus malativa mr 6 Usa malative mr %
mt Typa mase 70 Base 2.0e5: mt Typa 8386 TO mase
zatention Time 321 min matention Tima 321 min 1504,
@3 4ccee1z 301 counts a 336228 033 counts
soight 4 sagi00s con 1.5e5 waight 3 7804004
start Time start rime 301 mia
a rize 39 min and Time 163 min bt
1.0e5
s000.0
5.0e¢.
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Gample Name -1 061 AAS9071-10 0511154000009 0034 NVA 1 Day 0ORFL-1 1° Sample D 61° Flie "AASS071-10-RUN-O0T-V... | ] Sampie Name -1 051 AASSG7 1-10 0511154000055 0034 N/A P1 Dy OO PL-1 T Sampie ID "61° £ le "AASS07 -IC-RUNDOT-V_.
obrine”  Mazs{es) *133.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 61
283 &pla Type omknown 284
concentration 100  ng/mu S0es
ng/nw 1.7e5 calculated conc ®/A
acq Date 3/17/2012 nate 3/17/2013
.:3 Tine 12 36 05 A% 1.6e5: ﬁ Tina 12 3¢ os 45e4
modified uo e modif1ed )
proc uganzm spec“y Parameters mg Iz 1.4e5 Proc Algorithm Spacify paramatars mg IIr 4D
woise percesta moise rarcanta e
masa sud %0 ma 1.3e5 B3mc cub  wini 100 mn
Paak :pm 2 . »aak split vactor 2 15es
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm 1.9e5 min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ° oo mec 30es
smoothing width 3 poiats 5 1.0es: sacothing width 3 points 3
xr_ window w0 sac d rT window 30 sac 4
xxpacted mr 28 min Z 9.0es =xpected xr 2 84 min & 254
usa malative mr o Usa malative wr 5o
j = i
mt Type valla mt Base 10 nase
zatention Time 2 -¥ nin Tk matention Time ain =
rea 1706963 402  counts 6.0e4: 23803 300 Comits
maight 1 76a:005 cpm waight 4 2604004 Cpm
Start i 248 min 5.084- Etast Tisa Sl o
xnd Tize 320 mm =:nd Tima 317 mia
4004
1004
EL
204 so00..
1.004
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sanpla index €2
sanpla T known
conceatration /A
calculated cooc 141 ng/az
acq Date 2/17/2012
acq Time 12 42 41 Ax
modified
Froc ‘Alooritin: specily; sacamtary
moise percentage
mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo mac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt mase 70 mase
=atention Time 222 min

@ 2923295 422 counts
soight 3 csaso0s cpm
Ztatt Tine it

a rize 39 min

o 11

Intensity. cps

Sampie Name -1 062 AASS07 1 uosn‘sdummwmsm\mnqnmn!

Sample © '62°  Flie "AASS071-10-RUN-ODT:

24 26 28 30 32 34 35 33 40 42

‘Sample Name ~1 062 AASSQ71-10 05111540000027 0035 NAP1 Day 00N PL-1 1° Sample D 62" Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

234 =k 284
concantration 100 ng/mu
ng/me 1.6e5- calculated conc x/, ALk,
acqg Date 9/17/2012 3/17/2013
acq 7ime 12 42 41 AR 1.5e5 acy Time 1242 42
4pes.
modified L 1.4e5- modified 0
proc ug:nm: specuy Parazeters Mg IIr Proc Algorithm sSpacify Parameters Mg IIr
Noise percenta 135 ®O18@ Parcenta 0o 35e4
mase sud ) 54: =min Base sudb  wini 1 00 min
paak spm 2 125 »aak split pactor 2
raport 13 %o maport Largest Paak w0
Ill?x° rnl HA €00 o0 cps ey Iir reak Eﬂlgbt 2000 0O cps
min peak width ooo  sac 1.0e5. min peak width o oo sec
smoothing width 3 potats B sacothing width 3 points 3
xr window w0 7 9.0es rT window 30 sac ?  25es.
xxpacted nr 25 mn z cted xr 284 min &
usa melative nr o 5 8.004- osa ralative nr wo i
20e4.
mt e vallay 7.0e4 t w2 To zase
=etention rime EN nin naten n Timae 2 ain
araa 1548332 €5 counts oy rea oih uie’ owitE
=aight 1 c@eso0s Cpw S0et. maight 4 cocsncs CpB 1504
start Time 2 s0 min 8 start rima 2 53 ain
xnd Time 337 am 4004 =d Tima 2136 min
1004
20es
e B
1.0e4-
00, oo
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min

Sampie Name 1 D2 AASS07 1-10 05111540000027 0035 NIA 1 DIy O DN PL-1 T Sampie ID "62 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name
Comment "nene”  Annotation
sazple Index 62
sample unknown
concantration 100 ng/mu 4Des:
calculated conc  W/A
acqg pate 3/17/2012
acqg Time 12 42 41 AN
modificd L -]
Proc  Algorithm Specify Parametars Mg IIT
soise Parcantaga () s
Base sub window 1 o0 ain
7eak split sactor 2
meport iargest paak  mo
min pek uaight 000 0o cpm 25m4.
win poak widfh oo mec
sacothing width 3 points 3
nT window e o0 sac
mxpected T 321 min f 20m4.
Usa melative nr »o
mt Type vallay
matention Time 222 min 1504
3 367115 023 counts
waight 3 esci004
Ellgt Tima 2 oo :E
ama Tim 153 min 1084
50000

24 25 28

3032 34 38

38 40 42

‘Sampie Name 1 D62 AASS07 1-10 05111540000027 0035 N/A P1 DSy OOR PL-1 T Sampie ID 62 F le "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycolIS]”  Mass(es) “156.000/134 000 Da*

Comment “none”
sampla ndex 2
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sampla 1ndex &3
sampla T known
conceatration u/A
calculated cooc 20¢ ng/az
acq Data 2/17/2013
acq Tima 12 43 18 A%
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt mase 70 mase
zetantion Time 321 mn

@3 3928013 330  counts
soight 4 2020003 con
start Time

d Time 400 min

acqg Date 9/17/2012
acq 7ime

modified no
proc uganzm specuy Parazetars
NOlG percenta

masa sud %0 ma
Paak spm 2

raport 13 %o

nin’ beak me coo o0 cpm
Win  peak width ooo sac
szocthing width 3 points
xr_ window 100

xxpacted r 23 min
usa malative mr o

mt valla

atantion rim 2ot am
araa 1163489 354 counts
maight 1 1404005 cpm
start Tima 247 min
xnd Tize 330 am

o 11

o

1z

Intensity. cps

Sampie Name -1 063 AASS07 1 uosn‘sdumui:!u‘mm\mnqnmn!

4.0e5-

3.0e5

2.5¢5-

2.0e5-

Sample © '63°  Flie "AASS071-10-RUN-ODT:

32

1.00e5:

9.00e4

8.00e¢

7.00e¢

6.00e¢

5.00e4

4.00e4-

3.00e¢

2.00e¢.

1.00e4.

24 26 28 30 32 34 35

33 40 a2

Sample Name *1063 AASSG71-10 051115400001310037 NAP1 Day 00N PL-1 1° Gample D '63° Flle "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

Sampie Name 1053 AASS071-10 0511150000131 0037 /A F1 DIy OORPL-1 T Sampie ID "63° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla ndex )

sampla tmknown 121

concantration 100  ng/mL

calculated conc  W/A

acqg pate 2/17/2013 25es.

acq Time 12 49 13 AN

modified L]

Proc Algorithm Spacify Parameters g IIT 304

moisa Parcantage B0

Base sud window 1 o0 min

7eak split sactor 2

meport iargest paak  mo 25e4

win  peak HGIEEL 2000 0O cps

win poak widfh oo mec

smoothing width a points 3

rT window 0 mec 20e4.

ctod xT 322 min f

©se malative v

mt Type valia

matention Tima k] 7! ain L)
a a3%8es 197 counts

waight 3 €904004

ELIlg'I'. Tima 297 :E

and Tima 3ss min e

5000
58

‘Sampie Name -1 D53 AASS07 1-10 0511150000131 0037 NIA P1 Day OOh PL-11- Sampie ID "63° £ le "AASS07 -ID-RUN-GOT-V...
Peok Name "d3-rans-3-HydronycolIS]”  Mass(es) 196.000/134 000 Da”

Comment “none”
sampla ndex 2

omk 284
concentration 100 ng/mu
calculated conc ®/
3/17/2013
acy Time 12 49 18 Aoy
modif1ed )
Proc Algorithm Spacify paramatars mg IIr 15es
moise rarcanta e
B3mc cub  wini 100 mn
»aak split vactor 2 10
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width 2 1ints 25e4:
57 window w0 mee T 4
cted xT 284 min s
©sa malative mr wo i
t Typ Base 10 nase
matention Tima nin
rea 206715 636 comnts 1.5e4.
waight 4 3304004 Cp3
start Time 254 min
=:nd Tima 3 mia g
50000

32 34 36 38

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 068 AASS07 1 uosn‘sdumui:zu‘mm\mnqsmn!

Flie "AAS3071-10-RUN-001-

Sampie Name +1 054 AASS071-10 0511153000132 0037 NIA 1 D3y 6 R PL-1 - Sampie ID 64" F le "AASS071-10-RUN-COT-V.
Peak Name “Cotinine” Massies) Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 4 sampla Indax 4
sampla T known 1 sampla onknown
conceatration H/A concantration 100  ng/mu 4004
calculated conc 239 ng/nL 5.0e5: calculated conc /A
acq Data 2/17/2002 acg pate 3/17/2012
acq Tima 12 35 54 Ax Pt acq Time 12 33 34 an
wodified uo modt 21ed %0
rroc Algoritim specify varamsters g iz Proc  algorithm Spacify parametars mg IIr
moise percentage 4.0e5 moise Percentage [
B3ase sub window 300 min Bage sub window 100 mn e
Peak split sactor 2 e »aak split pactor 2
roport argest pesk O < meport Largest paak  ma
Win Peak keight 500 00 ] win peak Weight 2000 0o
win peak widtn 020 sac Win besk wiaih G oo e e
szoothing width a potats 3 30e5 sacothing width 3 potints 3
xT window 10 sac rT window 100 mac
RXpaCctar 332 mn ctod xT 322 mia
ee matative & uo i 2565 Use malative mv w0 f 2y
mt mase 70 mase s mt Typa vallay
zotantion Time 322 mn matention Tima 321 min 1504
@3 422063 €33 counts araa 263045 203 counts
soight 3 1404005 cpm waight 3 7104004
Ztatt Tine it 1.5¢5: Gtaft Tize 3o mia
d Time 403 mm amd Tima 35 mia 1004
1.0e5
50000
5.004
.57
24 26 28 30 32 34 35 35 40 42 24 25 28 30 32 34 35 38 40 42|
Gample Name -1 064 AAS9071-10 0511154000132 0037 NVA P1 Day 6 ONFL-1 1° Sample D '64° Flie "AASS07 1-1CRUN-D0T-V... | ] Sampie Name -1 054 AASSG71-10 0511154000132 0037 N/A P1 Dy 6 ORPL-1 T Sampie ID 64" Fle "AASS07 -IC-RUNDOT-V_.
Peak Name “Tranz-3-Hydroxycotinine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment "none”  Annctation ™ Comment “none” -~
sampla 1ndex 4 sampla ndax 64
sampla Type unknown 284 s3mpla Typa unknown 22
concentra s/ concentration 100 ng/mu
calculated cooc € 3 ng/m 1.10e5 calculated conc ®/A
acq Date /17/2012 acy pate 3/17/2013
acq Time 12 23 54 AN acy Time 12 33 34 A Aoy
1.00e5
modified uo modif1ed %
proc uganzm spec“y Farameters mg III i Proc Algorithm Spacify parametars wQ IIz At
woise percesta i moise rarcanta e
masa sud %0 ma B3mc cub  wini 100 mn
Paak :pm 2 8.00e¢- »aak split vactor 2 15es
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
min Peak width oon  sac 7.00e4 min pesk width © oo mec 304
smoothing width 3 potats B sacothing width 2 potnta 3
xr_ window w0 sac d RT win 30 sac
xxpacted nv 2 8¢ min Z 6.00es cted xT 2 84 min & 2set
usa malative mr o Usa malative wr 5o
mt npe valla o xmt valla 2084
zatention Time 2 .’.' nin matention Time 2 .y min
rea 1121227 434 counts 4.00e4: araa 426226 733 counts
maight 1 1304005 cpm waight 4 7004004 Cps 1504
start Tima 245 min start Time 25 min
xnd Tize 317 am et amd Tima 328 min
1004
2.00e¢-
1.00e4 —
o.00. oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sanpla 1ndex s

sampla T known
coaceatration =/A
calculated coac e ng/nL
acq Date 2/17/3002

acq Time 1c2 30 ax

modified

Froc ‘Alooritin: specily; sacamtary
moise percentage

mase sub window 300 min
peak split wactor 2

maport argest peak o

Win  Peak weight 500 00 cps

win peak widfh ooo mac
smocthing width 3 points
xr nx.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt @asa 70 Gasa
=atention Time 322 min

@ c2m8569 208 counts
saight & 5394005 Cpa
Ztatt Tine it

a rize 402 min

238 ng/mw
acqg Date 2/17/3012
acq 7ime 162 30 Ax
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00 Bax
xxpacted v 2 5 nin
usa malative nr o

nt Rase TO masa
luu‘mm Time 2 ain
Area 3622100 170 counts
maight 3 7404005 cpm
start Time 2 4 min
xnd Time 3= nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 065 AASS07 1 uosn‘sdumemem\mnqnmPL!

6.5e5

6.0e5:

5.5e5:

5.0e5:

4.5e5:

4.0e5:

3.5e5

3.0e5:

2.5e5:

2.0e5:

1.5e5:

1.0e5

5.0e4:

Sample © '65°  Flie "AASS071-10-RUN-ODT:

Sampie Name -1 065 AAS307 1-10 05111540000025 0038 NVA P1 Day 0 Oh FLA1 17
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

24 25 28 30 32 34

284

Tample D ‘65" Flie "AASS071-10-RUN-D0T-V...

35 33 40 a2

‘Sampie Name -1 065 AASSC7 11

Comment “none”
sampla ndex 3

modi f1cd

moise rarcanta
B3mc cub  wini 1700
»aak split vactor 2
maport Largest paak w0
win peak Weight

min peak width

20 22 24 26 28 30
Iime mn

32 34 35 38

®0
Proc algorithm spacif: 4 paranatars

2000 00 cps
© oo

Peak Name

Comment "none”  Annotation
sampla Indax 5
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/17/2012
acq Time 102 30 An
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0
Bage sub window 100 mn
»aak split pactor 2
meport iargest paak  mo
min pek uaight 000 0o cpm
min peak widEh ©oe mec
smcothing width 3 points
rT window 100 mac

ctod xT 322 mia

Usa malative mr
mt Typa vallay
matention Tima 322 min

a 320123 177 counts
waight 3 3424004
Gtaft Tize ain
amd Tima 158 mia

005111

umknown

concantration 100 ng/mu

calculated conc ®/A
2/17/2013

acq Time 102 30 AR

g 11z

min

sec

sacothing width 3 ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
t ﬁ:ln W Rnasa
naten n Time ain
reaa 155722 w.' counts
Raight 4 0204004 cps
start rima 2 53 ain
amd Tima 327 miam

Intensity. cps

hensly, s

ARRRRAR

PEiid

gags

Sampie Name 1 065 AASS07 1-10 0511150000025 0038 NIA 1 DIy OORPL-1 T Sampie ID 65" F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

27427 353

i

i

24 25 28

3032 34 38

38 40 42

540000025 0038 N/A P Day DO PL-1 T* Sampie ID 65 F le "AASS07 1-10-RUN-OOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “16.000/134 000 Da*

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 065 AASS07 1 uosn‘sdumoﬂsnmem\mnqsmn!

