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3. LIST OF ABBREVIATIONS

Abbreviation Definition

AE Adverse event

ANCOVA Analysis of covariance

ANOVA Analysis of variance

ATC Anatomical Therapeutic Chemical Classification
BLQ Below the level of quantification
CHB Chronic hepatitis B virus

CRF Case Report Form

CSR Clinical Study Report

DMC Data Monitoring Committee

FAS Full Analysis Set

HD High Dose

ICS Intracellular Cytokine Staining
ITT Intention-to-Treat

LD Low Dose

LFNA Liver Fine Needle Aspirate

LLN Lower limit of normal

LOCF Last observation carried forward
MedDRA Medical dictionary for regulatory activities
PK Pharmacokinetics

PP Per protocol

SAE Serious adverse event

SAP Statistical Analysis Plan

SD Standard deviation

SOC System Organ Class
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TE Treatment emergent
ULN Upper limit of normal
WHO World Health Organisation

S-cubed Biometrics Ltd. Statistical Analysis Plan Page 7 of 92 Version 01-00, 06 JUNE 2022



Vaccitech /HBV001 CONFIDENTIAL

4. INTRODUCTION

This statistical analysis plan (SAP) explains in detail the statistical analyses that will be performed for
the Vaccitech study HBV0O1. The analysis is outlined within the study protocol version 9 (24NOV2021,
incorporating amendment 8.0), and this SAP contains a more technical and detailed description of
those analyses. In particular, information is provided on the definitions of the participant analysis sets,
and it also details the list of Tables, Figures and Listings (TFL) that will be produced by S-cubed
Biometrics for use and inclusion with the Clinical Study Report (CSR). The SAP has been written and
finalised before the database is locked.

The first 3 protocol amendments that were written for this study were written prior to any participants
being enrolled into the study. The following amendments have an impact on the analysis:

Amendment 3

e (larification was given on the HBV disease markers assessed in Healthy Volunteers and the
participants with CHB infection on each visit.

e C(larification given that the HDV antibody assessment will be applicable for the participants with
CHB infection only

Amendment 2
No changes that impacted the analysis were made in Amendment 2.

Amendment 1

e Transcriptomics were removed at all timepoints as these do not contribute significantly to the
study endpoints.

e C(larification of the function of the DMC, which is to review safety and tolerability in HBV0OO01 only
(not efficacy and immunogenicity)

The fourth amendment adjusted the inclusion criteria for CHB participants:

Amendment 4

e The inclusion criteria for the acceptable level for HBsAg for the CHB patients was raised from
40001U/mL to 100001U/mL.

The later protocol amendments altered the study design as a result of the COVID-19 pandemic and
to allow for the investigation of the impact of COVID-19 vaccinations, namely:

Amendment 5

e The exclusion criteria were updated to exclude participants who had received an adenoviral
vaccine 3 months prior to screening, or 3 months after vaccination with ChADOx1-HBV.

e The minimum data required to report an SAE was updated to be in line with ICH-GCP
guidelines.

Amendment 6
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e Addition of 2 cohorts of healthy volunteers.

o Cohort 5 consisting of 15 healthy volunteers who had received the AZD1222 vaccine
and

o Cohort 6 consisting of 15 health volunteers who had received the Pfizer MRNA
vaccine.

Amendment 7

e Amended to allow for the inclusion of participants who had received the Moderna MRNA
vaccine in Cohort 6.

Amendment 8
e Amended to allow for participants to have more than two doses of a COVID-19 vaccination.

All exploratory efficacy endpoints will be analysed separately from this SAP and will be an appendix
to the Clinical Study Report (CSR).

Any deviations from the protocol- specified analyses, and also deviations from analyses stated within
this SAP, will be described within the CSR.
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5. STUDY OBIJECTIVES

5.1. Primary Objective

Determine the safety and tolerability of different doses of a single vaccination of ChAdOx1 HBV in
healthy participants and in participants with chronic hepatitis B virus (CHB) infection and virally
suppressed with oral antiviral medication.

