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Date
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1. Introduction
This report summarizes the activities conducted and findings produced during the ZRHM-REXA-08-US Lab
Reconciliation Project.

2. Rationale

In August 2014, the Celerion Laboratory in Lincoln, NE identified discrepancies between number of actual
samples received vs. number of samples expected to be received and discrepancies between actual
samples received vs the manifests provided for the samples shipped from Covance Dallas Clinical Site.

The activities that took place in order to reconcile and resolve the discrepancies and the outcome of the
reconclliation activities are outlined in paragraphs 3 and 4 below.

3. Reconciliation Activities.

Step 1: Reconciliation between Covance Project Management and
Celerion

Following the identification of the discrepancies from Celerion, Covance Project management team
worked with Celerion and Covance Dallas clinical site to resolve discrepancies such as:
- Samplesnot collected butincluded in electronic shipping manifests as having been shipped
- Samples collected but had no notification of shipment to the lab
- Samples collected and did have notification of shipment on the electronic shipping manifest but
not received by Celerion
- Resalution of other sample discrepancies identified by Celerion

Celerion reported the discrepancies between the manifests received and the samples actually received,
as well as discrepancies in the number of expected versus received samples (e.g. more samples for a
subject or time pointthan expected) to Covance Project Management who then worked with the clinical
sites to reconcile the issues. Email and an Excel spreadsheet were used to track responses. This was the
first reconciliation step to take place and discrepancies were resolved when possible.

Step 2: Reconciliation at Dallas Clinical Site by Covance CRAs

As step 1 was not sufficient to ensure full issue resolution, further investigation was deemed necessary.
An Investigational Plan (attachment 9, appendix A) was put in place to detail further activities to be
performed at Dallas Clinical site and Celerion Lab.

At Dallas Covance Clinical Site — Covance CRAs (Ann Hintz, Natasha Cropper, Amy Rainey, Fenitta ‘Faye”
Gardner and Patrick Obobo) traveled to the Covance Dallas Clinic and compared the data in output files
from Celerion against source documents, according to Investigation Plan paragraph A.1 (Attachment 9
found in appendix A) Approximately 200 hours were spent comparing the output files from Celerion
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against source documents at Dallas. The source documents used for the verification were processing logs
and collection logs. Requisition forms are not a primary source as they are completed using collection
logs. Shipping manifests were found to have errant information such as the wrong collection date listed
fora sample and therefore were not used as a reliable source for the reconciliation. The outcome of the
reconciliation process at Dallas Site is shown at the “Outcome of Reconciliation” paragraph below under
attachments S, 6, 7 and 8, where number of samples collected at site versus received at Celerion are noted
and also samples with issues that require further investigation

Step 3. Reconciliation between Covance Data Management and Celerion

Following receipt of data transfers from Celerion to Covance Data Management (DM), Covance
data management ran a reconciliation program that compared the data in the clinical database such as
subject id, visit day and collection date, to what was reported in the Celerion files. Discrepancies were
raised by Covance DM and addressed by Celerion when possible. Any discrepancies that could not
be resolved were communicated to the CRAs for further manual sample check.

The activities of this step are also outlined in the Investigational Plan.

Step 4a: At Celerion Lincoln

For samples that were identified and categorized through steps 1 to 3 as requiring further investigation a
manual check of the sample label of the sample being present at Celerion Lab was performed. The
Investigational Plan also describes the activities to be performed at this step in more details.

Covance CRAs Amy Rainey and Ann Hintz traveled to the Celerion laboratory located in Lincoln, NE and
were on-site March 3¢ — 5™, During this time they reviewed sample labels for 94 urine and 43
plasma/bloed samples identified during steps 1, 2, and 3.

In addition to reviewing these sample labels, they also reviewed sample labels for 337 randomly selected
samples from both Daytona Beach and Dallas as described in section B of the investigational plan.
Although no discrepancies had been noted for the Daytona Beach Site samples, Daytona Beach samples
were also randomly selected to be verified as an additional check to ensure validity of samples across both
sites participating in the study.

Step 4b: At Celerion Zurich

It was determined that 87 of the 337 randomly selected samples were located at Celerion’s Zurich
laboratory and it was agreed that the Bio-analytical Principal Investigator at Celerion Zurich laboratory
would review the labels for these samples and provide required supportive documentation. The
Investigational Plan (Attachment 9 found in appendix A) also describes the activities to be performed at
this step.
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4. Outcome of the Reconciliation

Outcome of Step 1:

A number of missing samples were identified in Covance Dallas clinical site and shipped to Celerion with
final shipment from clinical site to Celerion on 01 October 2015. Discrepancies were resolved when
possible via email and phone communication between Covance Project management, site and Celerion
and excel worksheets were used to track resolution of issues.

Outcome of Steps 2, 3 and 4:

The comparison of the output files from Celerion with site source documents is provided in the
attachments below. The attachments show: number of samples collected versus received at Celerion,
samples expected to be collected and not collected from the sites when applicable, discrepancies that are
categorized per issue Type according to the Investigational plan and resolution of the discrepancies.

At the time of the finalization of the Investigational Plan, it was believed that one reconciliation
spreadsheet per analyte (18 in total for blood and urine) could be prepared to document the
reconciliation process; however, as the investigation progressed, it became clear that a single
reconciliation spreadsheet for the 24 hour urine samples would be more appropriate as samples were
collected and processes for different analytes and hence the information regarding collection of samples
was duplicating across the worksheets. Hence, instead 7 analytes were combined into 1 for urine samples
(1 worksheet), 1 worksheet was done for CYP2A6 plasma samples, 1 for CYP1A2 and 1 for
nicotine/cotinine samples. Therefore, attachment 5, 6, 7, and 8 comprise the findings of the reconciliation
rather than the initially indicated 18 spreadsheets.

Blood Samples:
Attachment 5 — CYP2A6 samples
CYP2A6 Plasma Recon, found in Appendix A, is the spreadsheet used by Covance CRAs to Identify
potential issues with CYP2A6 Plasma Samples.
* 462 sampleswere collected at the site
e 462 sampleswere received at Celerion
* 4/462 samples were sent to Celerion by mistake as they were corresponding to Screen Failed
subjects.
e 7 samples were not collected by error at the site
* 1/462 sample was required to be manually checked at Celerion Lab
e 1/462 sample was found to have an error on the processing log. This is listed as discrepancy type
6 inthe CYP2A6 Recon spreadsheet. Type 6 is not defined in the Investigational Plan and describes
an error at the processing log. The site will write a note to file to explain the error on the
processing log. Note to file and applicable attachment is listed as Attachment 11.

The sample that was identified requiring further manual verification at Celerion lab, was checked during

CRA visit at Celerion lab (Attachment 2 — Investigational Paperwork for Plasma Samples) and label match
was confirmed (subject 2023, Day 91). All discrepancies regarding CYP2A6 samples were addressed.
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Attachment 6 — CYP1A2 samples
CYP1A2 Plasma Recon, found in Appendix A, is the spreadsheet used by Covance CRAs to identify
potential issues with CYP1A2 Plasma Samples.
* 466 samples were collected at the site
e 464 samples were received at Celerion
* 6 samples were not collected at the site but were not expected to be collected as subjects did
not check in for the study visit.
e Thereisa discrepancy of 2 samples between samples collected and samples received: Day 0 for
2157 and Day O for 2257.
o Source for subject 2257 indicates that two samples were collected; however, only 1 was
received by Celerion. 1 sample for subject 2257 Day 0 is considered missing.
o Subject 2157 was a screen failure. 2 samples were collected and 1 was shipped to
Celerion. One sample was inadvertently shipped as it was not required to ship samples
for screen failure subjects. The discrepancy for 2157 was closed as the sample was not
expected to be rezeived at Celerion.
No CYP1A2 samples were required to be checked at Celerion as there was not discrepancy with subject
ID or visit day.

Attachment 7 — Nicotine Plasma szmples
Nicotine Plasma Recon, found in Appendix A, is the spreadsheet used by Covance CRAs to identify
potential issues with Nicotine Plasma Samples.

* 2699 samples were collecied at site

e 2698 samples were received at Celerion

e There is a discrepancy of 1 sample. The source for the Day 0 sample for subject 2140 indicates 2
samples were collected; however, only 1 was received. This was classified as error on the
processing log of the site.

* 16 samples were not collected at the site, 14 of which they were not expected to be collected as
subject did not check in for the study visit. 2 samples were not collected as required per protocol
according to the site source documents.

* 3 Type 6 discrepancies (processing log errors) were identified

e 13 type Sdiscrepancies (incorrect data other than collection date reported in Celerion’s file) were
identified.

e 6 Type 4 discrepancies were identified

The CRAs and Celerion manually confirmed label match for the discrepant samples (Attachment 2 —
Investigational Paperwork for Plasma Samples) when needed and verified the discrepancy. Corrections
were done according to discrepancy type. All discrepancies regarding the Nicotine Plasma samples were
addressed.

Urine Samples:

Attachment 8 — Urine samples

Urine Recon Summary, found in Appendix A, is the spreadsheet used by Covance CRAs toidentify potential
issues with urine samples (Description of Sample Issue Tab). The spreadsheet contains data from 7
different analytes (NNN-NNAL, 30HBaP, SPMA-SBMA, MHBMA, Aromatic Amines, CEMA,
HEMA), reported by Celerion.

711
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The file shows when protocol required samples were not reported by Celerion, clarifies which samples
were not collected and documents the need for protacol deviations in some cases.

* 238Type 4 discrepancies (all analytes included)

e 30 Type 5 discrepancies (zll analytes included)

* 8 Type 6discrepancies (allanalytes included)

The resolution per Type issue is provided in the Urine Recon Summary spreadsheet.
The samples that were reviewed by manual check at Celerion Labs are listed in Attachment 1 -
Investigational Paperwork for Urine Samples

For subjects/time points where some available urine samples had been collected, but other aliquots were
not collected or not received at Celerion as needed, it was decided to share available aliquots (when
possible) in order to complete the analysis for some groups for which aliquots were not received. A list of
the clinical samples that were shared between assays is included in the NTF provided by Celerion
(attachment 10).

The CRAs and Celerion manually confirmed label match for the discrepant samples (Attachment 1) when
needed and verified the discrepancy. Corrections were done according to discrepancy type. For the
samples identified in the Urine Recon Summary worksheet as received at Celerion but not collected at
site, further investigations were done by Covance CRAs and clinical site and it was confirmed that
sufficient clinical documentation existed to support sample collection.

M I checks of ples at Celerion Labs (Step 4a and 4b):
Any samples that were identified during the reconciliation process as requiring manual check of the
sample label at Celerion Lab were included on the worksheet Investigational Paperwork for Plasma
Samples (Attachment 2) for blood samples and on the Investigational Paperwork for Urine Samples
(attachment 1) for urine samples . The results of the manual check are shown below:

List of plasma/blood samples noted as discrepancies requiring manual check identified during steps 1, 2
and 3 (n =43, all Dallas)
* 39 samples physically verified as correctly labeled
« 3 samples confirmed as not received at Celerion (Day 2, COHb, subject 2298 / Day €0, COHb
subjects 2285 and 2299)
¢ 1sample confirmed to have been received frozen and therefore was not analyzed (Day 30, COHb,
subject 2274)

The Blood sample Verification list showing label match between Covance CRA and Celerion, signed by
both parties, is shown as attachment 2.

Please note that the initial list of samples provided to Celerion included samples that are not included on
the final issues and actions tab for the plasma nicotine. The lists provided for physical sample
reconciliation were prepared using the most conservative criteria so that we could be certain that all
samples with potential issues were examined (i.e. number of samples checked was greater than the
number of samples noted with issues on the previous worksheets including potential discrepancies from
steps 1 to 3) During further reviewof the samples both prior to and duringthe reconciliation, it was noted
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that some of those samples did not have notable issues/discrepancies or those issues/discrepancies were
duplicated in another area. The issues/discrepancies outlined on the nicotine plasma spreadsheet
represent the final results and findings of our reconciliation,

List of urine samples noted as discrepancies identified during steps 1, 2, and 3 (n = 94, all Dallas)

The investigational plan states that 88 samples will be checked at Celerion, however 94 samples were
checked. Six additional samples were identified as having potential errors after the investigational plan
had been finalized. From the 94 samples identified:
e 79 samples physically verified as correctly labeled
e 6 samples shipped to LabStat for Ames analysis and therefore were not present for verification.
All urine was used during analysis and containers were discarded. (Day 0 samples for subjects
2046, 2048, 2053, 2058, 2076, 2077)
* 1 sample confirmed as not received at Celerion (Day -1, Nic-Eq, subject 2230)
* 7 samples were duplicated on the listin error
e 1 sample removed, included in error (2299, Day0 no analyte specified)

The Urine sample Verification list showing label match between Covance CRA and Celerion, signed by both
parties, is shown as attachment 1.