Sample © '65°  Flie "AASS071-10-RUN-ODT:

Gampie Name -1 D56 AASE7 1-10 0111540000030 0038 NIA P1 D3y 5 DR PL-1 - Gampie 1D 65" F 1e “AADS07 1-10-RUN-DOT-V.
Peak Name “Catinine” Mass(es) Feak Name Mazs(es)
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex 3 sampla ndex I
sanpla Type unkaown 3 sampla umknown 3
concentration u/a concentration 100 ng/m.
calculated conc 362 ng/mn .55, calculated conc  W/A 344
acq Date 2/17/2012 acqg pate 3/17/2022
acq Time 109 06 Ax 6065 acq Time 1 02 06 AN 3204
wodified o wodt 1cd 5o 0e
Proc Algorittm specify saramters  wQ I e Proc Algorithm SpAcify Parametars Mg IIz 2304
moise percentage solsa rercentage wo
mase sub window 300 min 5.0e5: mase sub window 100 @i 2604
Pak split wactor 2 7aak split pactor 2
roport Largest peak O a5es meport Largest paak  ma 24t
Wiz peak meight 500 0o cps win peak Weight 2000 0o Cps
win poax widtn ooo mac il Win besk wiaih © oo mec e
smoothing width 3 potats - smcothing width 3 points § 20
= window 100 sac n7 window 100 sec
xxpacted 222 min 3.5e5 cted =T 322 min 1804
Tub malativa mr B0 use malative r
20e5; 1504
mt Typa vallay mt Type B3se TO masa 14e4.
xatention Time 322 mmn 255 ratention Tima 322 mn
a3 e574605 370 counts area 320018 298 counts 1204
Raight ¢ 0104005 cpa waight 3 4304004
Ztatt Tine e mn s Gtaft Tize oo mia 1004
d Time 38 min and Tima 316 min
1505 > s0000
1.0e5 —
<00
— 2m00
24 26 28 30 32 34 35 33 40 42 Za 25 28 30 32 34 36 38 40 42|
Gample Name -1 056 AASS071-10 0511540000030 OU3E NVA P1 Day EONFL-1 1© Sompie D 66" File "AASS07I-1G-RUND0T-V... | J] Sampie Name -1 056 AASS07 1-10 0511540000030 038 NIA P1 D3y ECR PL-1 1+ Sampie ID 65" Fle "AASS07 - 1RUNGOT-V_..
3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da® Peak Name "d3-rans-3HydrouycollS]”  Masses) “196.000/134 000 Da”
Comment “none” =
sampla ndex 3
2m: sampla Type umknown: 284
concantraticn 100 ng/m.
ng/mz 1.8e5 calculated conc ®/A 4064
acqg Date 2/17/2012 4705 acqg pate 3/17/2022
acq 7ime 109 06 AX acq Time 109 06 AN
1.6e5:
modified no modi f1ad ®0 35e4.
proc uganzm spec“y Farameters mg III -5 Proc algorithm spacit: oy paramatars g IIT
woime perconta 1.4e5 moisa Parcanta
mase sud %0 ma mame sub  win 100 mn amg
ok it ] 2 1.3e5 7aak split pactor 2
zaport La %o maport Largest Paak w0
MaT ek coo o0 cpm 1.2e5. min peak Weight 2000 06 Cps
Win peak width ooo sac 1.3e5- min posk width cue @ 235e4.
smocthing width 3 potats B sacothing width 3 points 8
xr window w0 sac ? 1065 w7 window 10 sac 4
xxpacted nv 2 8¢ min z cted xr 284 min s
usa malative mr o S0cs Usa malative wr ®o 204
8.0e4:
mt Typa valgy mt Ty s388 T0 mazg
xatention rime nin 7.0e4: ratention Time ain
raa isazima a5 coumts area 23391 477 comnts e
sa1ght 1 Beaso0s cpa 6.004: maight 4 1104004 cps
start Time 245 min 5.0es- start Time 235 min
xnd Tize 318 mmn amd Tima 32 mim 10e¢
4002,
3.0e4:
2.0es. 50000
1.0e4:
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme on Dime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

‘Sampic Name -1 067 AASS071-I0GC A2 1 Sampie ID 67" Fle "AASSGT

Pek Name “Cotinine® Mass(es) *177.000/80.000 Ds”

Anncestion ™
&7
Qc

conceatration 300 og/m
calculated cooc 273 ong/mn
acq Date 2/17/2012
acq Time 115 41 ax
modified
Froc Alooritim: spadify;saramters XX
moise percentage
mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win peak widfh ooo mac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt  Typa masa 70 Gasa
=atention Time 222 min

@ €1627 185 counts
soight & 7624003 cpm
Ztatt Tine it

a rize 33 am

Sampie Name *1057 AASS071-10QCA 21" Sample D 67 Flle "AASS07 1-30-RUN-D0 1D W
Name Mazz(es)

Peak
Comment "none”  Annotation =
sampla Indax &7
= o
concantration 100 ng/mu
calculated conc B/A i
acg pate 2/17/2012
acq Time 115 41 An EPES
modt 21ed %0 o
Proc Algorittn specify paramstars g Iir 20es
soise Parcantaga
Bage sub window 100 mn 2804
»aak split pactor 2 26e4.
meport Largest paak  ma
min pek uaight 000 0o cpm 2404
min peak widEh ©oe mec
smoothing width a points 3 2284
rT window 100 mac 2084
mipected xT 322 mia
Usa malative mr % f 1304
mt Typa valiay b
matention Tima 322 min 14e4
a 235070 873 counts B
waight 3 904004
Gtaft Tize 39s mia I
amd Tima 152 mia
sm00.0
s000.0
4000
2000 R
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Sampic Name -1067 AASS071-IDGC A2 1° Sample
Peak Name “Trans-3-Hydroxycotnine” Mass(es) *193.000/134.000 Da"
ment

modified o
proc uganzm specuy Parameters mg iz
NOlG percenta

masa Sud W %0 ma
Paak split 2

raport 13 %o

win coo o0 cpm

Win  peak width ooo sac

Smoocthing width 3 points 3
xr_ window w0 sac d
xxpacted 28 min z
usa melative nr o 5
mt mase 70 masa

atantion rim 23 min

rea 51195 937  counts

maight = 6aaso01 cpm

start Tima 23 min

xnd Tize 300 mm

g B BB B E BB BEE

ID 57" Fle "AASS071-10-RUN-CO1-VD1.WT

‘Sampie Name *1067 AASS071-10QCA2 1" Sampie D “67- Flle "AASS07 1-10-RUN-D01-VD1 W
Peak Name wmlar Mass(es) *196.000/134 000 Da*

Comment “none”
sampla ndex e

sampla Type o 284
concentration 100 ng/mu
calculated conc ®/A
3/17/2013 40e4
acy Time 115 41 An
modif1ed )
Proc Algorithm spacif y parametars  mg IIr 3s5ed
moise rarcanta
B3mc cub  wini 100 mn
»aak split vactor 2 2064
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width 2 1ints 25e4:
57 window w0 mee T 4
cted xT 284 min s
©sa malative mr wo i 20e4.
mt Typ vallay
matention Tima 286 min
380475 314 counts 1.5e4.
waight 4 2704004 Cp3
start Time 254 min
=:nd Tima 31 mia Dok
50000

30 32 34 35 38
mn

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 068 AASS07 1 Dosn‘sducnoﬂs!msm\m Day GOnFL

Sample © 68" Flie "AASS071-10-RUN-ODT:

Sampie Name 1 068 AASS07 1-10 0511150000031 0035 N/A 1 DIy OORPL-1 T Sampie ID 65" ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotinine” Mass(es) Feak Name
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex s sazple Index )
sanpla Type unkaown 1 sampla umknown B
concentration u/a concentration 100 ng/m.
calculatod cooc 157 ng/m A calculated conc  W/A 4De4.
acq Date 2/17/2012 acqg pate 3/17/2022
acq Time 122 17 ax 3065 acq Time 12217 A%
woditiea ) 2.8e5: wodt 1cd &) o
Proc Algorittm specify saramters  wQ I Froc Algorithm Spacify Parametars Mg IIT
moise percentage 28665 solsa rercentage wo
Bise ewb wingow 3 00 min mase sub window 100 @i 30m4.
Peak split pactor 2 2.4e5 Peak spiit pactor 2
zaport argest peak %o meport Largest peak o
win Peak weight 500 00 cpm 225 Wi posk meignt 3003 oo cps
win poak widtn ooo sec Goce win peak width © oo mec 2504
smoothing width 3 potats 3 smcothing width 3 points 3
xT window 100 sac 1.8e5- n7 window 100 sec
xxpacta 322 mn =xpectod xr 322 min
.ngnnnuw T o i 1.5e5- usa malative rr wo f 20e4
mt masa 7o masa 1485 mt Type vallay
xatention Time 321 mn ratention Tima 321 mn 1504,
i S 2 1.205: =
a3 3216435 248 counts area 361212 €93  counts
saight 3 3304005 cpm waight « 0304004
Ztatt Tine 3% mn oS Gtaft Tize ain
d Time 400 min 8.0e4- and Tima 356 min 10e¢
6.084:
4.0e4: s000.0:
2004
Za 26 28 30 32 34 36 38 40 42 Za 25 28 30 32 34 36 38 40 42|
Tample Name ~1 058 AASS07 1-10 0511154000003 1 0035 WA F1 D3y 0ONFL1 1° Sompie D 68" Fiie "AASS071-10RUNG0TY.. | J] S3mpie Name -1 08 AASS071-10 0511154000031 DG35 NIA F1 D3y D OR PL-1 1° Gampie 1D 65 e "AASS07 110 RUNGO V...
3Hycroxycotrine”  Mass(es) *193.000/134.000 Da" Peak Name "d3-rans-3HydrouycollS]”  Mass(es) “196.000/134 000 Da”
Comment “none” =
sampla ndex 8
283 sampla Type umknown 28¢
concantraticn 100 ng/m.
ng/me 1.6e5: calculated conc ®/A
acqg Date 2/17/2013 acqg pate 3/17/2022 45e4
acq 7ime 122 17 A% 1.5e5: acq Time 12217 An
woditiag ) Lo wodt f1cd % a8es
7roc :Algucitim spacify varmmters o a3z 13¢5 Froc. Alguritim epacily rarmters w7z
woime perconta ? moisa Parcanta
mase sud %0 ma mame sub  win 100 mn
1 3s5e4.
ok it ] 2 o7 7aak split pactor 2
zaport La %o 1.9e5 meport Largest paax  wo
nin’ beak me Goo oo cps win peak Weight 2000 00 cps
Win peak width ooo sac 1.0e5 min peak width ©oo mec Ameg
smocthing width 3 potats B sacothing width 3 points 8
xr window w0 sac ? 9.0es T window 10 sac 4
xxpacted nv 2 8¢ min z cted xr 284 min & 25
usa melative nr o 5 8.0e4. ©sa melative v o i
me mype vallay et mt Ty sa80 7o nuse 20e4.
xatention rime 28 mm et ratention Time ain
1sacuce 134 counts = area auazs 110 comts
Raight 1 6sas005 cpm e, Raight « 8204004 cps 1504
start Time 240 min > start Time 2357 min
xnd Tize 3339 am 4064 amd Tima 336 ma
1004
2.0es:
2 smao.
1.08¢:
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme on Dime zio
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndex o3
sampla T unknown
conceatration H/A
calculated cooc 157 ng/az
acq Data 2/17/2012
acq Tima 128 32 Ax
wodified
rroc Algoritim specify varamsters g iz
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 potnts
xr -x:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt mase 70 Base
zotantion Time 323 mn

@3 2773474 204 counts
soight

2 maeons com
35 &

a Time 400 min

Sampie Name -1 063 AASS07 1-10 05111540000032

9
unknown
u/a
=0 2 ng/ne
acqg Date 2/17/3012
acq 7ime 138 52 Ax
modified

no
proc uganzm specuy Parazetars
NOlG percenta

g II1

mase sud ) 54: =min
PR3k :pllt. z
=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

mt Type valla
=etention rime 2 ly in
Area 920590 213 counts
maight 2 130:004 cpm
start Time 2% min
xnd Time 316 nin

Intensity. cps

htensty, s

Sampie Name -1 063 AASS07 1 uosn‘sdumoﬂazmsm\mnqsmn!

2.8e5:

25665

2.2es.
2.0e5-
1.8e5:

1.6e5:

1.0e5:
8.0e4:
6.004:
4.0es-

2.0e4:

Sample © '65° Flie "AASS071-10-RUN-ODT:

24 26 28 30 32 34 35 33 40 a2

OI3SNAPIDay50NFL-11° Sample D 63 Flie "AASSO7 1-10-RUN-DOT-V..
Peak Name “Trans-3-Hydroxycotnine” Mass(es) *193.000/134.000 Da"
ment

254

20 22 24 26 28 30 32 34 35 38
Iime mn

Sampie Name 1 069 AASS07 1-10 0511150000032 0035 N/A 1 DIy 6 O PL-1 T Sampie ID "6 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

sampla ndex o

sampla tmknown 3

concantration 100  ng/mL

calculated conc  W/A i

acq pate 3/17/2013

acq Time 120 52 AN 30e4

modified L] 28e4-

Proc Algorithm Spacify Parameters g IIT

solsa rercentage wo 2604

Base sud window 1 o0 min

Peak spiit pactor 2 2404

meport iargest paak  mo 2204

win  peak HGIEEL 2000 0O cps

win peak width oo mec 2084

smoothing width a points 3

nT window 00 sac 1804

ctod xT 322 min f

use malative mr 1684

mt Type s3me TO Rase 1404

matention Time 22 min

a 311692 773 counts 1204

waight 3 2704004

tart rime 301 mia a4

and Tima 16 min p—
£0000
40000:
20000

24 25 28 30 32 34 35

38 40 42

‘Sampie Name 1 069 AASS07 1-10 0511150000032 0035 N/A P1 DIy 6 O PL-1 T Sampie ID "6 F le "AASS07 1-10-RUN-GOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *16.000/134 000 Da”

Comment “none”
sampla ndex 2

umknown 284
concantration 100 ng/mu 4084
calculated conc ®/A
3/17/2012
acq Time 12
35e4.

modif1ed %

Proc  algorithm spacif By, pezametacs
moise rarcanta

B3mc cub  wini 100 mn 2pes
»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

g 11z

min peak width ©oo mec 254,
sacothing width 3 ints
57 window w0 mee T 4
cted xT 284 min &
osa ralative nr wo i 284
mt Typ =2 To zase
motention Time ain 1504
reaa 363369 421 counts
Raight 4 o1c4004 cps
start rima 2 s ain
a=d Tima 2 min 1.0e4-
s000.0:

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 070 AASS07 1 uosn‘sdumui:smm\mnqnmn!