5.2. Secondary Objectives

e Determine the immunogenicity of ChAdOx1 HBV in (A) healthy participants and in (B) participants
with CHB, virally suppressed with oral antiviral medication.

e Determine the effect of ChAdOx1 HBV on the level of hepatitis B surface antigen (HBsAg) in
participants with CHB infection, virally suppressed with oral antiviral medication.

e Cohorts 5 and 6 only: Assess whether the receipt of prior ChAdOx1-SARS-CoV-2 vaccine (AZD1222)
results in decreased T cell responses to ChAdOx1-HBV, when administered 10-18 weeks prior to
ChAdOx1-HBV.

5.3. Exploratory Objective

Determine the effect of ChAdOx1 HBV on virological and immunological systemic and intrahepatic
changes in participants with CHB infection and virally suppressed with oral antiviral medication.

S-cubed Biometrics Ltd. Statistical Analysis Plan Page 10 of 92 Version 01-00, 06 JUNE 2022



Vaccitech /HBV001 CONFIDENTIAL

6. STUDY DESIGN

This is a Phase 1, first-in-human study of ChAdOx1-HBV. The study will be conducted in 40 healthy
participants and 12 participants with CHB and virally suppressed with oral antiviral medication. This
will be an open-label, non-randomised dose escalation study comparing the safety, tolerability and
immunogenicity of 2 different doses of ChAdOx1-HBV vaccine. T cell responses in healthy participants
who have received a prior two-dose series of AZD1222 will be compared with those who have received
at least two doses of the Pfizer mRNA COVID-19 vaccine or the Moderna COVID-19 vaccine. The study
design is shown in Figure 1.

Participants will be screened in the period Day -42 to Day -1. Informed consent will be obtained before
any study specific procedures are performed. Eligible participants will then attend the clinic to receive
study vaccine on Day 0. Participants will be enrolled sequentially.

The study will investigate the study vaccine as shown in Table 1 On Day 0, an electronic diary (eDiary),
tape measure and thermometer will be provided to perform self-assessment of local and systemic
reactogenicity. All participants will then have a follow-up telephone call on Day 1 and return to the
clinic for study assessments on Days 7, 14, 28, 84. Participants in cohorts 1-4 only, will also have follow
up visits on Day 56 and Day 168. End of study visit procedures will be performed at the final visit.

Five healthy participants will be administered the low dose first (cohort 1). Dose escalation will only
be initiated in the next 5 healthy participants (cohort 2) following Safety Monitoring Committee (SMC)
review.

Six CHB participants will be administered the low dose (cohort 3) before the dose escalation is initiated
in the remaining 6 CHB participants (cohort 4).

Thirty healthy participants (15 who have received two doses of AZD1222 [cohort 5] and 15 who have
received at least two doses of either the Pfizer or Moderna mRNA COVID-19 vaccine [cohort 6]) will
be dosed in parallel with the high dose used in cohorts 2 and 4.

The first participant in each of cohorts 1-4 will be assessed for 1 hour in the clinic post-vaccination in
case of immediate adverse events (timed after the end of study vaccine administration). All other
participants will be assessed for 30 minutes.

Five reviews of the safety, tolerability and available immunogenicity data will be performed by a SMC:

e First review: at least 48 hours after the first healthy participant has received the first low dose
of ChAdOx1-HBV vaccine. This review will occur before dosing the remaining participants in
cohort 1

e Second review: at least 48 hours after the last healthy participant has received the last low
dose of ChAdOx1-HBV vaccine. This review will occur before dosing high dose healthy
participants in cohort 2

e Third review: at least 48 hours after the last healthy participant has received the last high dose
of ChAdOx1-HBV vaccine. This review will occur before dosing low dose CHB participants in
cohort 3

e Fourth review: at least 48 hours after the first CHB participant has received the first low dose
of ChAdOx1-HBV vaccine. This review will occur before dosing the remaining low dose CHB
participants in cohort 3

e Fifth review: at least 48 hours after the last participant with CHB has received the low dose of
ChAdOx1-HBV vaccine cohort 3 before dosing high dose CHB participants in cohort 4
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A Data Monitoring Committee (DMC) will be appointed to perform unscheduled reviews of the
available safety and tolerability study data and make recommendations concerning the continuation,
modification or termination of the study if one of the study stopping or holding rules is met.