As mentioned in Steps 4a and 4b In addition to reviewing the sample labels of samples identified from
steps 1-3, sample labels for 337 randomly selected samples from both Daytona Beach and Dallas Clinical
sites were manually checked as described in section B of the investigational plan. The results of this check
are shown below:

List of randomly selected samples at Celerion Lincoln (n = 254)
* 1 sample selected for Ames, not present for verification.
e 250 samples physically verified as correctly labeled (125 Daytona, 125 Dallas)
e 2 duplicate sample identified on the list in error
* 1 sample confirmed as not received for Subject 2291 Day 0.

The list of randomly selected samples showing label match between Covance CRA and Celerion, signed by
both parties, is shown as attachment 3 (254 Randomly Selected Samples Audited at Celerion Nebraska).
The Day 30 COHb sample for subject 2274 was located late in the afternoon on 05 Mar 15 and thus was
moved to a separate sheet of the attachment which is also included in attachment 3.

List of randomly selected samples located at Celerion Zurich (n = 87)

o 87 samples physically verified as correctly labeled.

Attached is the file confirming verffication of these samples by the Celerion Bioanalytical Principal
Investigator (attachment 4 - 87 Randomly Selected Samples Audited at Celerion Zurich)

Attachments 1-4 (located in Appendix A) show confirmation from both Covance and Celerion, that all
sample labels match. The investigational plan stated that an “X” would be used to indicate that the labels
matched, however YES/NO was used by both Covance and Celerion instead.

None of the issues identified required any updates to sample labels at Celerion. In addition, samples labels
and collection dates were veritied and confirmed.
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5. Conclusion

After the conclusion of the above listed reconciliation steps, all discrepancies were addressed, all the
samples checked had a label match between Celerion and Covance and all samples received at the
Celerion site had been confirmed by Covance CRAs as traceable based on site source documentation.

6. Additional Information

PMI QA and a third party auditor performed audits at Celerion Lab and the Dallas Clinical Site.
Celerion Labs has drafted a NTF to provide further explanations and details linked to this reconciliation
project. The NTF is attached (attachment 10)

Appendix A: Attachments.

Attachment 1 —Investigational Paperwork for Urine Samples

x

Investigation
Paperwork - Discrepa

Attachment 2 — Investigational Paperwork for Plasma Samples

REXA-08 Inv
Paperwork - Discrepa

Attachment 3 — 254 Randomly Selected Samples Audited at Celerion Nebraska
REXA-08 Inv
Paperwork Random s.

Attachment 4 - 87 Randomly Selected Samples Audited at Celerion Zurich

AA99598 Sample
verification pdf

10/11



BRI
INNE (S
QY | PMIRESEARGH & DEVELOPMENT

33
L TR
Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 14 of 77
Sample Reconciliation Report Final 05 NOV 2015 ZRHM-REXA-08-US

Attachment 5 — CYP2A6 Plasma Recon

ad
CYP2A6 Plasma
Recon.xlsx

Attachment 6 —CYP1A2 Plasma Recon

CYP1A2 Plasma
Recon.xlsx

Attachment 7 — Nicotine Plasma Recon

@nﬂ

Nicotine Plasma
Recon.xlsx

Attachment 8 —Urine Recon Summary

Urine Recon
Summary_final.xlsx

Attachment 9 - Investigational Plan

REXA-08
Investigational Plan fc

Attachement 10 — Celerion NTF
AASQ128 PMP NTF

27-0ct-2015 pdf

Attachment 11 - Processing Log error NTF an list of applicable samples

it
Processing errors REXA-08 NTFs
eNote 1219008.pdf Needed for Procssing
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Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit  |Assay Cov Cel C if Error Noted
2048 Day2 |30HBaP /N /N
@ 2077 Day2 |30OHBaP /N %/ N
2095 Day2 |3OHBaP / N )/ N
2115 Day 91 |30HBaP / N /N
2138 Day 60 |30HBaP X/ N ®/ N
2143 | Day 60 |30HBaP A/ N /N
2351 Day -1 |30HBaP Ty n @/ N
2138 Day 4 _|Aromatic Amines / N M/ N W G833~ 1 F 7RIS
2143 | Day 60 |Aromatic Amines ‘B n D/ N w3L2234 - 1L TAIS
2225 Day-1 |Aromatic Amines /0 W/ N
2230 Day -1 |Aromatic Amines /N N/ N
2232 Day -1 |Aromatic Amines /N @/ N
2274 Day 30 |Aromatic Amines '/ N ®/ N
2351 Day -1 |Aromatic Amines /N /N
2120 Day 1 |CEMA-HPMA-HBMA W/ n /N
2127 Day 0 |CEMA-HPMA-HBMA (VI @/ N
~ —Day-6— VAN [ Cokied &0 nerk sercadsh KEn 0C- Mo -dol5
2138 Day 60 |CEMA-HPMA-HBMA o/n O/ N L3/, 3239~ 14 THR\S
2143 Day 60 |CEMA-HPMA-HBMA /N O/ N
2274 | Day30 |CEMA-HPMA-HBMA &)/ ®/N
2076 Day3 [Creatinine W/ n [C]
2089 Day 2 |Creatinine /N D/ N
2113 Day3 |Creatinine &/ n /N
2138 | Day91 |Creatinine W/n O/ N 05115 i¢0002158 Doy N on oy (el (Spupd)
2274 Day 30 |Creatinine 0/ n @/ N N
2138 Day 60 |HEMA M/ N D/ N
2143 | Day60 |[HEMA /N W/ N
2274 Day 30 |HEMA (/n D/ N
2176 Day2 |HEMA /N D/ N
2197 Day4 |HEMA /N / N
2200 Day3 |HEMA /N /N
2251 Day 0 |[HEMA )/ N N
2073 Day 0 |[NNAL-NNN /N O/ N
2089 Day 0 [NNAL-NNN /N W/ N
2115 | Day91 |NNALNNN /N Wrn OF 114000555 2 Doy I\ in Civance Label
et cuex T210@ - Bl o Zi1S”
AA99128/AAS9598 Page 1 of 3
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Subject Visit  |Assay Cov Cel C: if Error Noted
2140 Day1 |NNAL-NNN W/ N @/ N
2303 Day-1 |NNAL-NNN /N @/ N
2351 Day-1 |NNAL-NNN /N O/ N
2085 Day5 |11-dTXB2 W/ N O/ N
2138 | Day 60 |11-dTXB2 7)) N ®/ N Covamee - £ 2432134926 S0+ - (o nid
2143 | Day60 |11-dTXB2 R/ N O/ N Cor- w5633 24206 SV . gml
2274 | Day30 |11-dTX82 /N O/ N
2138 Day 60 |IPF2A W/ N O/ N
2143 | Day 60 |iPF2A /N O/ N
2274 | Day30 |iPF2A %/ N /N
2292 Day 0 |Nic-Eq (Y)/ N /N
M 2046 Day0 |Ames Y/ N Y/N
l;:}1\ 2048 Day0 |Ames Y/N Y/N
P 2053 Day0 |Ames Y/ N Y/ N
,\.HV'D 2058 Day 0 |Ames Y/ N Y/ N
2076 Day 0 |Ames Y/N Y/ N
2077 Day0 |Ames YN Y/ N
2299 Day 0 Y/ N Y /N
2238 | Day90 |3-OH8aP D/ N D/ N b Chauogol DAV o DAO Yy St | -ans
Due.—t 2115 | Day91 [3-OHBaP X/ N Y /N
2115 Day 91 |Aromatic Amines ) n YY N
2115 | Day91 |CEMA-HPMA-HBMA &)/ n O/ N
2115 | Day91 |HEMA D)/ n N
Dwe —k_2351 Day -1 |3-OHBaP Y /N Y/N
Dweg. — 2351 Day -1 |Aromatic Amines Y/N Y/N
2351 Day-1 |CEMA-HPMA-HBMA /N (D]
2351 Day-1 |HEMA /N D/ N
2274 Day 30 |3-OHBaP \Y)/ @/ N
Dup —=_ 2274 Day 30 |Aromatic Amines Y/N Y/N
Dup.—L 2274 | Day30 |CEMA-HPMA-HBMA Y/ N Y /N
Dap.—f 2274 | Day30 [HEMA Y/ N Y/ N
2200 Day4 |3-OHBaP M/ n &/ n
2200 Day4 |Aromatic Amines y/ N O/ N
2200 Day 4 |CEMA-HPMA-HBMA Y)/ N QYN
2200 Day 4 |HEMA %?)/ N @/ N
~

REXADR Urine Sample Verification AA99128/4A99598 Page 2 of 3
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Subject Visit  |Assay rEov Cel Comment if Error Noted

2334 Day 91 [CEMA-HPMA-HBMA / N O/ N

2334 Day 91 |NNAL-NNN /N &)/ N

2334 | Day91 [HEMA N O

2334 Day 91 [Nic-Eq WynN [P

2334 | Day91 |3-OHBaP WY/ N /N

2334 Day91 [11-dTXB2 W/ N O/ N

2334 | Day91 [iPF2A )/ N M/ N

2334 Day 91 |Creatinine Y N O/ N

2230 | Day-1 |CEMA-HPMA-HBMA 0/ ®/ N

2230 | Day-1 |NNAL-NNN 9/ N W/N

2230 Day-1 |HEMA Y/ N Y/ N

2230 Day -1 |Nic-Eq Y/ N Y /N Samete aek cecived by Celccion KON 3-Mar201S

2230 Day-1 [3-OHBaP )/ N @/ N

2230 | Day-1 [11-dTXB2 g/ N O/ N

2230 Day-1 |iPF2A /N ®/ N

2230 Day-1 |Creatinine QN T N

2257 | Day91 |CEMA-HPMA-HBMA /N W/ N

2257 Day 91 |NNAL-NNN /N DI N

2257 | Day91 [HEMA /N ®/ N

2257 Day 91 |Nic-Eq / N @O/ N

2257 Day 91 |3-OHBaP /N W/ N

2257 Day 91 [11-dTXB2 /N ¥/ N

2257 | Day91 [iPF24 W)/ N O/ N

2257 Day 91 |Creatinine [T N
Responsible Celerion Associate: (Signature, Date, Printed Name) K%fﬁﬁ/ 05-Ma2(5 Kk N‘B\_‘*"A

| o) ) ve |

Responsible Covance Associate: (Signature, Date, Printed Name) [ Lo ot i 05 -mae. 20t Any i hd
REXA08 Urine Sample Verification AA99128/AA99598 Page3of 3



Philip Morris Products S.A.

ZRHM-REXA-08-US

Clinical Study Report Appendix 16.1.9
Version 1.0 / 25 May 2016

PMI RESEARCH & DEVELOPMENT

Confidential
Page 18 of 77

Celerion Document Prepared
03-Mar-2015
Labels Match
Subject Visit Assay _Cov Cel Comment of Error Noted
2023 Day 91 [CYP2A6 W/ N D/ N
2298 Day2 |COHb A ..v+n-gm'- Y/ N Neo somple ceceved  KEN M—mw@p&
2053 Day 90 |COHb W)/ N O/ N
2079 Day 30 |COHb D/ N D/ N 2t ,&-..(
2048 Day90 |COHb )/ N M/ N
2076 Day90 [COHb W)/ N /N
2274~——Day 30— |COHb Y/ N YN Caoronned ko yerk trcs.l.rlcﬁ CEN 05-My. 35
2274 Day 60 _|COHb (a7 D/ N Coscuse L..m_\. DI Caganai gk o DED v hoaide
2285 Day 60 |COKb Na Y/ N N- clve, - 301G — Callec Feet -
2299 Day 60 |COHb Y/N Y/ N N n..do. ceceiomd KN DA. Mm}ﬂi ,p,,_'&,m Sl st [zl
2140 Day0 |Nicotine )/ N @/ N g“
2100 Day0 |Nicotine Y)/ N D/ N
2100 Day 90 |Nicotine W/ N D/ N
~ 2110 Day0 _ |Nicotine /N /N Sobchd - et
2110 Day 90  |Nicotine /N D/ N
2116 Day O Nicotine /N / N
2116 Day 90 |Nicotine /N / N
2251 Day 0 Nicotine /N Y N
2251 Day 90 |Nicotine 0/ N [
2257 Day0  |Nicotine /N % N
2257 Day 90  [Nicotine / N N
2316 Day 0  |Nicotine /N O/ N
2316 Day 90  [Nicotine /N D/ N
2334 Day0 |Nicotine /N D/ N
2334 Day 90 [Nicotine /N Q/ N
2336 Day0  |Nicotine N O/ N
2336 Day 90  |Nicotine / N ©/ N
2340 Day0 |Nicotine / N ®/ N
2340 Day 90 [Nicotine /N N
2351 Day 0 |Nicatine /N D/ N oG Aohel . Qumd
2351 Day 90  |Nicotine Y/ N [T
2079 Day0 |Nicotine ®/ N (O
REXAO08 Blood Sample Verification AA99128/AA9S598 Page 10of 2