Sample © T0° Flie "AASS071-10-RUN-ODT:

Sampie Name 1 070 AASS07 1-10 0511150000135 0032 /A 1 DIy O DR PL-1 T Sampie ID 70" F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotinine” Mass(es) Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 70 sampla Indax 70
sampla Type unknown 121 sampla onknown 121
conceatration u/A concantration 100  ng/mu
calculated cooc 238 ng/nL 5.0e5 calculated conc s/A
acq Data 2/17/2012 acg pate 2/17/2012
acq Tima 135 20 ax acq Time 135 28 An 1ses
4.5e5:
wodified uo modt 21ed %0
rroc Algoritim specify varamsters g iz Proc  algorithm Spacify parametars mg IIr
moise percentage 4.0e5 soise Parcantaga B0 10es
B3ase sub window 300 min Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2
maport iargest peak  wo 3.5e5 meport rargest paak w0
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm 25e4
win poak width ooo sac min peak widEh ©oe mec
smoothing width 3 potnts 8 3.0es. smoothing width a points 3
Exvindcn 10 sac rT window 100 mac
xxpactad 222 min mxpected xT 322 min 2De4.
Tus malativa mr 6 2.5e5 Usa malative mr w0
mt Typa valla mt Typa vallm
zatention Time e 2.0e5 matention Tima var wte 1504
@3 4307279 143 counts araa 263324 213 counts
soight 5 1204005 cpm waight 3 2104004
Ztatt Tine 0w 15e5 Gtaft Tize 3o mim
a rize 388 min and Time a7 mia et
1.0e5
5000.0:
5.004
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Gample Name -1 070 AASS071-10 0511154000135 0042 NVA P1 Day CONFL-1 1° Sompie D 70" Flle "AASS07I-1G-RUND0T-V... | J] Sampie Name -1 070 AASS07 1-10 05111540000 135 0042 NIA P Doy OOR PL-1 1+ Sampie 1D 70" Fle "AASS07 - 10-RUNGOT-V_..
-3-+Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 70
283 &pla Type omknown 283
concantration 100 ng/mu
ng/nw 1.5e5 calculated conc ®/A
acq Date 2/17/3012 3/17/2012 45es:
acq Time 133 20 AX 1485 acq Tima 133 20 An
modified o 1305 modi f1ad 0 404
proc ug:nm: specuy Parazeters Mg IIr Proc Algorithm spacif y parametars  mg IIr
woise percesta 1.205: moise rarcanta
mase sud ) 54: Base sudb  wini X oo min 35e4
Tk gaLiE ] 2 1.%e5: »aak split vactor 2
raport 13 %o maport Largest Paak w0
nin rnx u Goo oo cpm 1.0e5: min peak Height 2000 06 Cps
Win peak width sac min peak width ©oo mec Ameg
smoothing width 3 potats B o0es sacothing width 3 points 3
xT window 00 sac nT wine 00 sac
xxpacted mr 28 min & 8.0es =xpected xr 2 84 min & 25e
usa malative nr o osa malative v "
5 7.0e4:
mt Type vallay mt Typ vallay 204
=etention rime 2 83 nin 6.0e4- motention Time 2 03 ain
ra3 1517649 330 counts araa 405906 262 counts
maight 1 seaso0s cps 5.0 Raight 4 z0cen0e  Cps 1504
start Time 24 min start rima 2 57 ain
xnd Tize 313 mmn 4.0e4- =d Tima 310 mia
. 1004
2004
5000
1.0e4-
0ol oo

20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 130 32 34 36 38
Iime mn Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Flie "AAS3071-10-RUN-001-

Sampie Name +1 071 AASS071-10 0511530000135 0092 NIA 1 D3y 6 O PL-1 - Sampie ID 71" Fle "AASS071-10-RUN-COT-V.
Peak Name “Cotinine” Massies) Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 7 sampla Indax n
sampla T unknown 1 sampla unknown 1
conceatration u/A concantration 100 ng/mu
calculated cooc 233 ng/nL calculated conc B/A
acq Data 2/17/2002 a5 acg pate 3/17/2012
acq Time 1 42 04 Ax acq Time 142 04 AN 35ed
wodified 4065 modt 21ed %0
rroc Algoritim specify varamsters g iz Proc  algorithm Spacify parametars mg IIr
moise percentage moise Percentage [ 30e4.
B3ase sub window 300 min Bage sub window 100 mn
peak split sactor 2 35e5 »eak split pactor 2
roport argest pesk O meport Largest paak  ma
min  peak weight %00 o0 cpm min peak Height 2000 00 CpS 25e4
win peak widfh ooo mac 30e5 Win besk wiaih ©oe smec
szocthing width 3 potnts 8 smcothing width 3 points 3
Exvindcn 10 sac rT window 100 mac
xxpactad 3122 min f 2.5e5 =xpected xr 322 mia f 20e4
Tus malativa mr 6 Usa malative mr %
mt vallay 2.0e5 mt Typa 8386 TO mase
=atantion Time 322 mm natention Tima 222 mn 1.504.
@3 4ccimas 422 counts a 343810 204  counts
soight 4 magecos con 1.505 waight 3 7704004
start Time start rime 301 mia
a rize 38 min and Time 16 min et
1.0e5
s000.0
5.0
ool
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Tample Name 1071 AA9S07 1-10 051 11540000136 0042 WA F1 D3y EONFL-1 1* Sampie i 71° Fiie "AASS071-10-RUNGDTV.. | J] S3mpie Name -1071 AASS071-10 0511155000015 D052 NIA F1 D3y 6 OR PL-1 1* Gampie 10 71" FIe “AASS07 10 RUNGO V...
obrine” Mass(es) *183.000/134.000 Da" Feok Name "d3-rans-3-Hydroxyco(lS]”  Mass(es) *196.000/134 000 Da®
Comment “rne” -
sazple Index 7
282 &pla Type omknown 284
7.0t concentration 100 ng/m.
ng/ar calculated conc  W/A
acq oata 2/17/2012 ate 3/17/2022
Ay Tim HE - 650, Ao] Time o .
moaitied wo 004 modit1cd %0
vroc algorittm spacily raramters g iz Froc. Alguritim epacily rarmters w7z 35e¢
NOlG percenta 5.5e4: ®O18@ Parcenta
mase sud %0 ma Base cub  win 100 mn
seak gplit | 2 5004 7eak split wacter 2
zaport La %o noport Largest paak  mo 30e4;
nin’ beak me Goo oo cps 4504 win ek Welight 2000 00  Cps
win paak width ooo sac min posk width coe sec
smocthing width 3 potats B ases sacothing width 3 points B 2ses
*T window 100 sac ! T win 0 sac 4
xxpacted mr 28 min £ 3ces =xpected xr 284 min &
usa melative nr o o vse malative wr WO
H i
mt Typa vallay 3004 mt Typ s388 70 maze
xatantion Time 282 mm ratention Time ain
raa 520591 514  counts 25es: avise1 374 comnts 1504
Raight 7 03as004 cpm Raight 4 40csnce cps
start Time 247 min 2.0e4: start Time 25 min
xna Time 315 mm ma Tia 32 ma
e 1.0e4:
1004
50000
5000.0-
ool oo —
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Dme mn Tme o
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sanpla index 72
sanpla T unknown
conceatration u/A
calculated cooc 151 ng/az
acq Date 2/17/2012
acq Time 149 40 ax
modified
Froc Alooritim: spadify;saramters XX
moise percentage
mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo mac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt mase 70 Base
=atention Time 321 min

@ 31s393¢ %10 counts
soight 3 3304005 cpm
Ztatt Tine it

a rize 39 nmin

ng/mw
acqg Date 2/37/3012

acq 7ime 148 40 Ax
modified

no
proc uganzm specuy Parameters mg iz
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z
=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

mt Type valla
=etention rime 2 l¥ n
Area €61773 139 counts
maight & 1004004 CpB
start Time 2 s0 min
xnd Time 37 nin

Intensity. cps

htensty, s

Sampie Name -1 072 AASS07 1 DOSHIMSWMWAN Day GOnFL

32

Sample © 72°  Flie "AASS071-10-RUN-ODT:

6.004:

5.504:

4504

4.0es-

3504

3.0e4:

2.504-

2.0e4;

1.504.

1.0e4:

24 26 28 30 32 34

Sampie Name -1 072 AASS07 1-10 05111540000033 0043 NA P1 Day 0 On FL1 17
3-Hydroxycobine”  Mass(es) *193.000/134.000 Da"

20 22 24 26 28
Iime

Sample D 72° Flie "AASS071-10-RUN-D0TV...

30 32 34 35 38
mn

35 33 40 a2

‘Sampie Name -1 072 AASSQ7 11

Comment “none”
sampla ndex 72

modi f1cd

moise rarcanta
B3mc cub  wini 1700
»aak split vactor 2
maport Largest paak w0
win peak Weight

min peak width

®0
Proc algorithm spacif: 4 paranatars

2000 00 cps
© oo

Peak Name

Comment "none”  Annotation
sampla Indax 72
sampla unknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/17/2012
acq Time 148 40 An
modt 21ed %0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0
Bage sub window 100 mn
»aak split pactor 2
meport iargest paak  mo
min pek uaight 000 0o cpm
min peak widEh ©oe mec
smcothing width 3 points
rT window 100 mac

ctod xT 322 mia

Usa malative mr
mt Typa 8386 TO Base
matention Tima 32 min

a 2¢0340 OBz counts
waight 4 904004
start rime 294 min
amd Tima 162 mia

005111

umknown

concantration 100 ng/mu

calculated conc ®/A
2/17/2013

acq Time 14 40 An

g 11z

min

sec

sacothing width 3 ints
57 window w0 mee T
ctod xr 28 mn
osa malative v "
t Bise W Rnasa
naten n Timae 2 ain
reaa 413994 02' counts
Raight 4« T4s004 cpE
start rima 2 57 ain
a=d Tima 218 min

hensly, s

3

i

Sampie Name +1 072 AASS07 1-10 05111540000033 0034 NIA 1 DIy OORPL-1 T Sampie ID 72 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

LA L .

i

1.Des.

24 25 28

3032 34 36 38 40 42

540000033 00%4 N/A P Day DORPL-1 * Sampie ID 72 Fle "AASS07 1-10-RUN-OOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da*

283

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sample © 73°  Flie "AASS071-10-RUN-ODT:

Sampie Name -1 073 AASS07 1-10 0511150000034 0044 NA F1 Day 6 On FL-1 Sampie Name +1073 AASS07 1-10 0511150000034 0034 NIA 1 Dy 6 ONPL-1 T Sampie ID -73° ¥ ie "AASS07 1-10-RUN-COT-V.
Do

Peak Name “Cotinine” Mass(es) *177.000/80. Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 73 sampla Indax 7
sampla Type unknown sampla unknown 3
conceatration u/A o concantration 100  ng/mu 10es
calculated cooc 123 ng/nL - calculated conc B/A
acq Data 2/17/2002 acg pate 2/17/2012 284
acq Tima 153 14 ax Ve acq Time 155 14 An
5 26e4:
wodified uo modt 21ed %0
proc Algorithm sSpecify Parameters  wQ III e Proc  algorithm Spacify parametars mg IIr 24e4:
moise percemtage 50 T soise Parcantaga ()
B3ase sub window 100 mn Bage sub window 100 mn 2204
Peak split sactor 2 A »aak split pactor 2
roport argest pesk O meport Largest paak  ma 2004
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac e min peak widEh ©oe mec 1804
szocthing width 3 potnts 8 1 smcothing width 3 points 3
xT window 10 sac rT window 100 mac 1504
xxpactad xr 332 mn i mipected xT 322 mia
usa ralative mr 6 . Usa malative mr % o
mt mase 70 mase mt Typa B3se TO mase
xatention Time 322 min 80e4: ratention Tima 322 mn L2t
@3 1929821 229  counts a 272695 253 counts 1004,
soight 2 osaeous cpm - waight 2 9204004
start Time min - start rime 295 mia P—
d Time 401 mm amd Tima 1353 mia
4004 s00.0.
400
2004
200004 233 368382 396
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Sample Name +1 073 AASS071-10 0111540000034 0044 NA P1 Day 60N PL-1 1° Sample D 73 Flie "AASS071-10-RUN-D0T-V... Sampie Name -1 073 AASS07 1-10 0511154000003+ 0044 NIA 1 Day 6 Oh PL-11- Sampie ID 73 e "AASS071-10-RUN-GOT-V...
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da*
Comment "none”  Annotation =
sampla ndax 7
283 &pla Type omknown 285
concantration 100 ng/mu 34e4
ng/nw calculated conc ®/A
acq Date STt 3004 acqg tate 3/17/2013 3204
acq Time 153 14 A o acy Time 155 14 An 264
modified uo 2608 modif1ed % 2204
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woise percontage =0 2404 moise rarcanta e 264
masa sud 100 ma B3mc cub  wini 100 mn
Paak split 2 2208 »aak split vactor 2 24e4:
raport Large: %o maport Largest paak w0
win peak & coo o0 cpm 200t min peak Weight 2000 00 Cps 2308
Win  peak width ooo sac min peak width ©oc mec 20es.
Smoocthing width 3 potnts B 18 sacothing width points 3
xr_ window w0 sac d RT win 30 sac 1804
xxpacted mr 28 min Z 1504 =xpected xr 284 min &
usa malative mr o Usa malative wr "o 1504
5 . 14e4.
mt Type valla mt vallm
xatantion rime 2 -¥ nin 1204 matention Time 2 .Z min
rea 329850 388 counts area 282055 823 counts 1204
maight 3 16a:004 cpm 1.00¢ waight 3 3304004 Cps B2
start Tima 243 min start Time 258 min
xnd Tize 322 am £8000.0- =:nd Tima 310 mia sm00.0
£000.0- £000.0
4000.0 4m00
20000 20000
00. oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 074 AASS07 1 uosn‘sdumoﬂsswsm\mnqnmn!

Sample © 74" Flie "AASS071-10-RUN-ODT:

Gampie Name -1 074 AASS07 1-10 0111540000035 0095 NIA P1 D3y O ORPL-1 - Gampe 1D 74" F 16 “AADS07 1-10-RUN-DOT-V.
Peak Name “Cotinine” Massies) Peak Name Mazs(es)
Comment "none”  Annottion ™ Comment "none”  Annotation
sanpla 1ndex 74 sampla ndex 78
sampla Type unknown B sampla tmknown
concentration u/a concentration 100 ng/mu 40e4
calculated conc 208 ng/nz S calculated conc B/A
acq Date ' acqg pate 3/17/2022
acq Time acq Time 2 01 50 AN
S.0es 35e4.
modified o modified L]
proc Algorithm specuy Paramcters mQ IIr Proc  Algorithm Specify Parameters  mg IIr
moise percentage 4.5e5 moise Parcentage [
mase sud window 1 oo min Base sud window 1 o0 ain 3.0ed-
peak split wactor 2 4065 »eak split pactor 2
maport iargest peak  wo meport rargest paak w0
Nin  peak walght 500 0O . ®in peak weight 2000 0O
win poax widtn 020 sac 3.5e5 Win besk wiaih G oo e —
smoothing width 3 potnts 8 smoothing width a points 3
=T window 00 sac 3.0e5: nT ':::l o0 I:C
EXDPacLal 3 22 min =T 3 22 min
Spate sy oA f o f 20es
2.5e5.
mt Typa nasa 710 mase mt Type valiey
=atantion Time 222 mmn natention Tima 222 mn 1504
@3 531484 463 counts 2.0es- araa 363340 341 counts
Raight s maaso0s cps waight 3 2404004
Sl’.igl Ting 2 o0 S EL:lg't Tima :E
a rize 397 min 1.5es: and Time 372 mia 1004
1.0e5-
50000
5.0e4:
24 26 28 30 32 34 35 33 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 074 AASS071-10 0511154000003% D045 NIA P1 Day CONFL-1 1° Somple D 74° Flle "AASS071-10-RUND0T-V... | J] Sampie Name -1 074 AASS07 1-10 0511154000003% UOSS NIA P1 D3y DR PL-1 1+ Sampie 1D 74" Fle "AASS07 - 10RUNCOT-V_..
3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da® Feok Name *d3-rans-3-Hydroxyco(lS]”  Mass(es) *196.000/134 000 Da®
Comment “none” =
sampla ndex 74
283 Tmkacwn 284
concentratiom 1 oo ng/mL
ng/me 2065 calculated canc B/A i
acq Date 9/17/2013 acqg pate 2/17/2012
acq Time 2 01 50 Ax acq Tima
1.8e5:
modified L modified »o 4Ded:
proc ug:nm: specuy Parazeters Mg IIr Proc Algorithm spacif y parametars  mg IIr
woime perconta 1.6e5 moisa Parcanta
mase sud ) 54: =min Base sudb  wini X oo min 35ed.
ok it ] 2 7aak split pactor 2
zaport La %o 1.4e5: maport Largest Paak w0
nin rnx u Goo oo cpm min peak Height 2000 06 Cps 20es
nin  paak width o co sac min peak width © oo sec
smoothing width 3 potats g 1= sacothing width 3 points 3
T window 100 sac d T Window 30 sac 4
xxpacted xx 28 min z cted xr 204 min 2%y
usa malative mr o 5 1.0es ©Usa malative mr "o i
mt e vallay mt Typ w2 To zase 2De4:
=etention rime 2 83 nin 8.0e4- motention Time ain
ra3 1983661 083 counts araa ll\i)} 01 counts
Raight 2 1004005 cps Raight 4 T4ci004 cps 1504
start Time 2 45 min 6.0e4. start rima 2 55 ain
xnd Time 317 nin a=d Tima 2 20 min
.y 104
2004 B
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sampie Name -1 075 AASS07 1 uosn‘sdumoﬂsiwsm\mnqsmn!
Peak Name “Cotinine” Massies)
Annceation ™

Sample © 75" Flie "AAS9071-10-RUN-ODT:

Mazz(es) *193.000/134.000 Da"

2000:
ng/nw
acq Date 2/17/3012 2800-
acq Time 2 08 25 A
2500
modified
proc ug:nm: spgcuy Parameters mg iz 2400-
woise percesta
masa sud %0 ma 2200-
Paak spm 2
raport 13 %o 2000
nin’ beak me coo o0 cpm
Win  peak width ooo sac 1800:
smocthing width points 3
xr_ window 100 ¥ se00
xxpacted nr 28 min z
usa melative nr o 5 1400-
mt sanual
satantion rim 273 mn b
rea 284z0 163 counts 1000-
maight 2 7104001 cpm
start Tima 23 min 800
xnd Tize 305 mm
600
400
200

sampla index 7

sampla T unknown

conceatration /A

calculated cooc o €34 ng/mn s

acg oata /17/2m

acg Time 2 oo s ax T

modified 2600.