S-cubed Biometrics Ltd. Statistical Analysis Plan Page 12 of 92 Version 01-00, 06 JUNE 2022



Vaccitech /HBV001 CONFIDENTIAL

6.1. Study Procedures Flow Chart

Healthy Participants CHB Participants

Cohort1(N=5)LD || Cohort2(N=5)HD [ | Cohort3(N=6)LD [P Cohort4 (N=6)HD
ChAdOx1-HBV ChAdOx1-HBV ChAdOx1-HBV ChAdOx1-HBV

Healthy Participants

Cohort 5 AZD1222 (N=15)
HD
ChAdOx1-HBV

Cohort 6 Pfizer/Moderna
mRNA (N=15) HD
ChAdOx1-HBV
2.5x10%vp

Figure 1: Overall Study Design

Abbreviations: ChAdOx1-HBV=chimpanzee adenovirus-vectored hepatitis B virus vaccine; CHB=chronic hepatitis B virus;
HD=high dose; LD=low dose; N=number of participants; vp=viral particles.

6.2. Treatment Allocation

Table 1: Study Vaccine Treatment Groups in HBV001

Treatment Cohort Vaccine Single Dose N
Cohort 1 LD ChAdOx1-HBV 5
Healthy Participants 2.5x 10° vp
Cohort 2 HD ChAdOx1-HBV 5
Healthy Participants 2.5x 10" vp
Cohort 3 LD ChAdOx1-HBV 6
Participants with CHB 2.5x10° vp
Cohort 4 HD ChAdOx1-HBV 6
Participants with CHB 2.5x 10" vp
Cohort 5 HD ChAdOx1-HBV 15
Healthy Participants who have been vaccinated with AZD1222 2.5x 10" vp
COVID-19 vaccine
Cohort 6 HD ChAdOx1-HBV 15
Healthy Participants who have been vaccinated with Pfizer or 2.5x 10 vp
Moderna mRNA COVID-19 vaccines

Abbreviations: ChAdOx1-HBV=chimpanzee adenovirus-vectored hepatitis B virus vaccine; CHB=chronic hepatitis B virus;
HD=high dose; LD=low dose; vp=viral particles
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This will be an open-label, non-randomised dose escalation study. All participants will be assigned to
a dose in a sequential manner. Participants will receive study vaccine on Day 0 only.

S-cubed Biometrics Ltd. Statistical Analysis Plan Page 14 of 92 Version 01-00, 06 JUNE 2022



220 ANNT 90 ‘00-TO UOISIIA 640 ST a8ed ue|d sisAjeuy [ed13s11elS “PI] SILIBWOIG PagNI-§

X X X X X X X X [1] s3usAS as1aApE pPaldIOSUN

X X X [y] Aao1uaB0oroeal d1we1sAs/|ed07

X X X X X X X X X [8]susis [eA
X X X X X X paJinbau y1 uoneulwexa |ea1sAyd paydaiiq
X X uoleuiwexa |eaisAyd |jn4

sjuawssasse A1ajes 12Yy10

X [4]uoileAIaSqO UOIIRUIIIBA-}SO4

X uoljeuIeA

uoijeuden Apnis

X X X X X X X X [3]s1591 UOIOUNY JBAI
X X X X X X X X [p]Ansiwayoolg
X X X X X X X X [p] A3ojojeWwsey

s159) A1ajes pue AjjiqiSie Aiojesoqe

[2] (92Y-g) 35931 Adoueu8aud suun

sisAjeurn

[a]av AQH ‘8VSGH ‘QY ADH ‘QV AIH

AJ03s1y aseasip pue [ea1palAl

Y819 pue 1ysiaH

1431142 UOISN[IX3 puUB UOISN|dU|

>
X | X[ X[ X| X|X]|X

solydesSowaq

sajqerien AyjiqiSija/auljaseg

X JUasU0d pawoju|

(-1 sHoyod) -150d 0 -ald

-T S} 0Yyod
[elzF¥8 Aeg ?mww < >“_ a ) z¥8z Aeq T+vT Aea 1L Aeq T Aeg jutodawiy
£789T Aea 0Aeg 1- 01 zp-Aeq