PMI RESEARCH & DEVELOPMENT

Confidential
Page 19 of 77

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9
ZRHM-REXA-08-US Version 1.0 / 25 May 2016
Celerion Document Prepared
03-Mar-2015
Labels Match
Subject Visit Assay Cov Cel Comment of Error Noted
2079 Day 90  [Nicotine Y/ N /N DL od © D hesdiwnidize Gl
2298 Day0 |Nicotine )/ N / N
2298 Day 90 |Nicotine J N )/ N
2330 Day0  [Nicotine / N @©/ N
2330 Day 90  |Nicotine X)) N W/ N
2075 Day 5-P¥|Nicotine M/~ N €2 .73 Pw,149,75 1T, T 1 1D, -Gk
2095 Day 60 |Nicotine Y/ N ©/ N )
2127 Day6  |Nicotine ©/N M/ N AP 15 - -
2138 Day 60 |Nicotine & N M/ N
2143 Day 60 |Nicotine N @Y N
2232 Day5  Nicotine [/ @/ N [/ KA AX (2, 19,15 16 4318 -Cuu [z |

Responsible Celerion Associate:

Responsible Covance Associate:

REXADR Blood Sample Verification

(Signature, Date, Printed Name)

(Signature, Date, Printed Name)

—{///ﬂ O Mar 3015 Kick Newlund

[4

lﬁm:n c.Lé{j 05 gl 30ls A L.L,;lj

AA99128/AA99598 Page 2 of 2



’ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Chmcal Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 20 of 77
Celerion Document Prepared
05-Mar-2015
REXAOQS8 Discrepant Blood/Plasma Sample Verifications
Labels Match
Subject Visit  |Assay Cov Cel Comment if Error Noted
2274 Day39 |COHb YN YA Samgle Cectived toron: voh andyzd K@) 03-Mas-d0l§
B =
Responsible Celerion Assaciate:  (Signature, Date, Printed Name) %“)//'MV Q5-Ma 3015 Ko rie Ae ));,J,
Responsible Covance Associate:  (Signature, Date, Printed Name) (\\,_\ {\f\ 05 -mar Mol Paoy Re. RS,

/4

REXA08 Sample Verifications continued AA99128 / AA99598 Page1of 1



Philip Morris Products S.A.

ZRHM-REXA-08-US

PMI RESEARCH & DEVELOPMENT

Clinical Study Report Appendix 16.1.9
Version 1.0 /25 May 2016

Confidential
Page 21 of 77

Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit  |Assay __Cov Cel C if Error Noted

2029|DAYS0  |11-dTXB2 \Y)/ N O/ N

2038(BASELINE |11-dTXB2 YA /N

2079|DAY0 11-dTXB2 JY N @/ N

2155|DAY60  [11-dTXB2 )/ N N

2174|DAY30  [11-dTXB2 )/ N (TY N

2174|BASELINE |11-dTXB2 D/ N O/ N

2176|BASELINE [11-dTXB2 /N @Y N

2351|DAY90  [11-dTXB2 Y/ N N

1041|DAY3 3-OHBaP X))/ N g N

1060|DAYS 3-OHBaP / N D/ N

1104|DAYS 3-OHBaP N / N

1105|DAY3 3-OHBaP Y N N

1147|DAY0 3-OHBaP [WAL [

1210|DAY60  [3-OHBaP Yy N (D N

1246|DAY90  |3-OHBaP LYy N N

1281|DAY91 __ |3-OHBaP YY N 7 N

1281|DAY5 3-OHBaP JOYAD N

1297|BASELINE |3-OHBaP Y N (X

2023|DAY1 3-OHBaP X/ N @/ N

2023|DAY91  |3-OHBaP )/ N /N

2045[DAY4 3-OHBaP )/ N / N

2058|DAY60  [3-OHBaP @/ N @/ N

2100|DAY91  |3-OHBaP [V M/ N

2140|DAY5 3-OHBaP XY N /N

2140|DAY1 3-OHBaP X/ N @Y N

2148|DAY1 3-OHBaP VA M/ N

2274|DAY30  [3-OHBaP / N [ L

2307|DAY30  |3-OHBaP N/ N O/ N

AOTODAYD —H4-ABR—— [ N — ¥ — Cotinced 4, neck soredsbed, 0oV 05 m, -Mois
1065|DAY4 4-ABP <Y)/ N / N N
1097|DAY3 4-ABP Y N N

1125|DAYO 4-ABP Y)Y N N

1144|BASELINE |4-ABP YY N gél N

1181|DAY1 4-ABP YN N

1212|DAYO 4-ABP VY N Y N

REXAQS Random Sample Verification - Lincoln AA99128/AAS9598 Page1of8



Philip Morris Products S.A.
ZRHM-REXA-08-US

PMI RESEARCH & DEVELOPMENT

Clinical Study Report Appendix 16.1.9
Version 1.0 /25 May 2016

Confidential
Page 22 of 77

Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit _ |Assay ~Eov Cel C; t if Error Noted
1218|DAY1L 4-ABP "/ N ®/ N
1234|DAY30_ |4-ABP WY N Y/ N
1238|DAY3 4-ABP /N ™/ N
e — R N 'R S 2 | Cokined S roh sereddet YEN o5 A1

1253|DAY3 4-ABP WY N )N

—204510A¥1 l4AB———————x /1 Y /N Coiand o ek spreaddet  KeEn 5. Maraos
2072|DAY0 4-ABP W)/ N Y/ N €2

AV2 AR ———— ¥ VN Cocdinved. e nod ppeddiad B o5 M 30
+ 2100{DAYV2 4-ABP Y/ N Y /N T D¢ - Jae Ushng
2116[DAYS1  [4-ABP Y N [ s, i
2225[DAY4___|4-ABP /N @/
2307|DAY60  |4-ABP BOYA @/ N
2330|DAY3 4-ABP W)/ n [T
1028|DAY90  |Caffeine OV D/ N
1069|DAYS Caffeine XY N N VErSoli—~ A2 S\O0D KN 05 MariOl
1057|BASELINE |COHb D/ N / N
1104/DAY30  [COHb )/ N / N
1104|DAYS COHb /N /N (- umi}
1106|DAY2 COHb Y/ N / N
1117|DAY91  [COHb Y N W/ N
1117|BASELINE |COHb W/ T/ N
1124|DAYS COMb )/ N / N
1147|DAY2 COHb LYy N / N
1230|BASELINE |COHb W/ n /N
1246|DAY0 COHb )/ n / N
1253|DAY6 COHb Y/ N / N
1281|DAY2 COHb Y/ N Y )N
1286|DAY91  |COHD Q) n /N
2023|DAY91  |COHb X/ n N
2029|DAY3 COHb )/ N / N
2045|DAY30  |COHb YU/ N % N
2086/ DAYS COHb W)/ N / N
2165|DAY3 COHb W)/ N % N
2212|DAY2 COHb Xy n N
2344|DAYS COHb YN W/ N
REXA(Q8 Random Sample Verification - Lincoln AA99128//4A99598 Page20of 8



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 23 of 77
Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit  |Assay ~Cov Cel C t if Error Noted
1028|DAYO Cot O/ N / N
1057|DAYO Cot )/ N )/ N
1177|DAY0 Cot W)/ N O/ N
1209[DAY91  [Cot /N /N
1210{DAY0 Cot O/ N /N
1297|DAY6 Cot YN M/ N
2076|DAYO0 Cot D/ N / N
2106{DAY0 Cot YN % N
2307|DAY91  |Cot 3Ly N @/ N
1028|DAY90 |Creatinine ‘oJ/ N ®/ N
1093|DAY0 Creatinine Y /N
1104|BASELINE |Creatinine L/ n / N
1118[DAY91  |[Creatinine \9AT /N
1170|DAY91  [Creatinine )/ n ['2A
1202|DAY1 Creatinine YV N O/ N
1221[DAY0___|Creatinine X/ N /N
2029|DAY90 _|Creatinine yn /N
2028/ DAY4 Creatinine / N B/ N Csp not inddded with sample. Parpafin uped SN QA-Mlr- 2015
2046/DAYS1 Creatinine Sl)/ N @/ N
2077|DAY60  |Creatinine )/ N / N
2085|DAY3 Creatinine oY)/ N )/ N
2095|DAY60 |Creatinine / N @ N
2106|DAY0 Creatinine Y/ n ®/ N
2110|DAY1 Creatinine /N N
2127|DAY2 Creatinine /N N
2188|BASELINE |Creatinine /N g/ N
2196/DAY5 Creatinine )/ /N
2214|DAY91 Creatinine )/ n g N
2232|DAY30 _|Creatinine A N
—1OT3[DAY——HEMA | ——FH—— ¥/ Codinnck % ok spreddnct DV 05-My.3318
1101|DAY1 HEMA WYy N [ 3]
HEMA— I o o | S m— Cokindd o et somadslXt K OS-Mi3alS
1118|DAY60  [HEMA N/ N )/ N Ny
1125|DAY60  |HEMA W)/ N Q/ N
1108}DA¥30—JMEMA 44—/ N——TF ¥ /N [ spend et K/ 047y 305

REXAO8 Random Sample Verification - Lincoln AAS9128/AA99598 Page 3 of 8



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 24 of 77
Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit  |Assay __Cov Cel C if Error Noted

1198|DAY91  [HEMA YYN O/ N

1203|DAY4 HEMA Y/ N % N

1212|DAY91  [HEMA YV N N

 12131DAYS A 7T — | ——¥/ & Codrnah fo not  yenddht BN 08 -Mar A0S

1219|DAY0 HEMA /N W/ N i

1230[DAY3 _ |[HEMA B/ v /N

1280|DAY30  [HEMA )/ N N

1297|DAY30 _ [HEMA )/ N (M N

2038|DAY3 HEMA QV N Yy N

2089{DAY60  |HEMA Y)/ N ) N

2162|DAY1 HEMA 2/ N @/ N

2185|DAY0 __ |HEMA )/ N /N

2225|DAY3 HEMA S/ N [

2232[DAT2___ |[HEMA W)y QY N

2298|DAY1 HEMA /N ®/ N

2303|DAV0 HEMA Y N [

23IOIBASELMEHEMA | ¥ | AN Codined & yock socodd t KN 05-Mas-0l5
2336 DAYS HEMA N/ N @/ N

1038|DAY2 HPMA )/ N /N

1092|BASELINE [HPMA J N

1099|DAY4 HPMA /N / N

1104|DAY2 HPMA SV N D/ N

1104|DAYS0 _ [HPMA W)/ N N

1155/DAY1 HPMA Yy N /N

1181|DAY3 HPMA YY N N

1221|DAY90  |HPMA YV N M/ N

1230[DAY1 HPMA Y/ N (O

1247|DAY30 _ [HPMA W)/ N [

2029|BASELINE |HPMA %)/ N N

2073|BASELINE [HPMA W/ N / N

2077|DAY3 HPMA qYN @/ N

2086|DAY4 HPMA WYY N Y N

2116/DAY0 HPMA W)Y N N

2127|DAY4 HPMA Y N g N

REXAO8 Random Sample Verification - Lincoln AA99128/AA09598 Page 4 of 8



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 25 of 77
Coleron Document Preparca U3 -Wiar-2015
| Labels Match
Subject Visit  |Assay Cov Cel Comment if Error Noted
2138|DAY0 HPMIA /N @Y
2143|DAY30 _|HPMA QY/ N ™ n
< T — T A E— s TS Codivincd o et <Al KON Q5-Has 2015
2196|DAYS0  |HPMA YY)/ N % N =
2334|DAY0 HPMA W/ N N
1041|DAYS0 [iPF2a-lll Y)Y/ N AL
—HO4FBASEUNEPFZaTT ] TN e Cofimed Ao ok spredshect KSW O5-Ma200
109€|BASELINE |iPF2a-1Il Y N [

HPF2art— —¥H Y- Codiased S0 nodt specd dedT KW 052085
1221[DAY91  [iPF2a-lil Y/ N 85 N leitct D Creni d ou b TWie ~asniy ‘
1247|DAY90 _|iPF2a-1ll )/ N N