Proc Algorittm specify saramters  wQ I

moise percentage S

®mase sud window 1 oo min

Pak split wactor 2 2200

zaport argest peak %o

win Peak meight s00 00 cps 2000

win peak widtn ooo mec

szoothing width a potats g 10

=T IY.NM 00 sac

xxpactad 3122 min 1600-

usa lﬂ]ili'ﬂ nT =
1400

mt sanual

=atention Time 3 22 nin 1200-

2 26144 013 counts
aight 3 sgiom o 1000
start Time
Time 3= nin 800- E
Er
oo 271, 282 "y
400
200
Za 25 28 30 32 34 35 38 40 42

Sample Name *1075 AASS71-10 05111540000036 0045 NAP1 Day 60N PL-1 1°  Gample D 75" Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycotinine™

20 22 24 26 28
Iime

Sampie Name +1 075 AASS07 1-10 0511150000035 0035 NIA 1 DIy 6 ONPL-1 T Sampie ID 75" F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name

Comment "nene”  Annotation
sazple Index 75

= onknown
concantration 100  ng/mL
calculated conc  W/A
acq pate 3/17/2013
acq Time 2 08 25 AN
modified ]
Proc  Algorithm Spacify Parametars g IIT
moisa Parcantage B0
Base sud window 1 o0 min
7eak split sactor 2
meport iargest paak  mo
win  peak HGIEEL 2000 0O cps
win poak widfh oo mec
smoothing width a points 3
nT window o0 sac

ctod xT 322 min f

©se malative v
mt Type B3s0 TO Base
matention Time 222 min

a IT0444 €9¢ counts
waight 3 3804004
Start Time 3 oo mln
ama Tim 30 min

Sampie Name -1 075 AASSG7 1-10 0511154000003

Comment “none”
sampla ndex 7

saspla Type tmknown

concantration 100 ng/mu

calculated conc ®/A
2/17/2013

acq Time 208 25 AR

modi f1ad

Proc  algorithm spncl‘y parametars  wg II
moise rarcanta

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min pe3k width ooe mec

sncothing width 3 ints

57 window w0 mee T
ctod xr 284 min

©sa melative v o

w2 To zase
2

rea aasiie 277 comnts
Raight 4 9304004 cpB
start rima 2 u6 ain
a=d Tima a3 min

30 32 34 35 38
mn

hensly, s

PEEFE§§

i

i

§

i

OOISN/API DaySORPL-1 I° Sample ID 75" Fle "AASS07 1-10-RUN-OOT-V_.
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) 196.000/134 000 Da”

i

1.0e4.

24 25 28

3032 34 38

38 40 42

e
20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 075 AASS07 1 uosn‘sdumui:sus!m\mnqnmn!

Sample © T5°  Flie "AASS071-10-RUN-ODT:

Sampie Name 1076 AASS071-10 0511150000139 0051 NIA 1 DIy OORPL-1 T Sampie ID -76° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotirine” Massies) Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 76 sampla Indax 76
sampla Type unknown 3 sampla unknown
conceatration u/A concantration 100  ng/mu =
calculated cooc 178 ng/nL 36e5 calculated conc s/A
acq Data 2/17/2012 aae, acg pate 3/17/2012 14e4
acq Tima 215 01 A% acq Time 21301 an
325 22e4
wodified uo modt 21ed %0 i
proc Algorithm specuy Paramcters mQ IIr 3.0e5: Proc  Algorithm Spacify parametars Mg IIT
moise percemtage S soise Parcantaga () 2204
B3ase sub window 300 min Bage sub window 100 mn
Peak split wactor 2 2.6e5: a3k split pactor 2 28e4
roport argest pesk O meport iargest paak  mo
min  paak g:u::n %00 o0 cpm 2.4e5: -1':0 peak Eugm 2000 00 Cps i
win poak width ooo sac e min peak widEh ©oe mec 2204
szocthing width 3 potnts 8 smcothing width 3 points 3
=T w!.::lm 00 sac 2.0e5: nT window 00 sac 20e4
xxpactad 332 mn ctod xT 322 mia =
Tus malativa mr 6 1.8e5 Usa malative mr w0
1.5e5- 1504
mt Typa mase 70 mase mt Typa B3se TO Base
zetantion Time 322 mn 1465 matention Tima 322 min 14e4
@3 3434463 366 counts BT araa 345297 233 counts 1204
soight 3 Mgeons cpn waight 3 2704004
start Time 1.0e5 start rime 301 mia 1004
d Time 333 mmn amd Tima 1e: mia
8.00¢ 80000
.00 50000
4004 4000
2004 20000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
‘Sample Name +1 076 AASS071-10 05111540000139 0051 NAA P1 Day OORPL-1 1° Sample D 75" Flie "AASS071-10-RUN-D0T-V... “Sampie Name +1 076 AASS07 1-10 0511540000135 0051 NIA 1 Day O Ch PL-11- Sampie ID -75° i "AASS071-10-RUN-GOT-V...
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 76
284 &pla Type omknown 285
concentration 100 ng/mu
ng/nw calculated conc ®/A
1.00e5 acy pate 3/17/2013 Aot
acy Time s 01
modified uo 9.00e¢- modi f1ad %0 15e4.
proc uganzm specuy Parameters mg iz Proc  algorithm spacif Iy jaramotars, mpizzs
woise percesta moise rarcanta
masa Sud W %0 ma 8.00e<- B3mc cub  wini 100 mn
Paak split 2 »aak split vactor 2 10=4-
®aport Lar peak %o maport Largest paak w0
nin Goo oo cpm 7.00e. min peak Height 2000 06 Cps
Win  peak width ooo sac min peak width ©oc mec —
smocthing width 3 points sacothing width 2 1ints
T -L:aa% 100 sec 5 5.00=4- T -mm:;g' 30 sac 5 5
xxpacted nv 2 8¢ min z cted xr 284 min s
usa malative nr o 5 5004 ©Usa melative nr w0 i 20ed.
mt Type valley mt Typ Base 1o nase
zetantion rime & nm 4.00e¢- ratontion Tima min
rea 1111900 743  coumts % area a7017 736 comnts 1504,
maight 1 0394005 cpm waight 4 104004 Cps
start Tima 247 min 3.00e¢ start Time 258 min
xnd Tize 31 am =:nd Tima 328 min 104
2.00e4:
50000
1.00e4
o.00 oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sampla 1ndex 77
sampla T known
conceatration u/A
calculatod coac  © @37 mg/me
acq Data 9/17/2012
acq Tima 22137 ax
wodified
rroc Algoritim specify varamters
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 potnts
xr -x.:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt mase 70 mase
zotantion Time 320 min

@3 28136 343 counts
soight 2 s70e003 cpn
Ztatt Tine 3 =n

a Time e min

ng/mw
acqg Date 2/17/3012

acq 7ime 22137 ax
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z
=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00 Bax
xxpacted v 2 5 nin
usa malative nr o

nt Rase TO masa
luu‘mm Time 279 nin
ra3 40329 243 counts
maight 4 3304003 cpm
start Time 2 =7 min
xnd Time 2 % nin

o 11

Sampie Name -1 077 AASS07 1-10 0511154000058
-3-Hydroxycotinine™

o

00051 NAP1 Day 6O PL 17
Mazz(es) *193.000/134.000 Da"

1z

Intensity. cps

htensty, s

Sampie Name -1 077 AASS07 1 uosn‘sdumuunus!m\mnqsmn!

Sample © 77- Flie "AASS071-10-RUN-ODT:

208 o

)
316,347

3
2200
3000
2800-
2600
2400
2200
2000-
1800-
1600-
1400
1200-
4000
800:
E0h 2y 3 387400
- 273, 282
200
24 26 28 30_32 34 36 38 40 42

Sample D 77 Flie "AASS071-10-RUND0TV...

20 22 24 26 28
Iime

30 32 34 35
mn

38

Sampie Name +1077 AASS071-10 0511150000140 0051 NIA 1 DIy 6 ONPL-1 T Sampie ID ~77- Fie "AASS07 1-10-RUN-COT-V.
Mass(es)

sazple Index 7

sample unknown

concentration 100  ng/mL

calculated conc /A

acqg pate 2/17/2013

acq Time 232137 A% sy

modificd L -]

Proc  Algorithm Specify Parametars Mg IIT

soise Parcantaga () 2064

Base sub window 1 o0 ain

eak split pactor 2

meport Largest paak  ma

win pe3k HGIEEL 2000 00 cps 254

win pek widEh coe mec

sacothing width 3 points 3

nT window e o0 sac
ctod T 322 min f 2064

Usa melative nr »o

mt Typa vallay

matention Tima 2 22 ain 154
3 as1191 201 counts

waight 3 secioce

Ellgt Tima 2 98 :E

amd Tine e min 08¢

50000,

24 25 28

3032 34 38

38 40 42

‘Sampie Name -1 077 AASS07 1-10 05111540000 140 0051 N/A 1 DIy 6O PL-1 T Sampie ID ~77° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”

Comment “none”
sampla ndex 77

sampla Type umknawn 28
concantration 100 ng/mu ases.
calculated conc  W/A
3/17/2022
acq Tima 2
modified 0
Proc Algorithm spacif y parametars  mg IIr
moisa Parcanta 35e4.
Base sudb  wini X oo min
7aak split pactor 2
maport Largest Paak w0 -
min peak Height 2000 06 Cps
min peak width © oo sec
sacothing width 3 ints
57 window w0 mee T B 2se
cted xT 284 min &
osa malative v "
2064
mt Typ w2 To zase
motention Time ain
394264 425 counts
maight 4 s3ce004  CpS 1Set
start rima 2 57 ain
a=d Tima 3 25 min
10e4
so00.:

32 34 36 38

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 078 AASS07 1 uosn‘sdumoﬂnmm\mnqnmn!

Sample © 78" Flie "AASS071-10-RUN-ODT:

“Sampie Name +1 078 AASS071-10 0111530000037 D052 NIA 1 Dy OOR PL-1 - Sampie ID 78" Fle "AASS071-10-RUN-COT-V.
Peak Name “Cotirine” Massies) Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 78 sampla Indax 7
sampla Type unknown 1 sampla Ty onknown 3
conceatration H/A concantration 100  ng/mu 4504
calculated cooc 209 ng/nL 5.0e5 calculated conc B/A
acq Data 2/17/2002 acg pate 3/17/2012
acq Tima 228 12 A% acq Time 22812 4Des.
455
wodified uo modt 21ed %0
rroc Algoritim specify varamsters g iz Proc  algorithm Spacify parametars mg IIr
molse percentage 4.0es. moise Parcentage [ 35es
B3ase sub window 300 min Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2
roport argest pesk O 3.5e5 meport iargest paak  mo 304
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac min peak widEh ©oe mec
szocthing width 3 potnts g 3o smcothing width 3 points 3
Exvindcn 10 sac rT window 100 mac —
xxpactad 332 mn ctod xT 322 mia
Tus malativa mr 6 25e5 Usa malative mr %
20es:
mt Typa vallay mt Typa 8386 TO Base
zotantion Time 322 mn 20es matention Tima 322 min
@3 4928622 458 counts araa 420233 373 counts 1504
soight = asa00s cpm waight 4 4304004
start Time 1.5e5 start rime 300 mia
d Time 372 mmn amd Tima 383 mia
1004
1.0e5
e 5000
ool
24 26 28 30 32 34 35 35 40 42 24 25 28 30 32 34 35 38 40 42|
‘Sample Name -1 078 AASS071-10 0111540000037 0052 N/A P1 Day 0ORFL-1 1° Sample D 78" Flie "AASS071-10-RUN-D0T-V... ‘Sampie Name +1 078 AASS071-10 0111540000037 0052 NIA 1 Dy D OR PL-1 - Sampie ID 78" Fle "AASS071-10-RUN-GOT-V_..
3-Hydroxycotrine”  Massies) '|91m1mu-' Peok Name “d3-rans-3-Hydrowyco(lS]”  Mass(es) *196.000/134 000 Da”
none”  Annctation Comment “none” -~
78 sampla ndax 7
unknown 284 s3mpla Typa umknown 284
[/ 2.0e5- concentration 100 ng/mu
%8 ng/m calculated conc ®/A
acq Date 2/17/3012 acy pate 3/17/2012 Soes
acq Time 228 12 A p— acy Time 22812 An
modified uo modif1ed % pet
proc ug:nm: specuy Parameters mg iz 1,65 Proc  algorithm spacif Iy jaramotars, mpizzs
woise percesta moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn 4D=4
Paak spm 2 . »aak split vactor 2
raport 13 %o maport Largest paak w0
nin rnx u Goo oo cpm min peak Height 2000 06 Cps 3se4
Win  peak width ooo sac — min peak width ©oc mec
smocthing width 3 points sacothing width 2 1ints
o windog 100  mec 5 — =] oo waaiTT 5 30e4:
xxpacted mr 28 min £ 4 pes. =xpected xr 284 min &
usa melative nr o 5 " osa ralative nr wo i 2504
mt mase 70 masa mt Base 10 nase
satentie vies 28 mn 8.004 matention Tima min 2004
rea 1964634 432 counts araa 478763 433 counts
maight 2 ceaso0s cpm s waight 5 36oe004  Cp
start Tima 24 min ! start Time 256 min 1504
xnd Tize 33 am =:nd Tima 330 mia
Ames 104
2.0e4: 5000
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 073 AAS307 1-10 0511154000003

Sampie Name -1 073 AASS07 1-10 0511154000003
-3-Hydroxycotinine™

« g/mL o
acq Date ?/17/3012
acq Time 234 40 Ax 6500:
modified uo 000:
proc uganzm specuy Parameters mg Iz
woise percesta 5500:
masa sud %0 ma
Paak :pllt. 2 5000:
raport 13 %o
nin’ beak me coo o0 cpm as00.
Win  peak width oo sac
szocthing width 3 points
xr -L:aa% 00 [T 5 S
xxpacted 28 min z
usa malative mr o 5 3s00:
mt mase 70 masa 3000:
atantion rim s min
araa ¢oazc 313 counts 2500,
maight & m1a+003 cpm
start Tima 243 min 2000:
xnd Tize 305 mm
1500
1000
500

D052 /A P1 Day 6 On L1
53

Sample © 75°  Flie "AASS071-10-RUN-ODT:

Maszies) '|91m1m De"

NAP1Day 6ONPL-1 1° SampleD 75" Flie "AASSO71-10-RUN-O0T-V.