Apnis jo pu3 dn-moj|o4 uoneuden uaas 1182/MSIA

3|NPaYIs SJUIAF pue 3wl °€'9

TVILN3AIINOD TOOAGH/ Yaa120eA




770 ANNT 90 ‘00-TO UOISIIA

7640 9T 28ed

ue|d sisAjeuy |ealsiels "p17 sallldwolg pagno-g

t[1]so1eaidse ajpasu auuy J9A17

(Ajuo 9 pue g s1i0yo2)
salpoqIjue guisijeJinau Joy poo|g

[3] Auo1uaSounwiwi Jejn|jad Joj poo|g

sjuawissasse Aydiuasounwiw|

(2gH-1ue ‘SyogH
‘YNY3d ‘sgH-nue ‘agH-nue ‘8yagH) aHd

(aAneinnuenb 8ysgH ‘YNQ AGH) GHD

(av2gH ‘qvsgH) siuedpnued AyyeaH

sJayJew aseasip AgH 104 poojg

SUOI1BIIPAW JUBHWOIUOD PUE JoLd

X

1saJa1ul _m_oQO JO SjuaA9
9SJOAPE puUe SJUDAS 3SIDAPE SNOLIBS

(-1 s1oyod)

£789T Aeq

[elz¥v8 Aea

(7-T suoyod)
€795 Aeq

z¥8z Aeq

T+vT Aea

1%L Aea

T Aeg

-1s0d

-aid

0 Aeq

1- 01 Zp-Aeq

julodawiy

Apmis jo pu3

dn-mojjo4

uoneuNdep

TEENER

11eD/ASIN

TVILN3AIINOD

TOOAGH/ Yaa120eA




770 ANNT 90 ‘00-TO UOISIIA 7640 LT 98¢ed ue|d sisAjeuy |ealsiels "p17 sallldwolg pagno-g

P102]]09 2q Isnwi Funsa) 1] Je pue YNI/Ld 10} poojq
‘SYNT 01 Sunuasuoos asoy) 10 ‘8§ Ae uo yN.IT 1eadar 03 1o11d passasse oq 3snw o[1yoxd uonengeo)) *A[Iqrdie Surujuod 10)e syYN.J T 03 Juasuod oym syuedionted gD ur A[uQ

SOI £q sisA[eue 10} SOINGJ 0l passadoid oq o,

101eS13SOAUT A1} JO UOIOSIP J& ‘QUI[aseq e dANeSau J]

uoneurdoea-jsod skep gz 01 dn pue Jisia oy Surmp pue Jsia snoradxd oy dours porrad oY) J9A09 03 SHSIA JIUI [[B 1. “PAUSIS ST JUISUOD PAULIOJUT O} dJBP ) WO JY ) Ul POPI0IdY
uoneuIddeA-)sod sAep ¢ 10J AIRI(JO BIA U} pue S)ISIA Jrurjo Juumnp painde)

ameradwoe) pue anssaid poojq ‘esyng

SOINUIW ()¢ J0J PISSASSE
2q Tnim syuedronted o) Y *(UONENSIUTIIPE SUIOOBA APN)S JO PUS A1) J0JJE PAWIT)) STUOAD SIOAPE JJBIPIWI JO ASEO UT INOY | JOJ PASSISSE aq [[IM 110700 [oea ur juedronred sy oy,

uIqnuIiq [8)0) pue LSV LTV ‘LOD ‘dTV JO JUIWINSBIN
[oued Anstwayooiq pue (I, 1. de pue YNI/Ld Surpnjour) A3ojojewaey [[nJ
Aquo syuedronred ojewd g

A3oj012s ADH pue ATH
103 paIsd) oq [im syuedronted [re ‘syuedronred Ayjjeay ur uop oq [[1m 159} daneyenb Sysgy (Afuo syuedronied gD ur ouop 2q (1M 359} oaneuenb SysgH pue 4501019 QY AQH

9 PuE  $}1040d 10§ HISIA Apmg Jo pug

3
[4]
(P
[]