: —— Y/ N ——— /N Codined de need spccddert KON ©5. Mu 205
2076|BASELINE [iPF2a-Il Q/ N O/ >
2188|DAYS  [ipF2a-1l W/ N [
2194|DAY60  |iPF2a-1 WY/ N / N
1002|DAY2 Nic P\ W N % I
1009|DAY2 Nic P\ ‘A /N YN
1041|DAY4 Nic W Y N G/
1042|DAYS Nic__ [ N/ N /N
1069|DAY60 __|Nic__ | YY N g N
1074|DAYS0 Nic \A Y N 0]
1092|DAY30 _ [Nic gy QY N /
1092[DAY60  [Nic ¢y QY N §/ N
1097|DAY6 Nic £l WY N Y N
AYE——hite L Y/N Colved % vod sorccldia® KON OF rin 208
1101DAY2 Nic ¢ YV N / N =
1105|DAY4 Nic P\ YV N [V
1110|DAY6 Nic Pl QYN D/
1124|DAYS Nic_ ¢l Y N / N T e
1124/ DAYS nNic Pl o)/ N (O A2 gl
T TATIDAYS NIC YA (8 S M.'\p‘é- S ot specch st ks OS5 e -206
1159DAY2___ |Nic_P| R/ N O/ N ;
1168[DAY60  |Nic_p( Y N %5 N
1170|BASELINE [Nic () oY N N
1218[DAYS __ |Nic_ P| X/ N O/n ok B

REXAO08 Random Sample Verification - Lincoln AA99128/AA99598 Page 5of 8



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clm1cal Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 26 of 77
Celerion Document Prepared 03-Mar-2015
| Labels Match
Subject Visit  |Assay _Cov Cel Comment if Error Noted
1221|DAY6 Nic P\ Y/ N ®/ N T 9 EEN A M0
1238[DAY30 _ [Nic @\ W/ D/ N
1246|DAY91  [Nic X)/ N / N
1247|DAY1 Nic A XY N /N
1252|DAY60  [Nic \A Re 0 D/ N
1280|DAY3 Nic P\ YN D/ N
1283|DAY2 Nic @) /N O/ N
2007|DAY5 Nic Py /N @/ N Tlo-amk
2029|DAY3 Nic_Pl /N D/ N
2045|DAY2 Nic ¢} XV N [T
2045|DAY90  [Nic &4 XYY N [
2065|DAV4 Nic P W/ n Y N
2071|DAY6 tic_¢| Yy n /N Ty - e
2075/DAY0 Nic _p XY N O/ N
2085 DAYS. e N[\ Codued fo_nenh ntqu&&u“ Ken| Q5 -ra-3aS
2095|DAYS Nic 4 W/ N D/ N 3 b
2095[DAYS0  |Nic A /N % N
2100|DAY3 Nic \A YN N
2100]DAY30__[Nic_p1 /N @/ N
2103/DAY90  [Nic A QY N % N
2113|DAY5 fNic_ Pl WY N /N Ak-0mb
2115[DAYS0 _ [Nic ¢t 'y N / N )
2127|DAY0 Nic \A N /N
2138|DAY91  [Nic W VY N v/ N
2146/DAYO Nic Pl N/ N N
2162|DAY4 Nic W N /N
2162|DAY1 Nic @1 N / N
2164|DAYS Nic  p\ / N TY N M,_M\;
2164|DAYS Nic__ gt Y N M/ N TA-
DAY5 _|Nic ¥t Y7 Codx: mc& Su_vode sotedtheT BN 06-My-30(5

2169|DAY4 Nic £\ /N O/ N
2174|DAYS Nic_ P\ /N Gy N A% -0 S
2187|DAY91 _ |Nic W )/ N Y/ N X08GARY-37 SVOF  Claic lokel domazed YN <3057 4y

47 2197|DAYS0  |Mic (A G N @/ N I1S6Ol -3 SYO +  abjeer K oed N |oemardor
2200|DAY1 Nic (A )/ N B/ N o5 b

A adiubes Plesme :{a«flo_,\& 'ml‘.gc.g&s On terat SMéL B N‘.cl;% - AJAQA\ ‘:), KE\] OJ“MV w1015

REXAO8 Random Sample Verification - Lincoln AAG9128/2A89598 Page 60of 8



PMI RESEARCH & DEVELOPMENT

Confidential
Page 27 of 77

Philip Morris Products S.A. Clm1cal Study Report Appendix 16.1.9
ZRHM-REXA-08-US Version 1.0 /25 May 2016
Telerion Dotament Prepared U3 Mer20T5
Labels Match
Subject Visit  |Assay _.Cov Cel Comment if Error Noted
2203|DAY2 Nic W\ WY/ N Q) n
TI2RDAYS—— N ‘#“_‘W— Cos X sxeddect Mo w05
2260|DAY3 Nic\A / N /N
2285[DAY1 Nic W N [
2307|DAYS Nic | N &N A ~am\d
2307DAYL __ |Nic \A /N [
2344|DAYS Nic | /N N Al ~ omd
1001|DAYL NNAL WYY N g?/)/ ]
1038[DAY60  |NNAL Y/ N (O
1052|DAY4 NNAL Y)/ N ®/ N
1074|DAYE0 NNAL / N N
1087|DAY91 _ |NNAL M/ N / 0
1105|DAYS NNAL R/ N Q)N
1110[DAYZ NNAL Y)/ N [ N
1124|DAY4 NNAL N/ N N
1125|DAY1 NNAL / N [OA
1155|BASELINE |NNAL \Y)/ N [
1159| DAY4 NNAL Y/ N / N
1194|DAY3 NNAL XYY N / N
1230[DAY4___|NNAL W/ N O/
1230/DAY3 NNAL )/ N [OYA]
1234DAYS NNAL N / N
1252/DAYO0 NNAL / N / N
1261|DAY4 NNAL W)/ N D/ N
1265/ DAY0 NNAL )/ N D/ N
1267|BASELINE |NNAL / N ™/
2007/DAY60 _ [NNAL / N (O
2065|DAY2 NNAL %/ N [GYAT
2072|DAY30  |[NNAL / N N
2087|DAY2 NNAL Y)Y N %; N
2113|DAY5 NNAL &; N (S
2115/DAY3 NNAL N W/ N
LA ——— Yr—  [Ckand by nedt soraddbet KV 08 do1S
2140|DAY2 NNAL Y)N )/ N i
2148/DAYS0  [NNAL YY N / N
REXAO8 Random Sample Verification - Lincoln AA99128/AA99598 Page 7 of 8



’ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Chmcal Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 28 of 77
Celerion Document Prepared 03-Mar-2015
Labels Match
Subject Visit  |Assay _Cov Cel Comment if Error Noted
2169|BASELINE |NNAL AL QY N
2169|DAY4 NNAL W/ n QN
2188|DAYS0  |NNAL W/ N (D N
2225|DAY2 NNAL W/ N [
W - 2225/|DAY2 NNAL Y/N Y/ N
2287|DAY0 NNAL Oy N [«
2303|DAY4A NNAL / N N
2330|DAY1 NNAL / N / N
Y.
i YL o5 Musos Kk wwt
Respon;ble Celefion Associate: (Signature, Date, Printed Name)
Responsible Covance Associate: |(Signature, Date: Printed Name) )

REXAC8 Random Sample Verification - Lincoin

AA99128/AA99598

Page8of 8



Philip Morris Products S.A.

ZRHM-REXA-08-US

Clinical Study Report Appendix 16.1.9
Version 1.0 / 25 May 2016

PMI RESEARCH & DEVELOPMENT

Confidential
Page 29 of 77

Celerion

REXA08 Random Sample Verifications

Document Prepared

05-Mar-2015

Labels Match
Subject Visit Assay Cov Cel Comment if Error Noted
1010 DAYO  [4-ABP Y/ N Q/ N
1251 DAY91 |4-ABP M/ N g N
2045 DAY1  |4-ABP oYY N / N
2100 DAY2  |4-ABP Y/ N Y/ N
1093 DAY 1 HEMA )/ N / N
1106 DAY 60  |HEMA D/ N N
1198 DAY30  |HEMA Y/ N /N
1202 BASELINE |HEMA )/ N @/ N
1218 DAY4  [HEMA Y/ N N
2310 BASEUNE  [HEMA (@A N
2169 BASELINE [HPMA N/ N ®/ N
1042 BASEUNE [iPF2a-ill Y/ N / N
1143 DAY 30 _[iPF2a-lll N/ N N
2058 DAYS  [iPF2a-lll Y/ N / N
1101 DAY 6 Nic - P <YY N & N T9 KEN 05 Ma 2015
1147 DAYS Nic - P| {Y)/ N @/ N T2 ¥Xew 05/ -d015
2085 DAYS5 _ [Nic-PI LY/ N M/ N T3 N o5-(ar - 3015 | Sawple lucat
2165 DAYS Nic - PI CYY N Q/ N - : L TTT 05-r i vautom
2212 Day5 Nic - Pl (Y)/ N /N fre KN O5Ma s N os-rin
2138 DAY91  [NNAL (Y)/ N O/ N - ¥
Responsible Celerion Associate: (Signature, Date, Printed Name) %{ /w 05 Mar 3015 L( cic nle ‘Jia‘J
Responsible Covance Associate: (Signature, Date, Printed Name) m RVt 0% G303 Ane Rhin2s
\> -5 > 2
REXA08 Sample Verifications continued list AA99128/AA99598 Page1c¢f1l



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 30 of 77
Celerion
Subject Visit  |Assay Labels Match |Comment if Error Noted

2138 Day 60 [1-OHP

2143 | Day60 [1-OHP

2274 | Day 30 |1-OHP

2176 Day2 |1-OHP

2115 Day 91 [MHBMA
2138 | Day60 [MHBMA
2143 | Day60 [MHBMA
2274 | Day30 |MHBMA
2351 Day-1 [MHBMA
2046 DayD [SPMA/SBMA
2053 | Day91 [SPMA/SBMA
f 2053 | Day0 [SPMA/SBMA
| 2073 Day 0 |SPMA/SBMA
‘ 2076 | Day0 |SPMA/SBMA
' 2077 Day 0 _[SPMA/SBMA
' 2115 | Day91 [SPMA/SBMA
|

2138 Day 60 |SPMA/SBMA
2143 Day 60 |SPMA/SBMA
2232 Day -1 |SPMA/SBMA
2274 Day 30 |SPMA/SBMA
2351 Day-1 [SPMA/SBMA

D Marus Bachmann 10 MAR 2015 %%’M(/

Responsible Celerion Associate: (Signature, Date, Printed Name)

<|=<l<|=<|=<|=<|<|<|<|=<|<|<|{<|<|<|<]|<|<|<|<|<

REXAO8 Discrepant Samples - Zurich AA99128 / AA99598 Page 1of 1



5@2\: PMI RESEARCH & DEVELOPMENT

-
Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 31 of 77
Celerion

Subject Visit Assay Labels Match |c if Error Noted
1010 DAYS _ |1.0HP Y
1031 DAYL _ [1-0HP Y
1069 DAY91 1-OHP Y-
1081 DAY90 1-OHP ¥
1102 Day-1__ |1-0HP Y
1165 DAY |1.0HP ¥
1218 DAY1 1-OHP Y
1238 DAYS __ |1.0HP Y
1297 DAYS _ |1-OHP Y
1297 DAY4 1-OHP Y
2029 DAY2 __ |1.0HP v
2054 DAY __ |1-0HP Y
2089 DAYSO _ |1-OHP Y
2110 DAYS5 1-OHP Y
2127 DAYL __ |1.0HP Y
2148 DAYD _ [1-0HP Y
2164 DAY1 1-OHP Y
2165 DAYOD 1-OHP Y
2165 DAYS1 _ |1-OHP Y
2169 DAY3 _ |1-OHP Y
2209 DAY2 1-OHP Y
2251 DAYEO _ |1-OHP Y
1002 DAY30 _ |MHBMA Y
1009 DAYO __ [MHBMA Y
1009 DAYS MHBMA Y
1031 DAYI _ |MHBMA Y
1052 DAYL _ |MHBMA Y
1065 DAYS0 MHBMA Y
1087 DAYO __ |MHBMA Y
1125 DAY60 _ |MHBMA v
1125 DAY91 _ |MHBMA Y
1165 DAYO1 MHBMA Y
1165 DAY30  |MHBMA Y
1170 Day-1 _|MHBMA ¥
1198 DAY30 MHBMA Y
1203 DAY2 __ |MHBMA Y
1247 DAY91  |MHBMA Y
2053 Day-1 __|MHBNA v
2054 DAY4 MHBMA Y
2054 DAY60  |MHBMA Y
2058 DAYZ  |MHBMA Y
2120 DAY30 MHBMA Y
2169 DAY1 MHBMA Y
2188 DAYS  |MHBNIA Y
2310 DAY60 |MHBMA Y
2316 DAY6E0 MHBMA Y
1038 DAY4 __ [SPMA/SBVA Y
1099 DAYS0  [SPMA/SBMA Y
1105 DAY2 SPMA/SBMA y
1181 DAYO __ |SPMA/SBVA 17
1203 DAY2 _ |SPMA/SBVA 3
1219 DAYZ _ |SPMA/SBMA v
1251 DAY6D SPMA/SBMA Y
T 1280 Day-1 __ |SPMA/SBMA Y

REXA08 Random Sample Verification - Zurich AAS9128 [ AA9598 Pagelof 2
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Celerion
3 Subject Visit Assay Labels Match |Comment if Error Noted
2029 DAYO SPMA/SBMA Y
2048 DAYS SPMA/SBMA Y
2089 Day -1 SPMA/SBMA Y
2113 DAY90 SPMA/SBMA v
2138 DAY30 SPMA/SBMA Y
1 2162 DAY1 SPMA/SBMA Y
! 2188 DAY3 SPMA/SBMA Y
! 2197 DAY30 SPMA/SBMA Y
2232 DAY1 SPMA/SBMA Y
¥
2351 DAY60 SPMA/SBMA Y
2351 DAYS0 SPMA/SBMA Y
T 1.0 MAR 2015 % gw&/m
Responsible Celerion Associate: (Signature, Gate, Printed Name)

l 2298 DAYS SPMA/SBMA
|
|
|
|
[

REXAOS Random Sample Verification - 2urich AA99128 / AADIS5GR Page 2 of 2
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Sample Summary

ven sampl

Sample per Source S

y

High level summary: Number of samples collected by the site and received by Celerion agree.
One discrepancy was noted between site processing log and other site source.