24 26 28 30 32 34 35 33 40 42

Comment “none”
sampla ndex 7

Sampie Name -1 079 AASSG7 1-10 0511150000038
Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”

Pesk Name “Cotinine” Mass(es) *177.000/80. Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 73 sampla Indax 7
sanpla T unkaown sample onknown
conceatration s/A concantration 100  ng/mu
calculated cooc 2139 ng/m calculated conc s/A
acq Date 2/17/2012 acg pate 2/17/2013
acq Time 2 34 48 ax acq Time 2 34 48 An
modified modi f1ed w0
Froc Alooritim: spadify;saramters XX Proc  Algorithm Specify parametars Mo IIr
moise percentag moisa Parcantage B0
mase sub window 300 min mase sub window 100 min
peak split wactor 2 »eak split pactor 2
maport argest peak o meport iargest paak  mo
Win  Peak weight 500 00 cps in sk Baight. 2000 0o cpe
win poak width ooo sac min peak widfh oe  mec
smocthing width 3 points sacothing width 3 points
xr -x.:am 100  mec rT window 0 mec
xxpactad 322 min ctod xT 322 mia
Tus malativa mr uo Use malative mv
mt mase 70 Base mt Typa 8386 TO mase
=atention Time 321 min ratention Tima 222 min
@ 24230 €51 counts a 329231 778 counts
soight = 42ai001 cpm waight 3 eoeence
Ztatt Tine it Gtaft Tize ain
d Time 370 mm amd Tima 272 mia

280 saspla Type umknown
concantration 100 ng/mu
calculated conc ®/A

3/17/2013
acq Time 234 48 An
modi f1ad

moise rarcanta
B3mc cub  wini 1700
»aak split vactor 2
maport Largest paak w0
win peak Weight

min peak width

sacothing width 3

nT window 00
cted xT 2 Be

osa malative v "

mt Typ
matention Tima

rea amava a
Raight 4 2704004
start rima 2 59
a=d Tima 227

204 33c.233 305,3.25

20 22 24 26 28 30 32 34 36 38
Iime mn

®0
Proc algorithm spacif: 4 paranatars

g 11z

min

2000 00 cps
© oo

sec
points

sac

ain

w2 To zase

min

hensly, s

EEEREERERE

PEik

Bage

Sampie Name +1 079 AASS07 1-10 0511150000038 0052 NIA 1 DIy 6 ONPL-1 T Sampie ID -7 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

P F 8§ &

i

i

24 25 28 30 32 34 35 38 40 42

OCSZN/API DaySORPL-1 1° Sample ID 75 Fle "AAS307 1-10-RUN-OOT-V_.

285

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sample Name *1 080 AASSO7 1

DGCG21°_Sample D "B Flie "AASS071-10-FUN-001-VO1 Wit
Do

Sampie Name *1080 AASS071-10QC G2 1 Sampie ID "80°  Fie "AASS071-10-RUN-CO1-VDT.wiT
Mass(es)

20 22 24 26 28
Iime

30 32 34 35 38
mn

Peak Name “Cotinine” Mass(es) *177.000/80. Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex 20 sampla Indax [
sampla T oc 1 sampla o 3
conceatration =0 0 ag/mL 1.00e5: concentration 1 oo ng/mu
calculated conc 512 ng/mn calculated conc B/A Py
acq Data 2/17/2002 acg pate 3/17/2012
acq Tima 2 41 24 ax 9.00e¢. acq Time 24124 An 32e4.
wodified modt 21ed %0 20es
rroc Algoritim specify varamsters g iz 8.00e<. Proc Algorittn specify paramstars g Iir Tz
moise percemtage soise Parcantaga
B3ase sub window 300 min Bage sub window 100 mn 2604
Peak split sactor 2 7.00e4 »aak split pactor 2
roport argest pesk O moport Largest PAax  mo 2404
Win Peak keight 500 00 ] win peak Weight 2000 0o
®in peak width oo mec 6.00e4 ®in peak w:dgb %o mee 22e4.
szocthing width 3 potnts 8 smcothing width 3 points § 20
Exvindcn 10 sac rT window 100 mac
xxpactad 332 mn 5.00e¢- ctod xr 322 min 1204
Tus malativa mr 6 Usa malative mr
1504
mt Typa valla mt Type vala
xatention Time = At ratention Tima yar wte ey
@3 213018 ¢35 counts a 312233 113 counts 1204
Raight 1 ocasous cps waight 3 104004
Ztat Time 3w mes Statt Time st s 10e4
d Time 375 min amd Tima 16 min
80000
2.00e¢.
s000.0
1.00e4: f e
20000 38
24 26 28 30 32 34 35 38 40 42
o
Gample Name -1 080 AAS9071-10 GC G 2 sumueo'ur Fiie “AAGS071-10-RUN-001-VD1 wiT Sampie Name +1 020 AASS071-10GC G2 1°_ Sampie ID 50" Fie "AASS071-10-RUN-CO1-VO1. Wi
Peak Name “Tranz-3-Hydroxycotrine”  Mass(es) *193.000/134.000 D" Feok Name "d3-rans-3-HydroxycoflS]  Mass(es) *196.000/134 000 Da®
Comment "none”  Annctation ™ Comment “none”
dox 20 sampla ndax [
o 224 ac 28
s0 0  ng/m 2.0e¢ concantraticn 100 ng/mu
calculated cooc s0 0 ng/m. calculated conc ®/A i
acq Date 9/17/2013 8.5e4 3/17/2013
acq Time 241 24 A% acy Time 2a
8.00¢
modified uo 7.504: modif1ed ) 12
BEncAlgocitm spact y Sarambis  hass Froc)AVTOEItIA , Apactly SucaRctacs) | po X
woise percesta 7.04 moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn
PR3k spm z 6.5es. Peak split vwactor 2 30e4
raport 13 %o 6.004: maport Largest Paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
Win  peak width ooo sac 5.5e4. min peak width ©oc mec 2804
smoothing width 3 potats B sacothing width points 3
xr_ window w0 sac ?  spes: rT win 10 =
xxpacted nv 2 8¢ min Z 4ces cted xr 284 min &
usa malative mr o = Usa malative wr 5o 20e4.
5 4.0e4! i
mt Type mt vallm
zataention 3.5e4: matention Time 2 |¥ min
araa 363292 701 counts 1504
naight 30e4: maight 4 1704004 cps
start Tima 250s start Time 25 @in
xnd Tize =:nd Tima 312 mia 104
200
1.504;
1.0e4: 50000
5000.0:

20 22 24 26 28 10
Iime oo

32 34

35 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

coaceatration =/A
calculated coac 221 ng/nL
acq Date 2/17/2012
acq Time 2 45 00 Ax ]
modified 4
Proc Algorittm specify saramters  wQ I Oes
moise percentage
mase sud window 1 oo min
Peak split pactor 2 3.5e5
maport argest peak o
win Peak meight 500 0o cpa
win poax widtn ooo mac 3.0e5:
smoothing width 3 points 5
=T IINM 00 sac
xxpacted 322 mn 2585
usa nal;uw nT =
mt nasa 70 mase 2.0e5:
=atention Time 3 22 nin

@3 4p01719 118 counts
Raight 4 76a.005 cpa 1
Sl’.ig! Ting 29 ﬁ oo

d Time 3 %8 nin

1.0e5
5.0es:

Sampie Name -1 081 AASS07 1-10 0511154000003
otrine”

‘Sampie Name -1 081 AASS07 1-10 0511150000039 0053 NIA P1 D3y OO PL-1 T° Sampie ID -81
Mass(es)

=
Masz(es) '|91nmnm De"

24 26 28 30 32

NAP1Day 0OnPL-1 1° Sample D 81" Flie "AASSO71-10-RUN-O0T-V.

Fie "AASS07 1-10-RUN-COT-V.

sazple Index oz

sazple unknown ]

concantration 100 ng/mu 4Des:

calculated conc  W/A

acqg pate 2/17/2013

acqg Time 2 48 00 AN

modificd L -]

Proc  Algorithm Specify Parametars Mg IIT

soise Parcantaga () s

Base sub window 1 o0 ain

7eak split sactor 2

meport iargest paak  mo

win pe3k HGIEEL 2000 00 cps 2584

win poak widfh oo mec

sacothing width 3 points 3

nT window e o0 sac

mxpected T 321 min f 20e4.

Usa melative nr »o

mt Type B3se TO Base

matention Time 32: mia 1504
3 282747 994 counts

waight 3 #364004

Start rTima 2 93 aln

ama Tim 102 min 1084

50000
34 35 35 40 42 2a 26 28 30 32 34 35 38 40 42

Sampie Name -1 081 AASS07 1-10 05111 DOS3NIA P1 DayOCh PL-11° Sampie D 81"
Peok Name “d3-rans-3-HydroxycollS]”  Mass(es) “156.000/134 000 Da”

Comment “none”
sampla ndex [

288 nowa 285
concentration 100 ng/mu SDest
ng/nw 245 calculated conc ®/A
acq Date 2/17/3012 3/17/2012
acq Time 2 43 0o A Tima 248 00 An
q be 22e5. acq 454
modified uo modif1ed %
proc ug:nm: specuy Paracters  wg IIr 2.0e5: Proc  algorithm spacif by pecasskars) oz Py
woise percesta moise rarcanta
masa sud %0 ma 1.8e5 B3me b win o0 min
Paak :pm 2 z »aak split vactor 2 1584
raport 13 %o maport Largest paak w0
nin’ beak me coo o0 cpm 1.5e5- min peak Weight 2000 00 Cps
Win  peak width o sac min peak width ©oc mec 104
smoothing width 3 points sacothing width 2 1ints
xr -L:aa% 00 = 5 Ades nT -mm:;g' 30 0 sac 5 5
xxpacted nv 2 8¢ min z cted xr 284 min £ 2zes.
usa melative nr o 5 1.2e5: ©sa melative v "o i
mt mase 70 masa t Base 1o nase
satantion rim 22 min 1o ratention Time ain 2804
rea 2363574 €o4  counts rea e ea2  comnts
maight 2 5204005 cpm 8.00¢ waight 5 0204004 CpB AL
start Tima 243 min start Time 252 min
xnd Tize 332 am &.0e4 =:nd Tima 32 mia
1.0e4.
4004
2004 o
0o. oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 082 AASS07 1 uos!"sdumwnmw;\mnqsmn!

Sample © "B2°  Flie "AASS071-10-RUN-ODT:

Sampie Name 1 082 AASS07 1-10 0511150000040 0053 NIA 1 DIy 6 O PL-1 T Sampie ID "82 ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotirine” Massies) Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex a2 sampla Indax 02
sampla Type unknown sampla onknown
conceatration u/A concantration 100 ng/mu 1s5es
calculated cooc 267 ng/nL 5.0e5 calculated conc s/A
acq Data 2/17/2012 acg pate 2/17/2012 Ahes-
acq Tima 2 54 36 A% s acq Time 2 54 36 An 2264
wodified uo modt 21ed %0 30es
rroc Algoritim specify varamsters g iz Proc  algorithm Spacify parametars mg IIr
moise percentage 4.0e5 moise Percentage [ 2804
B3ase sub window 300 min Bage sub window 100 mn Seoh
Peak split sactor 2 »aak split pactor 2
maport iargest peak  wo 3.5es5 meport rargest paak w0 24m4.
Win Peak keight 500 o0 cpa min pek uaight 000 0o cpm
win poak width ooo sac min peak widfh © oo smec 2204,
smoothing width 3 potnts 8 3.0e5 smoothing width a points 3
xT window 10 sac rT window 100 mac —
RXpaCctar 332 mn mipected xT 322 mia
ee matative & uo 2.5e5 Use malative mv w0 il
1504
mt mase 70 mase mt Typa 8386 TO mase
zatention Time 222 min 2.0e5 ratention Tima 222 min TAet
@3 4332121 c40  counts araa 326440 060 Counts 1204
soight = 1mge00s cpm waight 3 z00em04
start Time 1.5¢5: start rime 3202 min 1004
d Time 400 min amd Tima 372 mia
80000
1.0e5
50000
i 4000
20000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
‘Sample Name -1 082 AASS071-10 0111540000040 0053 N/A P1 Day 60N PL-1 1° Sample D 'B2°  Flie "AASS071-10-RUN-D0T-V... “Sampie Name +1 0&2 AASS071-10 0111540000040 0053 NIA 1 D3y 6 R PL-1 1* Sampie ID 82 Ie "AASS071-10-RUN-GOT-V._..
-3-Hydroxycotrine”  Massies) '|91m1mot Peok Name “d3-rans-3-Hydrowyco(lS]”  Mass(es) *196.000/134 000 Da”
none”  Annotation Comment “none” -~
a2 sampla ndax 82
unknown i 283 s3mpla Typa unknown 284
/A concentration 100 ng/mu
333 ng/me calculated conc ®/A -
acq Date 2/17/3012 1.3e5 acy pate 3/17/2013
acq Time 2 34 36 A acy Time 254 36 An
1205 3ses
modified uo modif1ed )
proc uganzm specuy Parameters mg iz 1.9e5- Proc  algorithm spacif Iy jaramotars, mpizzs
woise percesta moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn 10es
paak spm 2 1.0e5: »aak split pactor 2
maport 3 %o maport Largest paak w0
nin rnx u Goo oo cpm 9.0es. min peak Height 2000 06 Cps
min  peak width oo  mac min peak width ° oo mec 25e4
smocthing width 3 points B eoes sacothing width 2 potnta 3
xr_ window w0 sac d rT window 30 sac 4
xxpacted mr 28 min &  7.0es =xpected xr 284 min Z .5
usa melative nr o 5 osa ralative nr wo i
.00
mt Type valley mt Typ Base 1o nase
zetantion rime =3 am s matention Tima nin 1504
rea usaa2r 840 coumts ) araa asa7ie 074 comnts
maight 1 4caso0s cpm waight 4 ozesnce cps
start Tima 246 min 4004 start Time 252 min
xnd Tize 320 mm =:nd Tima 322 min 1.0e4.
204
2004
1.0es-
ool oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 083 AASS07 1 Dosn‘sdmaussm\m Day GOnFL

Sample © '83° Flie "AASS071-10-RUN-ODT:

Sampie Name 1 023 AASS07 1-10 0511154000103 0055 NIA 1 DIy O DR PL-1 T Sampie ID "83° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name “Cotirine” Massies) Peak Name
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex a3 sampla Indax )
sampla Type unknown sampla onknown 1
conceatration u/A concantration 100  ng/mu
calculated cooc 108 ng/nL calculated conc W/R 38ed.
acq Data »/17/2002 acg pate 3/17/2012 244
acq Tima 30112 A 355 acq Time 30112 An
3204
wodified uo modt 21ed %0
Proc Algorittm specify saramters  wQ I Proc Algorithm SpAcify Parametars Mg IIz 284
moise percemtage 3.0e5. soise Parcantaga () 2804
B3ase sub window 300 min Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2 2604
roport argest pesk O meport Largest paak  ma
win Peak meight 500 o cpa 2.5e5 in sk Baight. 2000 0o cpe 2N
win poak width ooo sac min peak widEh ©oe mec 22e4.
szocthing width 3 potnts 8 smcothing width 3 points 3
xT window 10 sac i rT window 100 mac 2064
RXpaCctar 332 mn mipected xT 322 mia
ee matative & uo i Use malative mv w0 f 1804
1504
mt mase 70 Base mt Typa vallay
zetantion Time 323 mn 1.5e5 matention Tima 321 min 14e4.
@3 3675725 482 counts araa 344436 364 counts
saight 3 93gi005 cpm maight 3 g cpm bt
start Time 29 n start rime nia 1004
a rize 400 min 1.0es: and Time 372 mia
80000
s000.0
it 4000
20000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Gample Name -1 083 AAS9071-10 0511154000003 0055 NVA P1 Day 0ORFL-1 1° Sample D 83" Flie "AASS071-10-RUN-O0T-V... | ] Sampie Name -1 023 AASSG7 1-10 05111540000 103 0S5 /A P1 DSy OO PL-1 T+ Sampie ID "85 Fle "AASS07 -IC-RUNDOT-V_.
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-Hydrowyco(lS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 03
unknown
1.7eS. & concentration 100  ng/mu Pt e
ng/nw calculated conc ®/A
acq Date 2/17/3012 1505 acy pate 3/17/2013
acq Time 30112 A acy Time 3o ADes.
1.5¢5
modified uo modif1ed %
proc uganzm spec“y Parazeters Mg IIr 14e5 Proc Algorithm spacif y parametars  mg IIr
NOlG percenta 1365 ®O18@ Parcenta 1Sed.
masa sud %0 ma 5 B3mc cub  wini 100 mn
Paak spm 2 1205 »aak split vactor 2
raport 13 %o maport Largest paak w0 10es
nin’ beak me coo o0 cpm 1.%e5. min peak Weight 2000 00 Cps
Win  peak width ooo sac s min peak width ©oc mec
smoothing width 3 potats X sacothing width 1ints
= windos 100  mec 5 T mindo 00 #6C 8 25
xxpacted T 28 min Z 90t =xpected xr 284 min z
usa melative nr o 5 8.0es. osa ralative nr wo
20es:
mt Type vallg 7. mt
zatention Time ’.' nin o matention Time ot min
rea 630697 017 coumts 6.00¢ araa %0118 318 counts 1.5e4.
maight 1 7404005 cpm waight 4 4coence cpm
start Tise 245 min 5.0e4- start Time 235 min
xnd Tize 320 mm =:nd Tima 315 mia
4.0es: 1004
204
200 500.0
1.004
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine”  Mass(es)
Comment none” Annctation ™