[a]
[e]

sjuswissasse [euondoy

awi] ulquoJyloid=]d ‘s||22 Jeajpnuouow poo|q |esayduad=s)Agd

‘YNY dlwouas-aid=yNYySd ‘o1eJidse ajpasu aul} JoAI=YN4] ‘Ol1e] Pasi|ewJou [euolieulalul =yN| ‘Suluiels aupjolAd Jejn|jadeiul=s)| ‘sniia Aduapiapounwiwi uewny=AlH

‘snJIa @ siedaq=AQH ‘snJIA J siyledaH=ADH ‘uasdiue aoens g sieday=8ysgH ‘uadiue o g siieday=38yagH ‘snJiA g siyreday=AgH ‘uasdinue paje|as-aiod g sireday=38yogH
‘uiydousyopeuod sjuolioyd uewny e32g=0Jy-g ‘Apoqiiue adepns g siyreday=qysgH ‘Apoqiue 2102 g siyzeday=qyogH ‘asepirdadsueuy jAwein|3-ewwed=] 9o ‘pioe 219]anuoqAXosap=yNQd
‘snuIn g sineday dluolyd=gH) ‘eseulwesuel) aleliedse=]Sy ‘awil unnsejdoquolyl |ellaed pajeaide=] | 4e ‘aseuiwesued) aujuelje=]Ty ‘asejeydsoyd auijede=d7y :SUolleINIqQY

(-1 s1oyod) (b-T 5110403) -3sod 0 -94d
[elzFv8 Aeg H.wm < >“_ a z¥8z Aeq T+vT Aea 1%L Aea T Aeg jurodawiy
L7891 Aeq 0 Aea 1- 01 Zy-Aeg
Apmis jo puj dn-mojjo4 uoljeudep [TEEYEIN 1.2 /MsIN

TVILN3AIINOD TOOAGH/ Yaa120eA




Vaccitech /HBV001 CONFIDENTIAL

6.4. Interim Analysis / Data Monitoring

A Data Monitoring Committee (DMC) will be appointed to perform unscheduled reviews of the
available safety and tolerability study data and make recommendations concerning the continuation,
modification or termination of the study if one of the study stopping or holding rules is met.
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7. STUDY ENDPOINTS

7.1.

Primary Safety Endpoint(s)

Incidence of safety and reactogenicity events:

Adverse events and/or adverse events leading to study discontinuation
Serious adverse events

Grade 23 local and systemic reactions

7.2. Secondary Endpoints

7.3.

A multi-parameter index made of CD4+ magnitude, CD4+ avidity, and CD8+ magnitude

Mean reduction in HBsAg titre at Week 12 (Day 84) and Week 24 (Day 168) post-vaccination
(last visit)

Proportion of CHB participants with hepatitis B e-antigen (HBeAg) and HBsAg loss
Proportion of CHB participants with HBeAg and HBsAg seroconversion
Reduction of hepatitis B deoxyribonucleic acid (DNA) levels

Total T cell response to the antigens encoded by ChAdOx1-HBV as measured in a peptide-
stimulated ELISpot assay

Exploratory Endpoints
Effect on serum hepatitis B core-related antigen (HBcAg)
Effect on serum hepatitis B circulating pre-genomic ribonucleic acid (pgRNA)

Liver fine needle aspirate (LFNA) assays will be used to quantify and characterise intrahepatic
immune and parenchymal cells and/or hepatitis B virus (HBV) DNA and ribonucleic acid (RNA)
transcripts

Effect of prior AZD1222 on the CD4+ and CD8+ T cell magnitude and phenotype as measured
by multiparameter flow cytometry
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8. SAMPLE SIZE

The number of participants is based on feasibility considerations rather than formal sample size
calculations. A total of 10 healthy participants and 12 participants with CHB infection is considered
sufficient to confirm the safety, tolerability and immunogenicity of ChAdOx1-HBV and to answer the
objectives of the study before progressing to larger studies.