Non-Discrepant Samples

Subjects

Samples per Subject per
Source

Total

Sample # Rcvd By Celerion

All Samples collected

71

426

CYP2A6 | 462

2146

2176

I e e e e e e S

slulplunlislininlulslo

Hlninvjniainvininls

*Missed sample detail (tab2)

Number of Discrepant Samples

#of Samples Not Collected*

4

Sample # per source

a
o
N
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# of Samples Not # of Non-Required

Subject |Finding Reconciliation PD Reported Collected Samples Sent

Source and Celerion racords
2146 No Day 91 back up sample collected agree N/A

Source and Celerion records
2176 No Day 91 back up sample collected agree N/A

Source and Celerion records
2196 No Day 91 back up sample collected agree N/A

Source and Celerion records
2205 2 samples inadvertantly sent for SF patient agree N/A 2
B Source and Celerion records
2295 No Day 91 back up sample collected agree N/A
I Source and Celerion records
2285 No Day 5 back up sample collected agree N/A

Source and Celerion records
2292 2 samples inadvertantly sent for SF patient agree N/A 2
fi Source and Celerion records
2330 No Day 0 back up sample collected agree N/A

Source and Celerion records
2344 No Day 91 back up sample collected agree N/A

Total 4
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Subject

Day

Issue

Recommended Action

Finding

2023

91

CYP2A6 samples not documented on
site processing log. Sample collection
is documented on the primary
subject source.

Since samples were received and confirmed
by Celerion and the primary source indicates
samples were collected, the processing log
should be reconciled to the primary subject
source.

Information on tube
confirmed.
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CYP1A2 Plasma Sample Summary

High level summary: All sample have been reconciled. 1 sample was collected per source but not received in Celerion.

4 samples were not collected (subject did not check in)

No coding or date issues were noted during the review of these samples
Sample per Source Summary

Non-Discrepant Samples

Subjects

Samples per Subject per
Source

Total

Sample # Revd By Celerion

74

444

s e e s s

NIs|la|NIBISO

NI |OIN|D|S

*Missed sample detail (tab2)

Total Number of Discrepant Samples

# of Samples Not Collected*

Sample # per source

466

Caffeine Plasma |

464
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# of Samples Not # of Samples per # of Samples per Discrepant
Subject |Finding Reconciliation PD Reported _|Collected |Source |Celerion |Samples
Sample not coliected as subject did not check in for Day 90 |Source agrees with Celerion
2225|visit. spreadsheet 2 0 0
Sample not collected as subject did not checkin for Day 90 |Source agrees with Celerion
2146/ visit, spreadsheet 2 0 0
Source agrees with Celerion
2157 Subject SF-1 Day 0 sample sent to Celerion preadst N/A N/A 2 1
Day 0-Source indicates 2 samples, Celerion records indicate
2257|1. Review manifest to reconcile N/A 2 1
Sample not coliected as subject withdrawn early-Day 90 Source agrees with Celerion
2344 sample nct collected spreadsheet N/A N/A 0 0
Source agrees with Celerion
2292|Day -1 samplessent for S¢ subject spreadsheet N/A N/A 2 0
Total # of Protocol Req Samples Not Collected 4 Total Discrepancies | 2]
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Subject  |Day Jissue Recommended Action [Finding |

No actions and issues for this analyte
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Nicotine Plasma Sample Summary

There are 22 potential coding/data entry issues.

High level summary: The number of samples documented in site source matches the number received by Celerion with the exception of 1
sample.

Sample per Source Summary

Samples per Subject per

Non-Discrepant Samples Subjects |Source Total

THS Group-All Samples Collected 57 38 2166
2048* 1 36 36
2095* 1 36 36
2146* 1 34 34
2196 1 37 37
2225* 1 34 34
2344* 1 36 36
2140* 1 38 38
Abs Group-All Samples Collected 14 20! 280
2292° 2 2
*Missed sample detail (tab2) Sample # per source 2699

Total # of Discrepant Samples

# of Samples Not Collected™

& I
()} s —

Sample # Rcvd By Celerion

THS Group Spreadsheet 2416
Abs Group Spreadsheet 282
Total Revd by Celerion 2698
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# of
# of Samples Not Discrepant
Subject  |Finding Reconciliation PD Reported Collected Samples

Source agrees with Celerion

2048|Per source subject did not check in for Day 60 visit. spreadsheet Yes 2
Source agrees with Celerion

2095/ Per source subject did not check in for Day 30 visit. spreadsheet Yes 2

2140| Per source 2 Day 0 samples collected. One sample received by Celerion 1 1

Source agrees with Celerion

2146|Per source subject did not check in for Day 60 or 90 visits.  |spreadsheet Yes 4
Source agrees with Celerion

2196/ Per source only the primary sample was collected. spreadsheet Yes 1
Source agrees with Celerion

2225|Per source subject did not check in for Day 30 or 90 visits.  |spreadsheet Yes a4
Source agrees with Celerion

2344|Per source subject did not check in for Day 90 visit. spreadsheet Yes 2
2 Day 0 samples were collected prior to subject withdrawing|Source agrees with Celerion

2292|consent spreadsheet N/A 0

Total protocol required samples not collected 16
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Subject  |Day Issue Recommended Action |Finding
1 Day 0 sample was
received. Error
Source shows 2 day 0 samples. Review Day 0 samples to confirm which eppears to be on site
2140|Day 0 Celerion records show 1 les received. processing log.
Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2100|Day0/Day 30 |Day 90 and 1 DayO. Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2110{Day0/Day 30  |Day 90 and 1 Day 0. Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
|samples. Celerion records show 3
2116|Day0/Day 90  |Day 90 and 1 Day 0 Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
samples, Celerion records show 3
2251|0ay0/Day90  |Day 90 and 1 Day0 Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2257|Day0/Day 90 Day 90 and 1 Day 1. Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
|samples. Celerion records show 3
2316{Day0/Day 90  |Day 90 and 1 Day0 Error has already been corrected, N/A
Source shows 2 day 90 and 2 day 0
samples, Celerion records show 3
2334|Day0/Day 90 Day 90 and 1 Day0 Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
samples, Celerion records show 3
2336|0ay0/Day 90  |Day 90 and 1 Day 0 Error has already been corrected. IN/A
Source shows 2 day 90 and 2 day 0
pl Celerion records show 2
2340|0ay0/Day 90  [Day 90 and 1 Day0 Error has already been corrected, N/A
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Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2351|Day0/Day 90 Day 90 and 1 Day 0 Error hes already been corrected, N/A
Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2075|Day0/Day 90 Day 90 and 1 Day 0 Error hes already been corrected. N/A
Source shows 2 day 90 and 2 day 0
ples. Celerion records show 3
2298|Day0/Day 90 Day 90 and 1 Day 0 Error has already been corrected. N/A
Source shows 2 day 90 and 2 day 0
samples. Celerion records show 3
2330|Day0/Day 90 Day 90 and 1 Day O Error has already been corrected. N/A
\ 12 hour timepoint. Source error on
processing log. Sample drawn per
subject source. Celerion received Site should reconcile processing log with site
2075|Day 5 sample. source. Confirmed
Will be updated per
Date for Day 60 in Celerion file is 08  [Information on tube reviewed and confirmed. |RAVE date for the Day
2095|Day 60 Apr 14. Per source date is 11 Apr 14, [Date is not included on the tube. 60 visit,
Error made during
Date for Day 6 in Celerion file is 05 intial recon. Dates for
Mar 14, Per source date is 04 Mar Source, EDC, and Celerion reviewed and date |this sample are
2127|Day 6 14. of sample collection was confirmed correct.
Will be updated per
Date of Day 60 in Celerion file is 28 |Infi jon on tube d and confirmed, |RAVE date for the Day
2143|Day 60 Apr 14. Per source date is 30 Apr 14. |Date is not included on the tube. 60 visit.
Will be updated per
Date of Day 2 in Celerion file is 12 Error occurred only for one split. Source and |RAVE date for the Day
2162|Day 2 Mar 14. Per source date is 13 Mar 14 [split 2 agree, 60 visit,
Will be updated per
Date of Day 30 in Celerion file is 10 |Error occurred only for one split. Source and |RAVE date for the Day
2162|Day 30 May 14. Per source date is 10 Apr 14, |split 2 agree. 60 visit.
Date of Day 5 in Celerion file is 18 Will be updated per
May 14. Per source date is 10 May  |Error occurred only for one split. Source and |RAVE date for the Day
2212|Day 60 14. spiit 2 agree, 60 visit,
8 hour timepoint-Source error on
processing log. Sample drawn per Site should reconcile
subject source. Celerion received processing log with
2232|Day sample Information on tube reviewed and confirmed. [site source.
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High level summary: The number of protaocol required samples differs from the number of collected samples by 1204. The majority-of missed

Sample Summary

I Ited form i urine to fill all back up tubes. Thirty-none primary samples were not received by Celerion. This accounts for
.2% of protocol required samples.
Sample per Source Summary
Total Number
# Exp per Protocol |G d

Samples for Subject who Completed the!

Study 45 12150 12150
2005 1 270| 267
2029| 1 270 257
2045| 1 270 257
2048/ 1 270] 244
203| 1 270 257,
20s8| 1 270| 257
2089| 1 270 257
2095| 1 270| 231
zo_'rsl 1 270| 265
2036/ 1 270 257,
2087| 1 270) 244
2115 1 270 246
2140| 1 270) 257
2137| 1 270) 257
2146/ 1 270 192
2209| 1 270) 252
2;6_2{ 1 270 262
2164 1 270 267
2196/ 1 270| 249
2200 1 270 257
2212 1 270| 240
2225 1 270| 192
2230 1 270| 249
2205 1 270| 13
2257 1 270| 264
2292 1 270| 21
2290| 1 270| 257
2237 1 270| 257
2298 1 270| 257
2316 1 270| 257
2330| 1 270| 231
2334 1 270| 262
2336/ 1 270 231 Sample # Revd By Celerion |
2344| 1 270 218 |All Urine Samples [ 20215
2351| 1 270 265

Tetals 21600 20396 |

Number of protocol required samples

not collacted. 1204
Number of protocol required primary

samples not collected per source but

received by Celerion. 39
Samples with Issues Reviewed During

On-Site Reconcilation at Celerion a4
Total received by Celerion 20245
Difference batween received by

Celerion and protocol required samples

not collected. 20206
Number of samples collected but not

received. 190

NOTE: The number of samples with issues does not
correlate to the number of discrepant samples as all
types of issues did not require on-site review at

Celerion.
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2005 Day Source Difference Celerion |Differece
-1 26 25| Bio-Risk 11-D7X-82 14
0 26 26 111PF2A 14
1 2 2 BIOEXP 1 1-OHP 2
2 22 2 Nic 22
3 2 2 Creatnine 2
4 2 2 BIOEXP 2 I0H RAP 2
H 26 26 Hema 2
30 26 26 HPMA 22
&0 26 26 MHBMA 2
0 26 26, NNAL a4
91 23 23 SPMA 2
267] | 261| 0 4-ABP (Aromatic Amines) 22
i 270
[ 2007
-1 26 25
0 26 25|
1 2 22
2 2 22
3 2 22
4 2 2
5 26 26|
3 26 26
&0 26 26|
9 26 1 25
91 26 25|
| 270) | 269
203 -1 26 25|
0 26 25|
1 2 1 2
2 2 2
3 22 2
4 22 2
5 26 25
£ 26 25
60 26 25|
90 26 25|
91 26 25!
| 270] 269
2029 -1 26 25
0 26 2
1 2 2
2 22 2
3 2 22
4 22 2
5 26 25,
3 26 2%
60 26 26
90 26 25,
91 13 -1 14
| 257] | 258 Aol
2038 -1 26 25
0 26 2%
1 22 2
2 2 2
3 22 2
4 22 2
5 26 2
30 26 2%
60 26 25!
% 26 26
91 26 25
| 270] | 270} [
2045 -1 13 13,
0 26 2
1 2 2
2 22 2
3 2 P2
4 2 1 2
5 26 2%
30 26 2%
60 26 206
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90 26 2 2
91 26 26!