77.000/80.

sampla 1ndex 54
sampla T unknown
conceatration u/A
calculated cooc 193 ng/az
acq Data »/17/3002
acq Tima 307 47 ax
wodified
proc  Algorithm specify Parameters
moise percentag 1]
B3ase sub window 100 mn
Peak split sactor 2
maport argest peak o
Win Peak keight 500 o0 cpa
win poak width ooo sac
szocthing width 3 potnts
xT window 10 sac
xxpactad xr 332 mn
usa ralative mr 6
mt Typa mase 70 mase
zetantion Time 322 mn

@3 3881513 304 counts

4 108008 ‘cp8

1m0 401 min

acqg Date 2/17/2012
acq 7ime
modified

no
proc Algorittm specify paraseters
uolse perceatage =0

mase sud 100 wmin
seak split z
=aport Largar w0

Min  Peak .

nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr -]

mt Typa vallar

=etention rime 2 l¥ nin
Area 1909084 404 counts
Raight 1 s8as00s cps
start Time 2 45 min
xnd Time 317 nin

o 11

o

1z

Intensity. cps

htensty, s

Sampie Name -1 084 AASS07 1-10 0511150000904 0055 NA F1 Day 6 Oh FL-1
Do

4.0es-

2.5¢5:

2.0es-

Sample © '84°  Flie "AASS071-10-RUN-ODT:

1.0e5:

8.0e4:

6.004:

4.0e4-

2.0e4-

24 26 28 30 32 34 35 33 40 42

Sample Name -1 084 AASSQ71-10 0511150000104 0055 NAP1 Day 60N PL-1 1°  Gample 1D '84™ Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

Sampie Name +1 083 AASS07 1-10 05111540000 104 0055 NIA 1 DIy 6O PL-1 T Sampie ID "84° ¥ ie "AASS07 1-10-RUN-COT-V.
Peak Name Mass(es)

sampla ndex
=

concentration ng/mu 4pes e
calculated conc
acg pate 3/17/2013
acy Time 307 47 A%
modificd L -]
Proc  Algorithm Specify Parametars Mg IIT
solsa rercentage ()
Base sub window 1 o0 ain
eak split pactor 2
meport Largest paak  ma
win pe3k ueight 2000 00
Win besk wiaih G0 mes e
sacothing width 3 potints 3
nT window e o0 sac
cted xT 3122 mn f 20e
Usa melative nr
mt Typa B3se To nase
matention Tima 222 min 1504
3 349779 0% counts
watgnt 3 2004004
Start rTima 2 oo aln
amd Tine 16 min 1084
50000,

24 25 28

3032 34 38

38 40 42

‘Sampie Name -1 083 AASS07 1-10 0511150000104 D055 N/A 1 DIy 6 O PL-1 T Sampie ID "83° Fle "AASS07 1-10-RUN-GOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”
Annctation =

Comment “none”
sampla ndex [

unknown 284
concentration 100 ng/mu
calculated conc ®/A 45e4.
3/17/2013
acy Time 30747 An
modif1ed %0 AL
Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e
B3mc cub  wini 100 mn 15e4.
»aak split vactor 2
maport Largest paak w0
min peak Weight 2000 00 Cps 2pes
min peak width ©oc mec
sacothing width 2 1ints
meotnizg - .
cted xT 284 min s
©sa malative mr wo i
mt Typ B3se TO Rase 2
matention Tima 204 min
330716 ¢4s  counts
Raight & cecince cpm 1504
start Time 257 min
=:nd Tima 327 mia
1004,
5000.0

20 22 24 26 28 30 32 34 35 38
Iime mn

20 22 24 26 28 30 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Annceation ™

sanpla 1ndex a5

sampla T known
coaceatration =/A
calculated coac 330 ng/nL
acq Date »/17/3002

acq Time 314 22 A%
modified

Froc ‘Alooritin: specily; sacamtary
moise percentage

mase sub window 300 min
peak split wactor 2

maport argest peak o

modified no
proc uganzm specuy Parazetars
NOlG percenta

mt vallg
satentlie vies z e
araa

Raight @ 34a:004 cpa
start Time 2 40 min
xnd Time 319 nin

Intensity. cps

Win  Peak weight 500 00 cps
win peak widfh ooo mac
smocthing width 3 points
xr nx.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt @asa 70 Gasa
=atention Time 222 min

@ €077924 113 counts
soight & 3704005 cpm
Ztatt Tine it

a rize 393 min

masa sud %0 ma
Paak spm 2

raport 13 %o

nin’ beak me coo o0 cpm
Win  peak width ooo sac
szocthing width 3 points
xr_ window w0 sac
xxpacted r 23 min

usa malative mr o

htensty, s

Sampie Name -1 085 AASS07 1 Dosn‘sducnoonmm\m Day GOnFL

6.0e5:

5.5e5.

5.0e5.

4.5e5.

4.0e5:

3.5e5

3.0e5:

2.5e5:

2.0e5:

1.5e5:

1.0e5:

5.0e4:

Sample © ‘85" Flie "AASS071-10-RUN-ODT:

Sampie Name -1 085 AAS307 1-10 0511154000004 1 0057 NVA P1 Day 0 On FL-1 17
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

8.0e4:
7.504:
7.0e4:
6.504:
6.0e4:
5.504:
5.0e4:
4.504.
4.0es:
3.5e4:
3.0e4:
2.504:
2.0es:
1.504.
1.004:
5000.0

24 26 28 30 32 34 35

Sample © ‘85" Flie "AASS071-10-RUN-D0T-V...

Sampie Name 1 085 AASS07 1-10 0511150000041 0057 N/A 1 DSy OORPL-1 T Sampie ID "85 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Peak Name
Comment "none”  Annotation
sampla Indax [
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/17/2012
acq Time 31422 An
modt 21ed

w0
Proc  algorithm specify parametars
B0

solsa rercentage
Base sud window 1
7aak split pactor 2

meport iargest paak  mo

ain

in sk Baight. 2000 0o cpe
°

min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa 8386 TO mase
matention Tima 322 min

a 324720 3¢¢  counts
waight 3 4204004
start rime 200 mia
amd Tima 3167 mia

Sampie Name 1 085 AASS07 1-10 05111580000041 0057
Peok Name "d3-rans-3-HydrowycolIS]”  Mass(es) “196.000/134 000 Da*

Comment “none”
sampla ndex s

umknown

concantration 100 ng/mu

calculated conc ®/A
2/17/2013

acq Time 31422 A

modi f1cd

®0
Proc algorithm spacif: 4 parametars  wg II

®Ois@ Parcanta

B3mc cub  wini iy min

»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min peak width ©oc mec

sacothing width 2 1ints

57 window w0 mee T
cted xr 284 min

Usa malative wr "o

w2 To zase

—
Raight 4 2604004
start rima 2 54
a=d Tima 2 20

min

o 11z

BB B Bgpramu bbb s

NAPIDayOORPL-1 - Sample ID 85" Fle "AAS307 1-10-RUN-DOT-V_

EEE g

8

20 22 24 26 28 10
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 085 AASS07 1 uosn‘sdumoolzmm\mnqsmn!
Peak Name “Cotinine” Massies)
Anncestion ™

Sample © ‘85" Flie "AAS9071-10-RUN-ODT:

sanpla 1ndex s
sanpla T known a
concentration u/a SR
calculatod cooc 204 ng/nz -
acq Date 2/17/2012
acq Time 320 50 Ax P
wodified
Proc Algorittm specify saramters  wQ I s
moise percentage .
mase sub window 300 min
Pak split wactor 2
zaport argest peak %o s
Wiz peak meight 500 0o cps
win poax widtn ooo mac o
smoothing width 3 potats -
xT window 100 sac
xxpacta 322 mn
ee matative & uo i 255
mt nasa 70 mase
xatention Time 322 min 20e5
a3 4740471 715 counts
saight 5 1424005 cpB
Ztatt Tine it 1.5e5:
d Time 399 mmn
1.0e5:
5.0es.

Peak Name
Comment "none”  Annotation
sampla Indax [
sampla onknown )
concantration 100  ng/mu 1s5es
calculated conc s/A
acg pate 2/17/2013 ded.
acq Time 320 53 An 2264
modt 21ed %0 30es
Proc  algorithm Spacify parametars mg IIr
moise Percentage [ 2804
Bage sub window 100 mn
»aak split pactor 2 Ze%;
meport iargest paak  mo 2404
min pek uaight 000 0o cpm
min peak widEh ©oe mec 224
smcothing width 3 points
n7 window 100 sec § 2o
mipected xT 322 mia 1504
Usa malative mr %
1504
mt Typa vallay
ratention Tima 221 min TAet
a 329113 938 counts 1204
waight 3 sosence cpa
start rime 302 mia 1.0e4.
amd Tima 3153 mia
80000
50000
4000
20000

24 26 28 30 32 34 35 33 40 a2

Sampie Name 1 086 AASS07 1-10 0511150000042 0057 NIA 1 DIy 6 O PL-1 T Sampie ID "85° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

3

24 25 28 30 32 34

35 38 40 42

“Sample Name -1 085 AASS071-10 0111540000042 0057 NJA P1 Day 6O PL-1 1° Sample D 86 Flie "AASS071-10-RUN-D0T-V... Sampie Name -1 086 AASS071-10 0111540000042 0057 NIA 1 D3y 6 R PL-1 - Sampie ID 85" F Ie "AASS071-10-RUN-GOT-V._..
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
none”  Annotation Comment “none” -~
I3 sampla ndax [
unknown 281 s3mpla Typa unknown 284
u/A concentration 100 ng/mu
32 2 ng/m calculated conc ®/A 4504,
acq Date 2/17/3012 3/17/2013
acq Time 3 20 38 AX 4.5es acq Tima 220 58 Am
modified uo modif1ed ) AL
proc uganzm spec“y Parazeters Mg IIr 4.0es. Proc Algorithm spacif y parametars  mg IIr
woise percesta moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn EE
Paak spm 2 250 »aak split vactor 2
maport 3 %o maport Largest paak w0
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps 2pes
Win  peak width ooo sac 204 min peak width ©oc mec
smocthing width 3 points 3 sacothing width potnta 3
xr_ window w0 sac d RT win 10 = 2504
xxpacted nv 2 8¢ min & 25es cted xr 284 min s
usa melative nr o 5 osa ralative nr wo
i 204
mt Type valla mt vallm
zatention Time 2 -! nin 20 matention Time 2 |¥ min
rea 561873 320 counts 3%642¢ 212 counts
maight 4 3504004 Cpm 1.504 waight 4 cocsnce cps 1504
start Tima 24 min start Time 257 min
xnd Tize 31 am =:nd Tima 313 mia
1004 1004,
5000.0: 5000.0
0ol oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Peak Name “Cotinine” Massies)
Anncestion ™

sampla 1ndex a7
sampla T unknown
conceatration H/A
calculated cooc 279 ng/az
acq Data 9/17/2012
acq Tima 327 33 ax
wodified
rroc Algoritim specify varamsters g iz
moise percentage
B3ase sub window 300 min
Peak split sactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo sac
szocthing width 3 potnts
xr -x:am 10 sac
xxpactad 332 mn
Tus malativa mr 6
mt vallay
zetantion Time 322 mn

@3 5536067 430 counts
soight = pigs00s cpm
Ztatt Tine it

d Time 3392 mn

ng/mw
acqg Date 2/37/3012

acq 7ime 337 33 Ax
modified

no
proc uganzm specuy Parameters mg iz
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z
=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00

xxpacted v 2 5 nin
usa malative nr o

mt Type valla
=etention rime 2 l¥ in
ra3 TEILIO 940 counts
maight 7 2084004 CpB
start Time 2 4 min
xnd Time 334 nin

Intensity. cps

htensty, s

Sampie Name -1 087 AASS07 1 Dos!nsdumwamm\m Day GOnFL

5.5e5:

5.0e5:

4.5e5:

4.0e5:

3.5e5:

3.0e5.

25e5

2.0e5:

1.5e5;

1.0e5.

5.0e4:

Sampie © '87-  Flie "AASS071-10-RUN-ODT:

Sampie Name +1 087 AASS07 1-10 05111540000043 0060 NiA 1 Dy O DR PL-1 T Sampie ID "87° ¥ ie "AASS07 1-10-RUN-COT-V.
Mass(es)

solsa rercentage
Base sud window 1
7aak split pactor 2

min vask maight

Sampie Name -1 087 AAS507 1-10 0511154000004 3 0050 NVA P1 Day 0 Oh FL-1 17
-3-Hydroxycobnine”  Mass(es) *133.000/134.000 Da"

7.004:

6.504:

6.0e4:

5.504:

5.0e4:

4504

4.0es.

3.5e4:

3.0e4:

2.504:

2.0e4.

1.504:

1.0es:

5000.0

24 26 28 30 32 34

20 22 24 26 28 30
Iime mn

Sample D ‘87 Flie "AASS071-10-RUN-D0TV...

35 33 40 a2

Comment “none”
sampla ndex o7

32 34 35 38

w0
Proc  algorithm specify parametars
B0

Peak Name
Comment "none”  Annotation
sampla Indax 87
sampla onknown
concantration 100  ng/mu
calculated conc s/A
acg pate 3/17/2013
acq Time 32731 an
modt 21ed

o0 min

meport iargest paak  mo

min peak widEh oc  mec
smcothing width 3 points
rT window 100 mac
ctod xT 322 mia

Usa malative mr
mt Typa B3se TO mase
matention Tima 32 min

a 347321 04s  counts
waight 3 sxeemce
start rime 300 mia
amd Tima 3167 mia

Sampie Name -1 087 AASS07 1-10 0511540000043 D060
Peak Name “d3-rans-3-HydromycoflS)” Mass(es) 156.000/134 000 Da”

unknown
concentration 100 ng/mu
calculated conc ®/A
3/17/2012

acy Time 327331 An
modif1ed )
Proc  algorithm spacif Iy jaramotars, mpizzs
moise rarcanta
B3mc cub  wini 100 mn
»aak split vactor 2
maport Largest paak w0
min peak Weight 2000 00 Cps
min peak width ©oc mec
sacothing width 1ints
57 window w0 mee T

cted xr 284 min
Usa malative wr "o
mt Typ vallay
matention Tima 286 min
rea 330247 341 counts
waight 4 7504004 Cps
start Time 252 min
=:nd Tima 316 mia

o 11z

24 25 28

30 32 34 38

38 40 42

NAPIDayOORPL-1 - Sample ID "87° Fle "AAS307 1-10-RUN-DOT-V_

TEEEY

i

1Des.