The sample size for cohorts 5 and 6 is based on the ELISpot results of ChAdOx1-HBV administered to
healthy adults at a dose of 2.5 x 10%° which resulted in a mean of 1,000 +/-500 spot forming units in
three adults who had samples examined by same day analysis at Oxford University. Assuming the same
response in 15 volunteers in each cohort, the sample size is powered to detect a 45% decrease in the
T cell response in the participants receiving prior AZD1222 compared to the Pfizer/Moderna mRNA
COVID-19 vaccine.
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9. STUDY ANALYSIS SETS

Analysis sets defined below (and where any participant or specific data from a participant will be
excluded) will be reviewed (and updated if required) against the study database at the data review
meeting (DRM). The database at this time will be nearly final (i.e. meeting may result in further data
queries/changes post meeting), so participant inclusion/exclusion from analysis sets defined at this
meeting, will be further checked (post meeting) against a locked database, and will then be finalised.

9.1. Safety Analysis Set

The safety analysis set will consist of all participants who received at least one vaccination. Data will
be summarised according to the dose of vaccination actually received. All safety analyses will be
performed on the safety analysis set. Participants who receive a different dose to the one they were
assigned at enrolment, will be presented according to the treatment they actually received.

9.2. Per-Protocol Analysis Set

The per-protocol analysis set will consist of all participants in the safety analysis set who received the
correct study vaccine and who had no major protocol deviations that might impact or bias analytic
results. All major protocol deviations will be documented on the protocol deviation tracker. Those
participants with major protocol deviations leading to exclusion from the Per-Protocol analysis set will
be discussed at the DRM.

Major protocol deviations leading to exclusion from the Per-Protocol Analysis Set may include, but are
not limited to:

e failing inclusion/exclusion criteria

e not receiving the correct dose of vaccine.

The per-protocol analysis set definition will be used for the immunogenicity analysis set (in Section
9.3), but no data will be presented for the per-protocol analysis set itself.

9.3. Immunogenicity Analysis Set

The immunogenicity analysis set will consist of all participants in the per-protocol set who have
available immunogenicity data to evaluate the immunogenicity endpoints and did not have any major
protocol deviations that would impact the results of the immunological analysis.
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10. PLANNED STATISTICAL METHODS

10.1. Statistical Considerations
10.1.1. General definitions

Definition of baseline

Baseline is defined as the last non-missing value for a participant, for the particular parameter, that is
prior to the administration of study vaccine.

Study completion definition

A participant completes the study by engaging in study activities up to and including the End of Study
Visit at Day 168 (+/- 7 days), for cohorts 1 to 4, and Day 84 (+/- 7 days) for cohorts 5 and 6.

Treatment Group

There are six treatment groups in this study; the Healthy Participants and CHB participants are split
into high and low doses of vaccination. Healthy participants in the high dose group are further split
into those with no previous exposure to ChAdOx1 vectored vaccines, those with recent previous
exposure to Covid-19 ChAdOx1 vectored vaccine (cohort 5) and those with previous exposure to
Covid-19 mRNA based vaccines (cohort 6).

Results below limit of detection and quantification

Immunogenicity results that are below the limit of quantification or detection (i.e. reported as <X or
BLQ) will be replaced by 0 for any summaries but will be listed as reported.

Geometric Mean and Standard Deviation

The geometric mean (GM) and geometric standard deviation (GSD) are obtained by calculating the
mean and SD of the log-transformed data and back-transforming these. If there are any zero values in
the data a small number should be added to all values before log-transformation and then subtracted
from the resulting GM. This small number will be 1 unless stated otherwise.

GM = antilog ( mean ( log(value +S) ) ) =S, where S is a small number, relative to the non-zero results.

GSD = antilog( standard deviation( log(value +S) ) )

10.1.2. Data Presentation
The specific format and content of each data presentation is shown in Section 14.

Summary tables will be presented by treatment group and also for safety summaries, demographic
and baseline data, for all participants.

Within all Tables and Figures values for treatment group will be labelled as follows:
e  “Healthy Participants — Low Dose”

e  “Healthy Participants — High Dose”
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e “Healthy Participants: Covid-19 vaccinated — ChAdOx1”

e “Healthy Participants: Covid-19 vaccinated — mRNA”

e  “CHB Participants — Low Dose”

e  “CHB Participants — High Dose”

e “Total”
For disposition summaries the participants that were screened but not vaccinated with ChAdOx1-HBV
may be presented as:

e “Screen Failure”

Within Listings treatment groups will be identified as follows:
o “HP-LD"
e “HP-HD”
e “HP—HD - ChAdOx1”
e “HP—HD-mRNA”
e “CHB-LD”
e “CHB-HD”
o “SF”

And the ordering of treatment groups shown here represent the order they will appear in Tables.