I | ==
2046 -1 26 26
0 26 25!
1 2 2
2 n 2
3 2 @2
q 2 2
5 26 26
30 26 26/
60 26 1 25!
20 26 26/
91 26 26/
| 270} { 269/
2048 -1 26 26
0 26 2%
1 2 22
2 2 2
3 2 2
4 2 2
5 26 %
30 26 25|
60 0 0
9 26 26
91 26 25

| 244) | 244) []
2053 -1 26 26
0 26 2%
1 2 2
2 2 2
3 2 2
4 22 2
5 26 25|
30 26 2%
60 26 %
90 26 25
91 13 B 14
| 257) | 253
2058 -1 26 25
0 26 25|
1 2 2
2 22 2
3 2 2
4 22 n
5 2 2%
30 26 2%
60 26 %
N 26 2%
9 13 13

| 251] | 257) 0
2076 -1 26 2%
0 26 25|
1 2 2
2 2 2
3 22 2
4 22 n
5 26 25
£ 26 25
& 26 %
€0 n 25|
91 26 25

I =m| 0
2077 1 26 %
26 20
22 b2
2 2 n
3 2 2
1 22 2
5 26 %
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30 26 26
60 26 2%
% 26 25!
9 26 1 25
| 270] | 260)
2054 1 26 2%
0 26 2%
1 22 22
2 2 2
3 2 2
4 2 2
5 26 2%
30 26 %
60 26 2%
90 26 2%
91 26 25

[ 20| | 270 0
2065 -1 26 25
0 26 %
1 2 2
2 2 2
3 2 2
a4 2 2
5 26 2%
30 26 2%
60 26 2 2
20 26 2%
91 26 26

2071

288Eunewmmon
w
=

20m

I S

2073

g.
A
25

E2Euv o wwwnr
~
b
»
g

LR

[ 270] [ 270 0

! 2% b3
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4 2 2
5 26 %
0 26 %
€0 26 %
S0 26 2
a9 26 6

| 270] | 270) [}
2089 -1 26 26|
0 26 26
1 22 rz
2 2 2
3 2 2
4 2 2
5 26 %
30 26 26|
] 26 6
90 26 26|
9 13 13

| 257] | 257| 0
2085 -1 26 %
0 26 %)
1 22 2
2 22 2
3 2 2
1 2 2
5 26 26
30 0 0
&0 26 %
0 26 %
9 13 13

{ 231 | 231 )

09 1 2 2 BE L TSI |
0 26 26|
1 2 2
2 2 n
3 2 Q
4 2 2
5 26 1 =
30 26 6
] 25 2%
S0 26 8 18
9 26 26
I i'}SI 258
2088 -1 26 2 24
0 26 26
1 2 2
2 22 22
3 22 2
L} 2 22
5 26 26
30 26 1 5
()] 26 2%/
90 26 1 5
s 26 26
[ 220] | 266/
2086 1 13 13
0 26 26
1 22 2
2 2 2
3 22 2
4 2 2
5 26 6
0 26 2
€0 26 2
90 26 %
9N 26 1 25
N | 257| | 25
2087 - 13 13
0 26 26
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1 2 2
2 2 2
3 2 2
4 2 1 2
5 2% i
30 26 %
60 2% %
90 26 %
o 13 13
| 244) | 243
2100 -1 2% 26|
0 2 6!
1 2 1 n
2 22 2
3 2 2
4 2 2
5 25 1 s
30 26 26|
@ 26 6
%0 2% %
N 26 26
| | | 268
2106 -1 26 26|
0 26 %
1 22 a
2 22 2
3 n n
9 22 2
s 26 %
30 26 %
& 26 26
90 2 %
s 26 26/
- 270) 268
2110 -1 26 %
0 26 %
1 2 2
2 22 2
3 22 2
4 2 2
5 26 20
30 26 26|
80 26 26|
90 26 %
9 26 26

[_2n] [ » 0
2116 -1 26 26
0 26 26/
1 2 2
2 2 2
3 2 2
4 2 2
5 26 v
30 26 %
60 26 2%
90 26 %6
91 26 26

| 270 [ 270 0
2109 1 26 26
0 26 %6
1 21 2
2 22 2
3 2 a2
q 2 2
5 26 6
30 26 2%
60 26 %
90 26 26
91 26 26

370 [ om) 0
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2113 -1 26 26
0 26 26
1 22 22
2 2 22
3 2 2
4 2 22
5 26 26
30 26 26
() 26 20|
20 26 26
91 26 26
| 70| | 270) ]
2115 -1 26 7 19
[} 26 25 1
1 2 2
2 22 22
3 22 22
a 22 22
s |
30 26 26|
60 26 26,
90 26 26
91 2 -12 14
246 224
2136 -1 26 26|
0 26 22 4
1 22 22
2 2 22
3 22 22
4 2 22
5 26 26
30 26 26,
60 26 26
90 26 26
91 26 2 24
| 270} | 246)
2140 -1 26 2 24
0 26 21 5
1 22 1
2 22
3 22 1
4 2
5 26
30 26
60 26
20 26
91 13 4
| %7] |
2137 -1 26 26
0 26 24 2
1 22 22
2 22 2
3 22 22
4 22 2
5 26 26,
30 26 26
60 26 26|
90 26 26
91 13 13
| 57| | 233
a0 1 %6 26
0 26 26!
1 22 22
2 22 2
3 22 n
a 2 22
S 26 26
0 2% 26
26 26
20 26 26
S1 26 26,
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| 210| | 270] 0
2127 -1 6 26,
0 26 26|
1 22 2
2 2 22
3 2 22
a 22 22
5 20 26
30 26 26,
26 26!
%0 26 26
91 26 26/

| 270 | 270) 0

p

2138 -1 26 26,
0 26 26
1 22 22
2 2 2
3 2 22
4 22 22
5 26 26
30 26 26
60 26 26,
90 26 26
91 26 1 25
270] 269)
2143 -1 26 26
0 6 26
1 22 22
2 2 22
3 22 22
B 22 22
s 26 26
30 26 26
60 26 1 25
%0 26 1 25
9 26 26
| 270] | 268
2146 -1 26 26
0 26 26|
1 22 22
2 22 1 21
3 2 22
4 2 22
5 26 26
30 26 26
60 0 0
20 0 0
91 0 0|
| 192] | 191
2148 -1 26 26
0 26 26
1 22 22
2 2 22
3 22 22
4 22 22
5 26 26
30 2% 26
60 26 26,
20 26 26|
91 26 26

270) [ 270] 0
~ 2158 1 6 26
[} 2% 26
1 22 22
2 2 22
3 22 22
a 2 22
) 26 26,
30 26 1 25
60 26 26




PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 51 of 77

% 26 26|
91 26 1 25

i [ —
2165 1 26 26
0 26 25/
i 22 n
2 22 2
3 22 282
4 2 2
5 26 25|
30 26 25
(] 26 26
% 26 26
91 26 5 21
| 270} | 265
2174 -4 26 26)
0 26 26
1 2 2
2 2 2
3 2 2
4 2 2
] 26 2
30 26 2 2
60 26 25!
% 26 26,
9 26 25!
L 2n [ e
217% -1 26 25
0 26 25/
1 2 2
2 22 n
3 2 2
4 2 2
5 26 %
0 26 2%
] 26 25
2 26 1 25
91 26 25
| 270 | 263
2187 -1 26 2%
0 26 25
1 2 2
2 2 2
3 2 2
4 22 n
5 26 %
30 26 2%
60 26 2%
0 26 26
91 26 25/

| 270] [ 27 0
2197 -1 26 %
0 26 %
2 2
2 2 2
3 2 2
4 2 2
5 26 2%
» 26 206
60 26 2%
o 26 25
9 26 25|

L I )IGI l )NI o
2209 1 13 13
0 26 2%
1 r 2
2 2 b2}
3 2 2
4 22 2
5 26 2%
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£ 26
€0 26
S0 26
a 21 S
25 |
2162 1 18 18]
0 26 6
1 22 2
2 22 2
3 22 2
4 2 n
5 26 %
0 26 %
€0 26 %
%0 26 %
9% 26 26
| 262] | 262] [
2164 -1 26 %
0 26 %)
1 22 2
2 2 2
3 22 2
4 2 2
5 26 26|
n 26 2%
(] 26 %
%0 26 2 24
9 23 4 19
| 267] 261
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Sample
Number missing from

Sample Discrepancy Discrepant  Celerion file
1 day 50 sample not received by Celerion. Per source all

2007 samples were collected. 1 IPF2A
1day 1 sample not receved by Celerion, Per sourceall

2023 samples were collected, 1 1-OHP
Per source no back up, but one back up was received by

2029 Celerion [4-ABP] 3
1day 4 sample not received by Celerion. Per source all

2045 samples were collected. 1 NNN/NNAL
1 day 90 sample not received by Celerion. Per source all
samplas were collected. 1 Creatinine
1day 50 sample not received by Celerion. Per source all
samples were collected. 1 MHBMA
1day 60 sample not received by Celerion. Per source all

2046 samples were colelcted. 1 4-ABP
Per source no back up, but one back up was received by

2053 Celerion [11-DTX-B2) -1
1 Day 91 sample not received by Celerion. Persource all

2077 samples were collected. 1 Nic-Eq
2 day 60 samples not received by Celerion. Per source

2065 all samples were collected. 2 230HBAP

2 samples not recevied by Celerion. Per site source
note, only 5 back up samples were collected for Day-1.
Celerion received 7 back up samples {1 Nic; 1 OHP; 1

2079 HEMA; 1 NNN; 1HPMA; 1SPMA; 1 MHBMA. 2
1 Day S sample not received by Celerion. Per source all
2079 samples were collected. 1 11-D7X-82
1iPF23; 1 Nic;
2 Creatinine; 2
8 Day 90 samples notreceived by Celerion. Per source OHP; 211 DTX-
2079 all samples were collected. 8 B2
2day -1 samples not received by Celerion. Per source 1Creatinine; 1
2085 all samples were collected. 2 iPF2A
1day 5 sample not received by Celerion. Per source all
2085 samples were collected. 1 OHP
1day 90 sample not received by Celerion. Per source all
2085 samples were collected. 1 MHBMA
1 Day 91 sample not received by Celerion. Persource all
2086 samples were collected. 1 Nic-Eq
1 Day 4 sample not recevied by Celerion. Per source all
2087 samples were colelcted, 1 HEMA
1 Day 1 sample not received by Celerion. Per source all
2100 samples were collected. 1 OHP
1 Day 5 sample not received by Celerion, Per source all
2100 samples were collected. 1 SPMA
1 Day 1 sample not received by Celerion. Per source all
2106 sampies were collected. 1 OHP
1day 5 sample not received by Celerion. Per source all
2106 samples were collected. 1 SPMA
1 Day 1 sample not received by Celerion. Per source all
2116 samples were collected, 1 OHP
14A8BP; 1
OHBaP; 1
HEMA; 1
NNN; 1
HPMA: 1
7 Day -1 samples notreceived by Celerion. Per source SPMA; 1
2115 all sampleswere collected. 7/ MHBMA
All except 1
25 Day 0 samples not received by Celerion. Per source HPMA

2115 all samples were collected. 25 sample.
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2Day 5 samples were not recevied by Celerion. Per
2115 source all samples were colleted. 2 1Nic; 1 NNN

Per source only primary OHP and Nic were processed.
Celerion received 14 samples. [1 11DTX82; 1 4ABP;
10HB2P; 1 Creatinine; 1 HEMA; 2 HPMA; 1 iPF2a; 1