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 088 AAS307 1-10 0511150000044 ODS0 WA F1 Day GONFL-1 1° Gample O '88°  Flie "AAS9071-10-RUN-ODT:
Peak Name “Cotinine” Mass(es) *177.000/80.000 Da”

Comment none” Annceation ™

sampla 1ndex as
sampla T known 3
conceatration u/A 6.5e5:
calculated cooc 34 ng/az
acq Data 2/17/3002 6.0e5
acq Tima 334 o8 Ax
modified uo 5.5es:
proc Algorithm sSpecify Parameters  wQ III
moise percentag 1] 5.0e5
B3ase sub window 100 mn
Peak split sactor 2
zaport argest peak %o 45e5
Win Peak keight 500 o0 cpa
Min  peak widtn o oo sec 4.0es:
szocthing width 3 potnts 8
xT window 10 sac 3.5e5.
xxpactad xr 332 mn
usa ralative mr 6
3.0e5
mt mase 70 mase
zetantion Time 3 nin 25es:
@3 €282172 292 counts
soight © seaicos con 2.0e5.
start Time 29 min
d Time 33 mmn .
1.0e5
5.0e¢

24 26 28 30 32 34 35 33 40 42

‘Sample Name ~1 088 AASSQ71-10 05111540000044 0050 NA P1 Day 60N PL-1 1°  Gample D '88° Flie "AASSO71-10-RUN-O0T-V.
-3-Hydroxycobnine”  Mass(es) *193.000/134.000 Da"

280
ng/aL 5.00¢
acq Date 2/17/3012
acq Time 334 o Ax
4504
modified uo
Proc Algorithm specify Parameters  mQ IIr
uolse perceatage s0 4.004.
masa sud 100 ma
Paak split 2
raport Large: %o 350
win peak & coo o0 cpm
Win  peak width ooo sac
sSmocthing width 3 potnts g 3%
xr_ window w0 sac d
xxpacted 28 min z
usa melative nr o 5 2504
mt valla
atantion rim Zet am 2.0e4:
rea 592340 370 counts
maight 5 16a:004 Cpm
start Tima 24¢ min 154
xnd Tize 316 am
1.0e¢:
5000.0:
0ol

20 22 24 26 28 30 32 34 35 38
Iime mn

Feak Name Mazs(es)
Comment "none”  Annotation

sawple index s

sample orknown

concantration 100  ng/mu

calculated conc s/A

acg pate 2/17/2013

acq Time 3 34 08 An

modi f1ed

%0
Proc  algorithm Spacify parametars mg IIr
moisa Parcantage B0

Bage sub window 100 mn

»aak split pactor 2

meport iargest paak  mo

min pok uaight

min peak wid oe  mec
sacothing width 3 points
rT window 0 mec

cted xr 3222 min
©sa malative ry )

mt Type valiay
matention Time a2 ain

a 317215 42¢ counts
waight 3 3804004
EL:?’I’. Tima 2 02 :E
and Tima 3162 ma

‘Sampie Name 1088 AASS071-10 05111

Comment “none”
sampla ndex [

umknown

concantration 100 ng/mu

calculated conc ®/A
3/17/2013

acq Time 334 08 An

modif1ed )

Proc Algorithm Spacify paramatars mg IIr
moise rarcanta e

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

min peak Weight 2000 00 Cps

min pe3k width ooe mec

sncothing width 3 ints

57 window w0 mee T
ctod xr 284 min

©sa melative v o

mt Typ B3se TO Rase
matention Tima 2 o5
ccas? 235 counts

Raight 4 1304004 cps
start rima 2 5 ain
a=d Tima 2 20 min

hensly, s

AARAAAAN:

PEid

gage

Sampie Name -1 088 AASS07 1-10 0511150000044 0060 NIA 1 DIy 6 O PL-1 T Sampie ID "85° ¥ ie "AASS07 1-10-RUN-COT-V.

24 25 28 30 32 34 35 38 40 42

540000044 0060 N/A P1 Day 5 DR PL-1 * Sampie ID 88" F le "AASS07 1-10-RUN-DOT-V_.
Peok Name "d3-rans-3-HydrowycollS]”  Mass(es) “196.000/134 000 Da”
Annotation =

20 22 24 26 28 130 32 34 36 38
Iime oo
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 083 AASS07 1 uosn‘sdumoo-smmkmnunmn!
Peak Name “Cotinine” Massies)
Annceation ™

Sample © '83°  Flie "AASS071-10-RUN-ODT:

Sampie Name -1 089 AASS07 1-10 0511150000045 0062 NIA 1 DIy O DR PL-1 T Sampie ID "8 F ie "AASS07 1-10-RUN-COT-V.
Mass(es)

Comment “none” Comment "none”  Annotation
sampla 1ndex as sampla Indax 3
sampla Type unknown sampla onknown 3
conceatration u/A concantration 100  ng/mu
calculated cooc 08 ng/nL 2.6e5 calculated conc ®/A 15es
acq Data 2/17/2002 acg pate 3/17/2012
g Time 340 44 A% e acq Time 340 44 An 3ded.
3205
wodified uo modt 21ed %0 S
proc Algorithm specuy Paramcters mQ IIr 3.0e5: Proc  Algorithm Spacify parametars Mg IIT 304
moise percemtage S soise Parcantaga ()
mase sub window 300 min mase sub window 100 min 2804
Peak split sactor 2 256e5: »aak split pactor 2 2604,
roport argest pesk O meport iargest paak  mo
win Peak meight 500 o cpa 245 in sk Baight. 2000 0o cpe 24ed
win poak width ooo sac 2205, min peak widEh ©oe mec
szocthing width 3 potnts 8 smcothing width 3 points 3 2208,
Exvindcn 10 sac 2.0e5 rT window 100 mac 2004
xxpactad 332 mn ctod xT 322 mia
Tus malativa mr uo 1.8es- Use malative mv 1204
mt Typa Rasa o mase fen mE Type B3se TO mase Aking-
zetantion Time 322 mn 1.4e5- matention Tima 321 min 1404
@3 3570434 073  counts araa 334732 242 counts
saight 3 733008 cpm 1205 maight 3 ccesnoe 1204
start Time 1.0e5 start rime 208 min I
d Time 401 mm amd Tima 316 mia
8.00¢ sm00.0
.00 s00.0
4064 4000
277
2004 20000
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
“Sample Name -1 089 AASS071-10 0111540000045 0052 N/A P1 Day 0ORFL-1 1° Sample D 83  Flie "AASS071-10-RUN-D0T-V... “Sampie Name +1 025 AASS071-10 0111540000045 0062 NIA P1 Dy D OR PL-1 - Sampie ID 85" le "AASS071-10-RUN-GOT-V._..
-3-Hydroxycotrine”  Mass(es) *193.000/134.000 Da" Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment “none” -~
sampla ndax 3
284 &pla Type omknawn 284
concentration 100 ng/mu
ng/nw calculated conc ®/A
acq Date 2/27/2012 1.10e5 acy pate 3/17/2013 o
acq Time 340 4 A% acy Time 340 44 An
modified uo ey modif1ed )
proc ug:nm: specuy Parameters mg iz Proc  algorithm spacif by pecasskars) oz 1ses
woise percesta 9.00e¢- moise rarcanta
masa sud %0 ma B3mc cub  wini 100 mn
Paak spm 2 »aak split vactor 2
zaport La %o 8.00e4 meport Largest paak  mwo ARk,
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
Win  peak width ooo sac 7.00e¢- min peak width ©oc mec
Smoocthing width 3 points sacothing width points B 25
xr_ window w0 sac d RT win 10 =
xxpacted mr 28 min & 6.00es- =xpected xr 2 84 min &
usa malative mr o Usa malative wr 5o
20es:
5.00e¢-
mt Type valla mt vallm
zatention Time 2 .’.' nin matention Time 2 |¥ min
rea 1129524 233 counts 4,004 araa 330882 014 counts 1504
maight 1 1804005 cpm waight 4 J0een04  cps
start Tima 246 min start Time 258 min
=nd Tize 31 am 3.00e4 =0d Time 315 min 1804,
2.00e¢-
50000
1.00e4
o.00 oo
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 3iD 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sample © 90" Flie "AASS071-10-RUN-ODT:

Sampie Name -1 090 AASS07 1-10 0511150000046 0052 NA F1 Daty 6 Oh FL-1 Sampie Name 1 050 AASS07 1-10 0511150000045 0062 NIA 1 DIy 6 DN PL-1 T Sampie ID "S0° ¥ le “AASS07 1-10-RUN-COT-V.
D"

Peak Name “Cotinine” Mass(es) *177.000/80. Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation
sampla 1ndex 20 sampla Indax 20
sampla T unknown sample Typa onknown 1
conceatration H/A concantration 100 ng/mu
calculated cooc  © 732 ng/mn calculated conc B/A
acq Data »/17/2002 acg pate 3/17/2012 ADes-
acq Tima 347 13 ax acq Time 34713 An
wodified modt 21ed %0
proc Algorithm sSpecify Parameters  wQ III Proc  algorithm Spacify parametars mg IIr 1ses
moise percemtage 50 soise Parcantaga ()
B3ase sub window 100 mn Bage sub window 100 mn
Peak split sactor 2 »aak split pactor 2 e
roport argest pesk O meport Largest paak  ma
nia peik aaignt 500 o0 cpa min pek uaight 000 0o cpm
win  poak widi ooo sac min peak widEh ©oe mec
szocthing width 3 potnts sacothing width 3 points g 25
xT window 10 sac rT window 100 mac
xxpactad xr 3122 min =xpected xr 3122 mn f
usa ralative mr 6 Usa malative mr %
mt mase 70 mase mt Typa 8386 TO mase
zotantion Time 321 min matention Tima 321 min
@3 27097 833 counts a 382328 €04 counts 1504
Raight 3 3390003 cpm waight 4 2704004
start Time o3 min start rime 300 mia
d Time 343 mn amd Tima 37 mia s
5000.0
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42
Gample Name -1 090 AAS9071-10 051 11540000046 0052 NVA P1 Day 60N FL-1 1° Sampie 1D 'S0 Flie "AASS071-10-RUN-O01-V... | ] Sampie Name -1 020 AASSG7 1-10 0511154000045 0062 N/A P1 DSy 6 ORPL-1 T Sampie ID S0 £ le "AASS07 -IC-RUN-DOT-V_.
Peak Name “Tranz-3-Hydroxycotnine”  Mass(es) *193.000/134.000 Da® Peok Name “d3-rans-3-HydrowycollS]”  Mass(es) *196.000/134 000 Da”
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex 20 sampla ndax 30
sampla Type unknown 280 1a 7ypa umknown 288
concentration u/A 3400 concentration 100 ng/mu SN
calculated cooc  © B3 ng/nw calculated conc ®/A
acq Date 2/17/2012 3200- 3/17/2012
acq Time 347 19 A e acy Time 24713 An
modified uo oo modif1ed )
Proc Algorithm specify Parameters  mQ IIr Proc Algorithm Spacify paramatars mg IIr
woise percontage =0 2600 moise rarcanta e Ak
Basa Sud  win 100 ma B3mc cub  wini 100 mn
seak split pactor 2 2400 »aak split vactor 2
zaport Large x  wo maport Largest Paak w0 2584
win peak & coo o0 cpm 2200. min peak Weight 2000 00 Cps
Win  peak width ooo sac min peak width ©oc mec -
sSmocthing width 3 potnts Wy sncothing width 3 points 3
xr_ window w0 sac Y e rT window 30 sac 4
xxpacted nv 2 8¢ min z cted xr 284 min Z ..
usa melative nr o ; 1600. osa ralative nr wo i
mt mase 70 masa mt B3se TO Rase
satantion rim 280 mmn — ratention Time 285 min 2804,
raa 322¢3 845 counts 1200 4463€1 100  counts
maight 3 1004001 cpm waight 5 0ceencs Cpm
Start i 235 min 1000 Stat vl 285 min Ase4
xnd Tize 301 mm =:nd Tima 327 mia
800
1004,
600 204 231 54 148 338 oo
- sm0.0
200
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 3D 32 34 36 18
Ime mp DIme min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Sampie Name -1 031 AASS071-10 GC C 2
Peak Name “Cotinine” Mass(es) *177.000/80.
Anncestion ™

Sampie ID 91" Fie "AAS9071-10-RUN-D01-VO 1w
Do

sampla 1ndex n
sampla Type Qc 1
conceatration 75 0 og/mu
calculated cooc 76 1 ng/mn Ve
acq Data 9/17/3012 =
acq Tima 3353 54 A% s
wodified 1.3e5
rroc Algoritim specify varamsters g iz
moise percentage 1305
B3ase sub window 300 min
Peak split sactor 2 1.5
maport argest peak o
Win Peak keight 500 o0 cpa 1.0e5.
win poak width ooo sac
szocthing width 3 potnts B o0
Exvindcn 10 sac
xxpactad 332 mn 8.00¢
Tus malativa mr 6
7.4
mt vallay
zotantion Time 321 mn 6.00¢
@3 1431227 816 counts
soight 1 sageons cpm 5.00¢
start Time 297
d Time 373 min 4.0
3004
2004
1.00¢

Sampie Name +1 051 AASS071-I0QC C2 1-_ Sampie ID 510 Flle "AASSO7 -10RUN-DO VD1 wir
Mass(es)

Peak Name
Comment "none”  Annotation =
sampla Indax 2
= o 3
concantration 100  ng/mu
calculated conc s/A
acg pate 3/17/2012
acq Time 353 54 An 1ses
modt 21ed %0
Proc Algorittn specify paramstars g Iir
soise Parcantaga 3064
Bage sub window 100 mn

»aak split pactor 2
moport Largest peax  mo

min pek uaight 000 0o cpm 2584

min peak widEh ©oe mec

smcothing width 3 points 3

rT window 100 mac

=xpectod xr 3122 mn f 20e4

Usa malative mr %

mt Type vallm

natention Tima 2 z! ain 1584
a 334475 705 counts

waight 3 7704004

Gtaft Tize 3or mia

and Time a5 mia et

5000

Sample Name ~1031 AASSQ71-10GC C21° Sampie D "S1°  Fle "AASS071-10-RUN-D01-VO 1w
Peak Name “Trans-3-Hydraxycobnine”  Mazs(es) *193.000/134.000 Da”

»n
o 283
75 0 ng/mu 1.4e5
74 2 ng/m
acq Date 2/17/2012 1.3e5.
acq Time 353 24 A
1205
modified uo
proc ug:nm: spec“y Parameters mg Iz 1165
woise percesta
masa sud %0 ma
paak spm 2 1.0es:
raport 13 %o
nin rnx u Goo oo cpm 3.0e4
Win  peak width ooo sac
smoothing width 3 points B eoes
xr_ window w0 sac d
xxpacted nr 28 min Z  7.0es
usa melative nr o 5
mt valley et
atantion rim =3 am
rea \izanae 544 coumts et
maight 1 4caso0s cpm
start Tima 246 min 4004
xnd Tize 332 am
204
2004
1.0es-

24 26 28 30 32 34 35 33 40 a2

34

Sampie Name +1 051 AASS071-10GC C 2 1° Sample 1D "S1°_ Flle "AASS07 +-10-RUN-D0T-VOT Wi
Peak Name *d3-ranz-3-HydroxycollST” Mazs(es) “156.000/134 000 Da”
Comment “none”

sampla ndax n

ac 28¢
concentration 100  ng/mu Pt

calculated conc ®/A

3/17/2013

acy Time 353 54 An ADes.

modif1ed ®

Proc  algorithm spacif by pecasskars) oz

®O18@ Parcenta 1Sed.

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0 10es

min peak Weight 2000 00 Cps

min peak width ©oc mec

sacothing width 1ints

X7 window 20 sech 8 2ses

cted xT 284 min &

Usa malative wr "o

20es:
mt Typ vallay

matention Tima 206 min

377838 428 counts 1504
waight 4 4304004 Cpm

start Time 257 min

=:nd Tima 312 mia

1004
s000.0

20 22 24 26 28
Iime

30 32 34 35 38
mn

35 38 40 42

20 22 24 26 28 10
Iime oo

32 34 36 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-1

0

sanpla 1ndex 22
sampla T slank
coaceatration o oo
calculated conc /2
acq Date 2/17/2012
acq Time 4 00 30 ax
modified o

Sampie Name -1 052 AASS07 1-10.
Peak Name “Tranz-:
Comment

mone”  Anmotation ™
sampla 1ndex 22

la Type mlank
conceatration o oo
calculated cooc u/A
acq Dat 2/17/3012
acq Time 4 00 30 A
modified L -

Sampie Name -1 032 AASS07 1-10 CONTROL_BLANK 17

L)

SampieID "5 Fle "AAS307 1-10-RUN-D01-VD1 wiT

24 26 28 30 32 34 3§

CONTROL_BLANK 1°_Sampie ID "S2°  Fle "AAS307 1-10-RUN-001-VD1 wiT
Mazz(es) *193.000/134.000 Da"

htensty, ps.