The scheduled protocol visits will be labelled in the report presentations as follows:
e  “Screening”
e “Day0- pre dose”

e “Day 0 - post dose”

e “Day1”
e “Day7”
e “Day14”
o “Day28”
e “Day56”
e “Day84”

e “Day 168"

Within summary presentations it is envisaged that only scheduled protocol visit values will be used
for post-baseline time points. Within the clinical database, a number of data points may be labelled
as unscheduled. These data points will be included within participant Listings only. However, at the
DRM the occurrence of such non-scheduled data will be reviewed for each participant to decide if (and
how) any such data point(s) should be included within summary presentations. Any such decisions will
be documented in the DRM minutes.
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Where duplicate information is collected (and reconciled) on both the CRF and on the non-CRF vendor
data transfer(s) (e.g. sampling date) then only the CRF recorded information will be included in
participant listings.

All variables will be listed to the same number of decimal places as reported. Descriptive statistics for
all endpoints that are continuous will have the following summary statistics presented in the following
order: n, mean (rounded to one more decimal place than recorded), standard deviation (rounded to
two more decimal places than recorded), median (rounded to one more decimal place than recorded),
minimum (as recorded), and maximum (as recorded).

Categorical variables will be summarised using proportions (counts and percentages). All percentages
in summary tables will be calculated using as the denominator, either the participant analysis set or
the number of non-missing observations. The specific approach is detailed within each (relevant) table
template (Section 14).

All collected data will be included within participant listings.

10.1.3. Statistical Testing and Estimation

No formal statistical analysis is planned.

10.1.4. Handling of Dropouts or Missing Data

No imputation methods will be used to manage the occurrence of missing data. Only observed data
at each scheduled visit will be reported.

For adverse events and concomitant medications, the approach to handle missing dates has been
described in Section 10.8.1 and Section 10.5 respectively. For any other data which has partial dates,
these dates will be completed using a suitably conservative approach.

10.1.5. Interim Analysis and Data Monitoring

No interim analyses are planned.

10.1.6. Multicentre Studies

Due to the small number of participants enrolled in this study, no by centre presentations will be
produced.

10.1.7. Multiple Comparison/Multiplicity

No statistical analysis is planned and therefore there are no multiplicity issues in this study.

10.1.8. Examination of Subgroups

Due to the small number of participants enrolled in this study, no subgroup analysis will be performed.
10.1.9. Software

Data will be reported using SAS (version 9.4 or later).
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10.2. Participant Disposition
The number of participants who were screen failures, who received the vaccine, the number
withdrawing from the study (also split by reason for withdrawal) and completing the study, and the

numbers in each analysis population will be summarised for all participants and by treatment group.

Participants who fail any inclusion/exclusion criteria will be listed.

10.3. Protocol Deviations

Protocol deviations will be listed using information collected on the spreadsheet provided by the
project manager.

Participant data will be reviewed for major protocol deviations by a qualified clinical reviewer prior to
database lock at the data review meeting. Participants with any major protocol deviations will be
documented within the Protocol Deviations tracker.

10.4. Demographic and other baseline characteristics
Unless otherwise described, the Safety analysis set will be used in summaries of demographic and
baseline data. No statistical testing will be used to compare treatment groups for different baseline
characteristics.
10.4.1. Demographics
Demographic variables at Screening including sex, age, race, height (cm), weight (kg) and body mass
index will be summarised by treatment group and across all participants. The denominator will be the
number of participants in the analysis set.
Age at screening (in years) will be calculated as:
Largest Integer < [(date of screening visit — date of birth + 1)/365.25].
Body mass index at screening (BMI, expressed in kg/m?) will be calculated as:
BMI (kg/m?) = Weight (kg) / [ height (m) ]2.
10.4.2. Substance Use
All social habits data will be listed only.
10.4.3. Allergies
All allergy data will be listed only.