2115 MHBMA; 1 Nic; 2 NNN; 2 SPMA| 12
Creatinine;
22 Day 0 samples were not received by Celerion. Per Nic; NNN;
2136 source all Cay 0 samples were collected. 22 OHP
2day 91 samples were not received by Celerion. Per 11107TXB2;1
2136 source, all samples were collected. 2 OHP
2day -1 samples not received by Celerion. Persource
2140 all samples were collected 2 20HBaP
14ABF; 1
HEMA; 1
HPMA; 1
21 day 0 samples notreceived by Celerion. Per source SPMA; 1
2140 all samples were collected. 21 MHBMA
1Day 1 sample not received by Celerion. Per source all
2140 samples were collected. 1 NNN/NNAL
1 Day 3 sample not received by Celerion, Per source all
2140 samples were collected. 1 NNN/NNAL
Per source no back up, but four back ups were received.
2140 [Creatinine; iPF2a; 11 dtxb2; HEMA] -4
All missing
except 1
24 day 0 samples notreceived by Celerion. Per source Creatinine
2137 all samples were collected. 24 and 1 0HP
1 Day 91 somple not received by Celerion. Per source all
2138 samples were collected. 1 Creatinine
1 Day 50 sample not received by Celerion. Per source all
2143 samples were collected 1 SPMA
1 Day 90 sample not received by Celerion. Per source all
2143 samples were callected. 1 IPF2A
1Day 2 sample not received by Celerion. Per source all
2146 samples were collected. 1 Creatinine
1 Day 30 sample not received by Celerion. Per source all
2155 samples were collected. 1 4-ABP
1Day 91 sample not received by Celerion. Per source all
2155 samplas were collected. 1 Nic-Eq
1Creatinine; 1
iPF2A;1 11
S Day 91 samples notreceived by Celerion, Per source dtxp2; 1 Nic; 1
2165 all samples were collected. 5 OHP
2 day 30 samples notreceived by Celerion. Per source 1NNN; 14-
2174 all samples were collected, 2 ABP
1day 90 sample not received by Celerion. Per source all
2176 samples were collected. 1 NNN/NNAL
Per source only 21 samples were collected. Allsamples
received by Celerion. [1 Nic; 1 OHP; 1 110TX; 1iPF2a; 1
2209 Creatinine) 1
2 day 90 samples not received by Celerion. Per source
2164 all samples were collected. 2 230HBaP Missing result expected.
10HP; 1
110TXB2; 1
4 day 4 samples not received by Celerion. Per source 23 OHBaP; 1
2164 samples were collected and 19 were received. 4 SPMA The 11 DTX82 maybe be a missing result.
2 day 90 samples notreceived by Celerion. Per source
2196 all samples were coliected 2 230HBaP Missing result expected
1day 90 sample not received by Celerion. Per source all
2196 samples were collected. 1 130HBaP Missing result expected.
1Creatinine; 1
4 day 60 samples notrecelved by Celerion. Per source iPF2a;111

2200 ali sampleswere collected 4 OTX; 1Nic
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2 day 90 samples not received by Celerion. Per source

2200 all samples were collected. 2 2 30HBaP Missing result expected
2 day 60 samples not received by Celerion. Per source
2212 all samples were collected. 2 2 30HBaP Missing result expected

Per source 4 day 91 samples were collected. S samples
receved by Celerion. [Source says 1 Nic; 1 OHP; 1
1107X; 1IPF2a. Celerlon received 1 4ABP; 1 HEMA; 2
2212 NNN; 1 MHBMA] -1 Missing result expected for NNN.

2 Samples for dropped subject sent. 13 collected per
2205 source. Recorded to track discrepancy in number. 13

Per source no back up samples were collected. Celerion

2230 recaived 5 back up samples [1 4ABP; 1 HEMA] -2
1day -1 sample not received by Celerion. Per source all

2285 samples received. 11iPF2A
1 Day 4 sample notrecevied by Celerion. Per source all

2287 samples were colelcted. 1 1 HEMA
1 Day 1 sample notreceived by Celerion. Per source all

2303 samples were collected. 110HP
1 Day 91 sample not received by Celerion, Per source all

2303 samples were collected. 1 1 Nic
1 Day 2 sample notreceived by Celerion. Per source all

2298 samples were collected. 1 NNN/NNAL
1 Day 3 sample not received by Celerion. Per source all

2298 samples were collected. 1 NNN/NNAL
1 Day 4 sample notreceived by Celerion. Per source all

2298 samples were collected. 1 NNN/NNAL
1 Day S sample notreceived by Celerion, Per source all

2998 samples were collected. 1 NNN/NNAL

Per source no back up samples were collected. Celerion

2330 received 2 back up samples [1 20HBaP; 1 NNN] -2
1Day 1 sample notreceived by Celerion. Per source all

2334 samples were collected. 1 NNN/NNAL
1 Day 0 sample notreceived by Celerion. Per source all

2340 samples were collected. 1 ABP
1 Day 5 sample notreceived by Celerion. Per source all

2340 samples were collected. 1iPF2A
1 Day 91 sample not received by Celerion, Per source all

2340 samples were collected. 1 SPMA
1 Day -1 sample not received by Celerion. Per source all

2274 samples were collected. 1 1IPF2A

2 Day 30 sample not received by Celerion. Per source all
2351 samples were collected. 2 2 NNN/NNAL
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Subject Day Issue Recommended Action Finding
The Day 2 split 1 sample
appears to be mis-coded as Celerion file
a day 3 sample. Date of day |Check tube to confirm if the split 1 sample |updated and no
2048|Day 2 2 visit is 01 Feb 14. dated 01 Feb 14 is a Day 2 sample. issue noted
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Subject Reason # of Samples Expected Varies

Subject withdrew consent. No Day 60, 90,0r 91
2146 samples collected.

Subject dropped during Day 1. Should have only Day
2205 -1and 0.

Subject dropped during Day 6. No day 30, 60, 90, or
2225 91.

Only Day -1 and 0 samples collected. Subject
2292 withdrew consent.
2344 Pl withdrew subject before Day 90 and 91
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ZRHM-REXA-08-US Investigational Plan for Sample
Reconciliation by Covance CRAs at Celerion’s Lincoln, NE site

Final Version 1.0
2Mar2015

The purpose of this document is to describe the plan to reconcile bioanalytical sample data
between the Covance clinical sites and Celerion’s bioanalytical laboratory in Lincoln, NE. The
steps will be performed by Covance Clinical Research Associates (CRAs) with assistance from
Celerion and Covance Data Management. The data will be reconciled in regards to the collection
at the Covance clinical sites, receipt at Celerion and reporting by Celerion.

Two main activities will take place. A manual sample reconciliation and a random sample audit.

A. Manual sample reconciliation.

1. Covance CRAs will compare Celerion’s files against collection logs and processing logs
(sourcc) at the Covance Dallas Clinical Research Site. Spreadsheets will be created for
each analyte to report number of samples expected 1o be collected for each subject vs.
number of samples actually collected for each subject, broken down by time point.
Discrepancies will be noted in the files. The different types of discrepancies noted are
broken down in step two.

2. Following the CRA’s manual reconciliation at Covance Dallas Clinical Research Site, the
CRAs will send to Celerion and PMI a list of samples identified as being discrepant (data
reported in Celerion’s file that does not match source at Covance Dallas Clinical
Research Site).

Discrepancies will be broken down into S types:

Type | - Sample was protocol required, but not collected.

Type 2 - Sample was reported by Celerion, but no supporting source exists at clinical site.
Type 3 - Sample was collected by Covance, but not received by Celerion.

Type 4 - Incorrect Collection Date reported in Celerion’s file.

Type S - Incorrect data other than collection date reported in Celerion’s file.

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0
2Mar2015
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For issue type 1 — Protocol required samples that were not collected will be compared
against protocol deviations (PD) to see if there is documentation/an explanation for why
it was not collected, processed or sent. If no PD exists, one will be created. These
samples do not need to be reviewed manually.

For issue type 2 - Samples reported by Celerion without confirmation of collection at
clinical site, will require further investigation and will be noted in the list of samples to
be pulled for manual review. Covance will compare the Covance label against the
Celerion label and if they are in agreement the results will not be reported because there
is no source at the clinical site to support the data. If the Celerion label does not match
the Covance label, Celerion’s database will be updated to reflect what is on the Covance
label. Any time the Celerion database is updated, output will be produced so the Covance
CRA can verify the change was made successfully.

For issue type 3 - Samples collected and processed by Covance, but not reported by
Celerion will be documented as lost. PDs will be cross-checked to determine if there is an
explanation for why a sample was not sent. Samples will be listed in a NTF to document
they were lost.

For issue type 4 - Incorrect Collection Date reported in Celerion’s file. - The Visit Day
and Subject ID on the Covance labels will be compared against the Celerion labels and if
they match, no further action is needed. If the Visit and Subject ID do not match, the
discrepancy will be investigated and if deemed necessary, Celerion’s database will be
updated to reflect what is on the Covance label. Results will be provided so Covance can
verify the change was made correctly.

For issue type S - Incorrect collection dates in Celerion’s files will not be corrected. The
samples will be pulled and the Covance and Celerion labels will be compared to ensure
they are coded correctly. If the labels do not match, Celerion’s database will be updated
and Covance will verify. The dates will not be corrected in Celerion’s file because the
data from Celerion is merged into the clinical database (RAVE), based on the Subject 1D
and Visit Day. The collection dates in the Celerion file will not be used. Instead, the
collection dates in RAVE (all have been source document verified by Covance CRAs)
will be used. Covance will provide the spreadsheet that documents the correct collection
date to Celerion for their records.

3. Following receipt of data transfers from Celerion to Covance Data Management (DM),
discrepancies were raised by Covance DM and addressed by Celerion. The CRAs will

ZRHM-REXA-08-1IS
Investigational Plan
Final V 1.0
2Mar2015
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review the list of discrepancies against the list of discrepant samples identified during the
manual check of Celerion’s QA reviewed electronic data files against site source data.
Any issues that have not already been identified will be added to the list to be manually
checked at Celerion (Covance label will be compared against Celerion’s label and
updates made to Celerion’s database if necessary).

4. In cases where type 2 and type 4 discrepancies are located at Celerion Zurich, the
verification of samples will be performed by Celerion Zurich personnel as agreed with
the Bionalytical Principal Investigator. Celerion will check the Covance label against the
Celerion label.

B. Random sample audit
1. PMI will generate and send to Covance and Celerion a random list of samples that will
additionally be checked at Celerion.

2. Randomly selected samples list will include samples from all clinical sites to ensure QC
of the full set of samples associated with ZRHM-REXA-08-US study.

3. The CRAs in collaboration with Celerion will perform the reconciliation (compare
Covance label against Celerion label) of randomly selected samples to ensure sample
traceability from collection on site up to EDC. 1f the Subject 1D and Visit Day on the
labels match, it is evident that the data was loaded into EDC correctly, as Celerion data is
loaded/merged based on the Subject ID and Visit Day. If discrepancies are noted between
the two labels, PMI will be notified and further actions will be discussed.

4. A spreadsheet will be created to list the samples to be randomly checked. Covance will
mark an X in one column and Celerion will mark and X in another column, next to each
sample that has been verified as correct. If issues are found, they will be documented in
the spreadsheet in line with the discrepant sample.

In all cases, discrepancies will be noted, investigated, provided 1o and discussed between
Covance, Celerion and PMI and necessary actions decided and documented. A meeting will be
scheduled at the end of each day the Covance CRAs are on-site to discuss progress and findings.
The meeting will be attended by the Covance CRAs, Covance PM and Celerion. The Covance
PM will then update PMI via cmail or meeting held the next moming, depending on types of
issues found. If unexpected issues are found, they will be discussed with PMI.

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0
2Mar2015
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Celerion has already reviewed the current data listings within the Watson database, noted any
errors and corrections made from the data uploads and sent this list to Covance and PMI.

Upon completion of the reconciliation process a report will be generated, including
e This investigation plan as an amendment

e Any additional steps taken not outlined in this plan

* 18 Spreadsheets listing each discrepancy and the action for cach discrepancy.

e Summary of issues found and the corrective actions taken

The visit is planned for March 3" to 5™ 2015. The reconciliation team will consist of two
Covance CRAs, a Sample Management Associate and the Bioanalytical Principal Investigator
from Celerion to support the CRAs as needed.

The Covance CRAs will not be allowed to perform any changes to the label of the samples. Any
changes, in case necessary, are to be performed by qualified Celerion staff and to be documented
as per Celerion’s Quality Management System (QMS).