Sampie Name '|u§zmv|umw T Gompie ID 92 Fle "AASS071-10-RUN-OOT-VO1 Wi

Peak Name
Comment one- Annatatin =
sampla ndex 22
la Type slank
concentration 100 ng/mu 1400
calculated conc B/A
acqg pate 3/17/2012 —
aAcg Time 4 00 30 AM
modified L [ e
1100
1000
500
§ o
f 700
00
500
L.
]
2m
100
38 40 42 24 25 28 30 32 3a

CONTROL_BLANK 1~ Sampie ID 52° F le "AASS071-10-RUN-001-VD
IS;"  Mass(es) “196.000/134 000 Da*

Comment “none”
sampla ndex 92

20 22 24 26 28 30 12
Ime mp

1a nlank
concantration 100 ng/mu
calculated conc ®/A
3/17/2013 1000
acq Time 4 00 30 An
modt f1cd ®0 900
8m.
7m0
500
&
i sm.
400
30
200
100
34 35 38 20 22 24 26 28 30

Time min

Page 187 - Confidential



Philip Morris Products S.A.

ZRHR-REXC-03-EU

‘ PMI RESEARCH & DEVELOPMENT

Clinical Study Report Appendix 16.1.9

Version 2.0 / 08 March 2016

Confidential

Page 189 of 192

Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)

Celerion Study AA99071-10

Sample Name ~1 033 AASSO7 1
Peak Name “Cotinine” Massies)
Annceation ™

77.000/80.

sanpla index 2
sanpla Type Qc
conceatration o oo  ng/mL
calculated cooc 104 ng/aL
acq Date 2/17/2012
acq Time 4 07 06 Ax
modified
Froc ‘Alooritin: specily; sacamtary
moise percentage
mase sub window 300 min
peak split wactor 2
maport argest peak o
Win  Peak weight 500 00 cps
win poak width ooo mac
smocthing width 3 points
xr -x.:am 100  mec
xxpactad 322 min
Tus malativa mr uo
mt mase 70 mase
=atention Time 322 min

@ 2621803 381 counts
soight 2 pigeo0s cpm
Ztatt Tine it

a rize 400 min

Sampie Name -1 033 AASS07 1-10

)
ac
o 00  ng/mr
10¢ ng/mw
acq Date 9/17/2012
acq Time 4 o7 o6 Ax
modified

no
proc uganzm specuy Parazetars
NOlG percenta

mase sud ) 54: =min
PR3k :pllt. z

=aport Ll o

nin rnx u Goo oo cpm
nin  paak width o co sac
szocthing width 3 potats
xT window 00 Bax
xxpacted v 2 5 nin
usa malative nr o

mt Type valla

=etention rime 2 BZ nin
Area 2109055 €51 counts
maight 2 34as005 cpm
start Time 2 s0 min
xnd Time 34 nin

o 11

o

0 ENDEXTSYSHI 1 1
-5

1z

Sampe ID 93 Fle "AADS071-10-RUN-COT-VO LW

2.8e5:

256e5:

2.205.

2.0e5-

1.8e5

1.6e5:

1.0e5:

8.0e4:

6.0e4.

4.0es-

2.0e4:

24 26 28 30 32 34 35 33 40 42

ENDEXTSYSHI1 1°_Sampe ID 53° Fie "AASS07 1-10-RUN-OO1-VO 1. Wi
obrine”  Masaies) -|91mimw

2.0e5:

1.8e5.

1.5e5:

htensty, s

1.0e5:

8.0e4:

6.0e4.

4.0e4-

2004

Sampie Name -1 033 AASS071-10 ENI

Comment “none”
sampla ndex —_—

@
concantration 100 ng/mu
calculated conc ®/A

3/17/2013
acq Time 4 07 06 An
modi f1ad

)
Proc  algorithm spacif Iy jaramotars, mpizzs
moise rarcanta

B3mc cub  wini 100 mn

»aak split vactor 2

maport Largest paak w0

win peak Weight

min peak width © oo sec
sacothing width ints
57 window w0 mee T

ctod xr 28 mn
osa malative v "

: vallay

motention Time 2 o ain
reaa 4€1032 €34 counts
Raight 5 1904004 CpB
start rima 2 s8 ain
a=d Tima 2 22 min

20 22 24 26 28
Iime

30 32 34 35 38
mn

Sampie Name 1 053 AASS071-10 ENDEXTEYSHI 117 Gampie D 53 FIle "AAGS071-10-RUN-GOT-VOT Wi
Feak Name Mozies)
Comment "one”  Annotation =
sazple Index 2
s @< 3.
concentration 100 ng/mL
calculated conc  W/A
acq pate 2/17/2013 4504,
acqg Time 4 07 06 An
modificd L -] 4Ded.
Proc Algorittn specify paramstars g Iir
wolse rercentage
B3se cub window 100 ain 35m4.
7eak split sactor 2
meport iargest paak  mo
win pe3k ueight 2000 00
Win besk wiaih G0 mes ame
sacothing width 3 points 3
nT window e o0 sac
ctod xT 322 min f 2508,
Usa melative nr »o
mt Type vallay 20e4:
matention Tima 2 22 ain
3 442751 420 counts
waight 4 e304004 1504
ELIgt Tima 2 99 :E
ama Tim 317 mn
1.0e4.
50000

24 25 28

3032 34 38

53 Flle "AASS071-10-RUN-D01-VO1 W

DEXTSYSHI 1 1° D
Peak Name w-—mlsr Mass(es) “196.000/134 000 Da”

EAREEERER

38 40 42

20 22 24 26 28 30 32 34
Iime oo

35 38
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Gample Name -1 034 AASS071-10 ENDEXTSYEHIZ 1° Sampe ID 54 Fle "AASS07 1-10-RUN-CO1-VD 1w Sampie Name +1 03¢ AASS071-10 ENDEXTSYSHI 2 1~ Sampie D 94 Flle "AASS071-10-RUN-00T-VO 1w
Peak Name “Cotinine® Mass(es) *177.000/80.000 Ds” Peak Name Mazs(es)
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex N sampla Indax 2
sampla Type Qc =3 o 3.
conceatration o oo  ng/mL concantration 100  ng/mu 4504
calculated cooc 102 ag/nL Tk calculated conc B/A
acq Data 2/17/2002 acg pate 3/17/2012
acq Tima 413 41 A% acq Time 413 41 A 40e4
2.2e5:
wodified modt 21ed %0
rroc Algoritim specify varamters 1z Proc  algorithm cify paramatars 1z
moise N?gmr.:gn 3 G e soisa Ngcunr.:lga o = 354
B3ase sub window 300 min Bage sub window 100 mn
Peak split wactor 2 1.8e5 a3k split wactor 2
roport argest pesk O meport iargest paak  mo 30es
Win Peak keight 500 o0 cpa 1.5e5- min pek uaight 000 0o cpm
win poak width ooo sac min peak widEh ©oe mec
szocthing width 3 ints smcothing width 3 ints
xr -x:sa; e i B raes =7 wingow Sy e § 25
xxpactad 3122 min f =xpected xr 3122 mn f
Tus malativa mr 6 1205 Usa malative mr %
20e4:
mt Typa mase 70 mase . mt Typa vallay
zotantion Time 322 mn . matention Tima 322 min
@3 2327753 427 counts a 399213 oxo  counts 1504
soight 2 seqeous cpn £.00¢ waight 4 4ngence cpa
start Time n start rime 297 mia
d Time 39 min 6.004 amd Tima 3167 mia
1 1004,
400
5000
2.0e4:
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|

Sampie Name -1 034 AASS07 1-10 ENDEXTSYSHIZ 1°_Sampee ID 54" Fie "AADS071-10-RUN-OD 1-VO 1w Sampie Name -1 033 AASS071-10 ENDEXTSYSHI 21 Sampie D

& Flle "AASS071-10-RUN-001-VD 1w
3-Hydroxycotnine”  Mazs(es) '|9mmumu¢ Feok Name 'ammlsr Mass(es) “196.000/134 00O Do”
mone”  Anmotation ™ Comment “none”
24 sampla ndax o
oc 285 ac 285
o oo ng/mL concantration 1 oo ng/mn
104 ng/mw 2.0e5 calculated conc ®/A 4ses.
acq Date 2/17/2012 2/17/2012
acq Time 413 41 Ax acq Time 4 1 Am
1.8e5- 4Ded-
modified L modified 0
proc ug:nm: specuy Parazeters Mg IIr Proc Algorithm spacif y parametars  mg IIr
woise percesta 1.5e5- moise rarcanta
Base sud o0 win B3me Sub  wWini o0 min 3sed:
Paak :pllt 2 »aak split vactor 2
raport L3 o 1.4e5: meport rargest peak w0
nin rnx u coo o0 cps min peak Helight 2000 0c  cps 3Des.
nin  paak width o co sac min peak width © oo sec
sSzoothing width 3 points B 12e5 smcothing width 3 points 3
T window w0 mac A T wine 0 sac  2s5e4
xxpacted mr 28 min F =xpected xr 284 min &
usa melative nr o 5 1.0e5: ©sa melative v "o i
me mype vallay sa80 70 nuse 2
=etention rime 2 85 nin 8.0e4- motention Time 2 ain
Area 1054378 T4 counts 410931 )Ll counts
maight 2 osaso0s cpm waight 4 cegence cpm 1504
start Tima 240 min 6.0e4: start Tima 2354 min
xnd Time 329 nin a=d Tima a2 min
55 1004
2004 5000.0
20 22 24 26 28 30 32 34 36 38 20 22 24 26 28 30 32 34 36 18
Jime o Iime min
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

Gample Name -1 035 AASS07 1-I0RECON 1°_ Sampie 1D 57 Fie “AAS3071-10-RUN-001-VO 1 Wi ampie Name 1 055 AASS07 1-T0RECON 1~ _Sample ID 957 Flle "AASS07 +10-RUN-DOTVOT W e
Peak Name “Cotinine” Mass(es) *177.000/80.000 Da™ Peak Name Mazs(es)
Comment "none”  Anncttion Comment "one”  Annotation =
sampla 1ndox a5 sazple Index 95
sampla Type unknown sampla Type tnknown
concentration u/A 550 concantration 100 ng/mu 0.
calculatod cooc o Intarcapt calculated conc  W/A
acq Date 9/17/2012 acqg pate 2/17/2012 1300
acq Tima 420 16 ax 0. acq Time 420 16 AN
1200
modified o modified L
- 1100
200 1000
- 200
sm.
i 3
7m.
250 o
200 sm.
= e
3m.
00
2m.
s0. 10
24 25 28 20 32 34 36 38 40 42 24 25 28 30 32 34 3§ 38 40 42
TmelE Name ©1 095 AASS07 -0 RECON 1 Sampie ID 55 FIE "AASE01-10-RUN-GOT-VD1 wiT Sampie Name 1 035 AASS07 110 RECON - Gample 1D 957 Flle "AASS07 -10-RUN-0O V01w T
Peak Name “Trans-3-Hydroxycotrine”  Mass(es) *183.000/134.000 Da" Peak Name "d3-4rans-3HydrmouycollS]” Massies) “196.000/134 000 Da”
Comment "none”  Arnotation ™ Comment one”  Annotation =
sanpla rndex 3 sazple Index 95
sanpla Type unknown 1a Type tmknawn
concentratian /A s50 concantration 100 ng/mnL
calculited conc ®o mtarcapt calculated conc  B/A
acq oata 2/17/20 3/17/2012
acq Tima HEHET 00 acq Time 42016 An
modified L - modified o
450
400,
50
z z
i = :
<
200
3.
150
20
00
= 10
2o 22 24 26 28 38 32 34 35 38 20 22 24 26 28 30 32 34 35 38
Ime min Jime zin,
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Cotinine and frans-3’-Hydroxycotinine in Human Plasma (K,EDTA)
Celerion Study AA99071-10

‘Sample Name AASI07 1-10 EXTSYSLO W 56 File "AASS07 H10-RUN-D0 VD1
Pe.-nmw Mass(es) *177.000/80.

Sampie Name *1 0% AASSO71-10 EXTSYSLO 1° Sampie ID "35° Fle "AASS07 1-10-RUN-DD1-VD 1.
Name Mazz(es)

Peak
Comment "none”  Annctation ™ Comment "none”  Annotation =
sampla 1ndex ¢ sampla Indax 26
sampla T unknown sampla onknown B
conceatration /A concantration 100 ng/mu
calculated cooc o 433 ng/mn 3200 calculated conc B/A SDes
acq Data 2/17/2002 acg pate 3/17/2012
acq Tima 43¢ 31 A 2000- acq Time 426 51 An
45e4.
wodified 2800- modt 21ed w0
rroc Algoritim specify varamters 1z Proc  algorithm cify paramatars 1z
woine porcenta age 3 G 2600 soise NgcunL:ga o = 4Des-
B3ase sub window 300 min Bage sub window 100 mn
peak split sactor 2 200 »eak split pactor 2
roport argest pesk O 200 meport Largest paak  ma EE
nia peik aaignt 500 o0 cpa min pek uaight 000 0o cpm
win  poak widi ooo sac 2000 min peak widEh ©oe mec
szocthing width 3 potnts 8 sacothing width 3 points g 0
xT window 10 sac 1800 rT window 100 mac
xxpactad xr 332 mn mipected xT 322 mia
usa ralative mr 6 1600 Usa malative mr ® 254
mt masa 70 mase 1400. mt Type B38E TO BasA
zotantion Time 321 mn matention Tima 3n mn 204
a3 24782 063 counts A a 449236 314 counts
soight 2 9304001 cpm waight 5 0304004
Ztatt Tine it i Gtaft Tize 258 min 1504
d Time 34 mmn 800. amd Tima 37 mia
00 1004,
400
50000
200
24 26 28 30 32 34 35 38 40 42 24 25 28 30 32 34 35 38 40 42|
Sample Name -1 096 AAS9071-10 EXTSYSLO 1- Sampie ID 56 Flle "AASS07 H10-RUN-QOTVO1.w e Sampie Name +1 036 AASS071-10 EXTSYSLO 1° Sampie D 35" Fle "AASS07 1-10-RUN-0D1-VO 1w
Peak Name 'nr-n—mamm Mazz(es) *133.000/134.000 Da" Feok Name 'ammlar luuu:s) *136.000/134 000 Do”
Comment “none” Comment “none”
sampla 1ndex _—— sampla ndax S
sampla Type unknown 288 1a 7ypa umknown 284
concentration u/A concentration 100 ng/mu
calculated cooe  © a7 ng/nw 2800 calculated conc ®/A SDes
acq Date 9/17/2012 3/17/2013
acq Time 43¢ 51 An — acy Time 2
P
modified —" modif1ed
proc ug::mn specuy Parameters mg Iz Proc  algorithm =puc1’y Parametars  wg IIz
woise percesta moise rarcanta 4D
Base sSud wim o0 win 2200 B3me Sub  wWini o0 min
Paak :pllt vactor 2 »aak split vactor 2
zaport i3 X  wo 2000 meport rargest peak w0 35ed
nin’ beak me coo o0 cpm min peak Weight 2000 00 Cps
min  peak width oo  mac 1800 min peak width ° oo mec
smocthing width 3 points 3 sacothing width 2 potnta § 0=
xr_ window w0 sac ¥ 1600 rT window 30 sac
xxpacted nr 25 mn z cted xr 284 min &
usa melative nr o ; 1400- osa ralative nr wo 254
mt Type 1200 mt Base 1o nase
zatantion matention Tima nin 204!
araa 1000 asoeis o3 comnts
maight waight 5 2004004 CpB
start Tima 200 start Time 257 min 1.5e4.
xnd Tize =:nd Tima 330 mia
so0l 182 3
247 226 348 34 1.0e4.
400
51000
200
20 22 24 26 28 30 32 34 35 38 20 22 24 26 28 30 32 34 36 18
Ime mp DIme min
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