The resolution of discrepancics identificd by the CRA’s will be discussed together with Celerion

and PMI prior to implementation and documented as required by the QMS of Covance or
Celerion respectively.

Date Signaturc

Dimitra Skiada
Manager Clinical Study
PMIR&D PASS

Date Signature

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0
2Mar2015



PMI RESEARCH & DEVELOPMENT

5B
VAN
05

L]
Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 67 of 77
{8y
%ﬁ%ﬁ%&g’ PHILIP MORRIS
)li@; Gy % PRODUCTS S.A.

PMI RESEARCH & DEVELOPMENT

Kirk Newland
Technical Director Tobacco Science
Celerion

Date Signature

Jasmine Ropers
Project Manager
Covance Early Clinical Development

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0
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Technical Director Tobacco Science
Celerion

Date Signature

Jasmine Ropers
Project Manager
Covance Early Clinical Development
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Celerion has already reviewed the current data listings within the Watson database, noted any
crrors and corrections made from the data uploads and sent this list to Covance and PMI.

Upon completion of the reconciliation process a report will be generated, including

This investigation plan as an amendment

Any additional steps taken not outlined in this plan

18 Spreadsheets listing each discrepancy and the action for each discrepancy.
Summary of issues found and the corrective actions taken

The visit is planned for March 3% to 5" 2015. The reconciliation team will consist of two
Covance CRAs, a Sample Management Associate and the Bioanalytical Principal Investigator
from Celerion to support the CRAs as needed.

The Covance CRAs will not be allowed to perform any changes to the label of the samples. Any
changes, in case necessary, are to be performed by qualified Celerion staff and to be documented
as per Celerion’s Quality Management System (QMS).

The resolution of discrepancies identified by the CRAs will be discussed together with Celerion
and PMI prior to implementation and documented as required by the QMS of Covance or
Celerion respectively.

Date Sivgr%
02. 4450 _3Q1S ({.\é_/

Dimitra Skiada
Manager Clinical Study
PMI R&D PASS

Date Signature

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0
2Mar2015

PMI RESEARCH & DEVELOPMENT

Confidential
Page 69 of 77



AR
:’ﬁ,@%‘i PMI RESEARCH & DEVELOPMENT

L]
Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 70 of 77

b ¥y PHILIP MORRIS

PRODUCTS S.A.

PMI RESEARCH & DEVELOPMENT

02~ Mar- dotJ “4 Z/-/Z 7 y ) 7

Kirk,Ncwland

Technical Director Tobacco Science
Celerion

Date Signature

2Mar20lS gwmru/&’

JaSmine Ropers
Project Manager
Covance Early Clinical Development

ZRHM-REXA-08-US
Investigational Plan
Final V 1.0

2Mar2015



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 16.1.9 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 71 of 77

| *
CeleriRn
Applied Translational
edicine

‘ NOTE TO FILE ID: | NTF-AA99128-AA99598-Sample Traceability Investigation I

GENERAL DESCRIPTION OF Statement on sample traceability for study ZRHM-REXA-08-US |
ISSUE:

Initial Sample Receipt and Check-In

During the execution of study ZRHM-REXA-08-US (AAS9128/AA99598) multiple issues related to the
receipt and traceability of the clinical samples. For this study Covance Central Laboratory did not receive
or review the samples prior to shipment to the bicanalytical laboratories. Two clinical sites were
employed for the clinical study (Daytona Beach, FL and Dallas, TX). A total of 67 shipments of clinical
samples were received between 29-lan-2014 and 01-Oct-2014.

The clinical sample shipments were to be preceded by an electronic shipping list. Once the samples were
received they were counted by the Celerion sample management team, verified against the electronic
shipping list, and relabeled with a Celerion Watson LIMS barcoded label. The Watsen LIMS label was
affixed in a manner to ensure the original clinical label was not obscured. Discrepancies between the
primary records, the electronic sample shipping list and the clinical sample label, were recorded and
reported to Covance project management. Discrepancies were identified as the shipments were received
and notonly at the end of the clinical study. When possible the paper records were used to further
elucidate any discrepancies between the electronic shipping lists and the clinical sample labels. Typically
discrepancies were resolved through communication between the Covance project management team
and the site personnel.

A review of the records confirms that shipments from the Daytona site remained consistent in terms of
the electronic shipping lists, sample labeling and shipment paperwork. The paper records received from
the Dallas site did change over time. Copies of the paper requisition forms from the Dallas site were not
included in later shipments. Additionally the paper shipping list was poorly produced. As these were not
to be used to establish initial sample traceability (the electronic shipping list verified against the clinical
sample label were), no issue was raised by the bioanalytical site at the time of the receipt of the clinical
samples.

Missing Samples ldentified by Celerion

Towards the end of the clinical phase of the study Celerion notified the sponsor and Covance thata
significant number of samples remained unreceived. This notification was provided in July and August of
2014, In August this issue was noted in the meeting minutes for the ERS-09 study. After the scheduled
date of the expected final shipment Celerion notified the sponsor and the Covance team that
approximately 5,700 samples (mostly back-up samples from the Dallas site) had not been received.

Initial Semple Reconciliation Process

Using the Watson LIMS database a non-QC reviewed spreadsheet was provided to Covance to assist inthe
identification of the missing samples. The spreadsheet was produced manually by the Bioanalytical
Principal Investigator as a quick reforence of the samples that had been received for the study. Tha
expected samples were identified based on the protocol design. For the purpose of generating a quick
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reference for the missing samples, active subjects were idertified by the receipt of some other samples
for the subject.

The spreadsheet of missing samples was provided to the sponsor and the global preject management for
Covance (initial spreadsheet sent 23.Sep-2014). It was confirmed that samples were missing. Additional
resources were put into the search for additicnal clinical samples, mostly from the Dallas clinical site.

Receipt of Missing Clinical Samples

From the end of August through October 1* multiple shipments of samples were received and reconciled
at Celerion. During this period of time of rapid shipment and check-in of samples additional discrepandes
were identified by Celerion. The Project Management team from Covance worked directly with the sites
to provide updates and discrepancy resolution. The spreadsheet generated by Celerion to identify
possible missing samples was used by the Covance project management team as a tool to help identify
possible discrepancies and missing samples.

As agreed with the sponsor, for subjects/time points where some available urine samples had been
collected, samples would be shared as valume allowed to complete analysis for some groups for which
aliquots were not received. A list of the clinical samples that were shared between assays is included
within this document. The sharing of samples was limited by the condition of storage and the location of
the analysis.

Sponsor QA Audit of Study

Onthe 6™ and 7" of November, 2014, 2 auditors from PMIP and a third party auditor frem CVO-Europe
performed an audit of study ZRHM-REXA-08-US (AA99128/AA99598). A review of the paper shipping
records, and sample traceability issues occurred. Scannad copies of a few examples of the shipping
records from each site were provided to the PMIP auditors. The audit report concluded that Celerion has
quality processes for the establishment of sample traceability.

Final Data Reconciliation

After reconciliation between the Celerion and Covance PM team was completed, two outputs were
provided by Celerion. The first output was the complete set of bioanalytical results sent via the Covance
secure FTP site to the data management team after completion of the analysis. The second was a list of all
clinical samples that had been received for the study which was provided to the Covance PM team and
the sponsor via email {19-Jan-2015).

The bioanalytical QA reviewed data was reconciled by the Covance data management team by
comparison to the clinical data set. Multiple corrections were identified that were primarily related to two
issues. The first issue was the inadvertent inclusion of some back-up samples that had not been assayed
within the final data set. For this study only 1 result for each collection should have been included within
the data output.

The second issue was an error in the uploaded Visit codes which were traced back to errors in the
electronic Sample Manifests that were received with the samples. It was additionally noted that a
significant number of collection dates were also erroneous again due to problems with the electronic
Sample Manifests. Celerion was able to correct the inclusion of a small number of non-assayed back-up
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samples within the data sets and the incorrect Visit codes based on the nominal collection days which had
been confirmed against the clinical sample tubes. Celerion did not perform any correcticn to the dates of
collection. Corrections related to the dates of collection were performed by the Covance data team by
merging the bioanalytical data with the finalized clinical data set.

Final Samples Received Reconciliation

Using the list of samples received provided by Celerion, the Covance team worked to reconcile this list
with the clinical records according to the investigational plan. The following were key issues noted:

Type 1: Sample was protocol required, but not collected

Type 2: Sample was reported by Celerion, but no supporting source exists at clinical site.
Type 3: Sample was collected by Covance, but not received by Celerion Inc.

Type 4: Incorrect Collection Date reported in Celerion’s file

Type 5: Incorrect data other than collection date reported in Celerion's file

The sponsor requested to have clinical monitors from Covance travel to Celericn-Lincoln to perform a
physical review of a select number of samples to resolve the outstanding issues. Initially it was hoped that
the clinical sample labels could be used to corfirm the collection time points with a hand written
collection date. It was however confirmed by Celerion that the clinical sample labels did not include the
collection dates.

The scope of the investigation was therefore limited toa verification of the existence of samples noted as
not collected (Type 2) and matching of the clinical and bioanalytical lebels (Type 4). In addition the
sponsor selected random samples to have the labels verified.

The Covance monitors were present at Celerion-Lincoln for the physical verifications. The verifications at
the Celerion-Zurich site were performed and documented by the responsible local bicanalytical principal
investigator. At both sites 100% of the samples reviewed confirmed the identities provided by Celerion.
There were no instances of labeling discrepancies. Samples noted to have been received, without clinical
source documentation, were confirmed as present.

Confirmation of Sufficient Clinical Documentation to Support Sample Traceability
After the conclusion of the above listed investigations Covance confirmed that they have sufficient clinical

documentation to support the sample traceability for all of the samples listed as present at the Celerion
site.
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| AA99128-01and 2 | Nicotine | Plasma 2680 2680 2593 2593 2555 0 0
’ AAS9128-03 CEMA Urine 1760 1760 1655 1634 1633 2 0
| A%99128-04 | NNAL* | Urine 1760 1760 1583 1543 1611 0 0
AAS9128-04 J‘ NNN* Urine 1760 1760 1656 1615 1611 1 [s]
AAG9128.-05 HEMA Urine 1760 1760 1657 1615 1633 0 0
AA99128-06 and 13 | NicEq Urine 1760 1760 1645 1611 1630 1 3
AA99128-07 3-OH BaP | Urine 1760 1760 1654 1613 1598 1 0
’ AA99128-08 Caffeine | Plasma 480 480 453 453 447 0 0
| AAS9128-09 Aromatic amines | Urine 1760 17¢0 1657 1616 1633 0 0
AAS9128-10 ‘ CYP2AE l Plasma 480 480 453 458 448 20 20 0 (4]
AAS9128-11 11-dTXB2 | Urine 1120 1120 1031 997 1010 36 36 0 0
AAS9128-12 iPF2a-1ll Urine 1120 1120 1030 997 1025 37 36 0 0
AAS9128-14 Creatinine Urine 1760 1760 1654 1612 1606 72 72 0 0
AAS9128-15 Ames Urine 480 0 448 0 430 18 (t] 0 o]
AA99128-16 COHb Blood 2560 0 2293 1017 2149 49 49 201 23
AAS9598-01 SPMA Urine 1760 1760 1656 1615 1585 72 72 1 0
AAS9538-02 MHBMA | Urine 1760 1760 1658 1615 1586 72 72 2 0
AAS9598-03 1-CHP Urine 1760 1760 1651 1610 1580 72 72 1 1

*This assay was originally split into 2. We therefore planned to receive 4 aliquots, 2 for NNAL and 2 for NNN. The assay of NNN and
NNAL was completed with the same sample therefore the number of NNAL results are equivalent to the number of NNN results.

621 Rose Street « Lincoln, NE 68502 USA « Tel: 402-476-2811 « Fax: 402-939-0428
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Subcategory: Procedural

Effective Date: n'a

Site: Dallas, TX

Department /CC: Clinical Pharmacology / 3530

Communication

Gabricla Jacome 03 Jul 2013, 08:16 FM (GMT -3)

The following note to fike is to clarify the discrepancics in d icn b the subject source and processing

logs for blood and urine samples obtained during study conduct.

When a urine or blood sample is obtained, the time of collection is documented on the subject source. Then the sample
is delivered to the laboratory to be processed according 1o the manual i ions and di don the p 2
logs. The samplcs listed on the attached spreadsheet deviated from this process. The samples were obtained (as it was
verified with the source documents) and processed; however, the processing logs were not completed for these
samples. Celerion (the receiving laboratory) confirmed that the samples were p: d and ived in good
conditions.

Attachments

REXA-08 N'TF Processing Log Erors.xlsx (10KB);

Page 1of |
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