10.4.4. Medical History

Medical history data will be listed.
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10.5. Prior and Concomitant medications

Concomitant therapies will be coded to their generic name and ATC class using the WHODrug
dictionary, Global version (September 2019).

A medication will be assigned as being prior to study treatment or concomitant with study treatment,
based on the start and stop dates of the medication and the date of vaccination. If the medication
stop date is before the date of the vaccination, the medication will be assigned as being prior to study
treatment. In all other situations, the medication will be assigned as being concomitant with study
treatment.

Concomitant medications will be separately summarised by treatment group (and for all participants),
ATC Class and generic name for the Safety analysis set. Prior medications will be identified in a
participant listing. If a participant has separate periods of taking specific medications, then that
medication is only counted once within the specific period of observation (i.e. prior or concomitant)
where it is taken.

10.6. Study treatment exposure

This study involves a single vaccination on Day 0. The number of participants vaccinated is presented
in the participant disposition table (Section 10.2). The vaccination must be taken for inclusion in all
analysis sets.

The detail of the vaccination including whether the vaccine was administered, date, time the vaccine

was removed from the freezer, time of administration, location of administration, dose given, and
whether the participant was observed for the appropriate time will be listed.

10.7. Immunogenicity Analysis

All immunogenicity (efficacy) analyses will be performed on the Immunogenicity Set. The
Immunogenicity analysis set is considered the primary analysis population for the immunogenicity
(efficacy) analyses.

10.7.1. Primary Endpoint Analysis

The primary objective of this study is to determine the safety and tolerability of different doses of a
single vaccination of ChAdOx1-HBV in healthy participants and in participants with CHB infection and
virally suppressed with oral antiviral medication. See Section 10.8 for details of the Primary Safety
analysis.

There are no primary efficacy analyses.

10.7.2. Secondary Endpoint Analyses

For all immunogenicity data, any results that are <X will be replaced by 0 for summaries.

A multi-parameter index made of CD4+ magnitude, CD4+ avidity, and CD8+ magnitude

The multi-parameter index is made of CD4+ magnitude, CD4+ avidity, and CD8+ magnitude at each
scheduled follow-up (Day 28, Day 56, Day 84 and Day 168) using intracellular cytokine staining (ICS)
data from a flow cytometer. All ICS data will be background-subtracted and presented in listings.
Negative, background-subtracted responses will be set to 0.
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Any additional analyses that may be conducted on ICS data will be performed outside of this SAP and
described a priori within a separate document prepared by Vaccitech.

Mean reduction in HBsAq titre at Day 84 and Day 168 post-vaccination (last visit)

For the CHB participants only (expected number of participants is 12), the reduction in HBsAg titre is
derived by subtracting the follow-up log,o-transformed HBsAg from the baseline log,o-transformed
HBsAg at each scheduled follow-up (Day 28, Day 56, Day 84 and Day 168). The HBsAg titre and the
reduction in the HBsAg titre will be summarised by visit. The summary of HBsAg titres will include the
GM and GSD, derived as in Section 10.1.1.

This secondary endpoint specifically references Day 84 (+/- 7 days) and Day 168 (+/- 7 days); other
follow-up visits are provided as supportive analyses.

Proportion of CHB participants with HBeAg and HBsAq loss

For the CHB participants only (expected number of participants is 12), loss of HBeAg and HBsAg will
be a binary outcome (loss / no loss) and will be provided directly by the Immunology laboratory. Loss
will be assessed at each follow-up visit (Day 28, Day 56, Day 84 and Day 168). HBeAg and HBsAg loss
will be listed.

Proportion of CHB participants with HBeAq and HBsAq seroconversion

For the CHB participants only (expected number of participants 12), seroconversion of HBeAg and
HBsAg is defined as loss of response to the antigen (defined as a value below the limit of detection
(i.e. Not detected)) and development of antibody to either HBeAg or surface antigen (HBsAg) (defined
as a measurable value above the limit of detection (i.e. Detected)).

The number and percentage of CHB participants meeting the criteria for seroconversion will be
summarised. The denominator will be the number of CHB participants in the analysis set with non-
missing data.

Reduction of hepatitis B DNA levels

For CHB participants only (expected number of participants is 12), the reduction of hepatitis B DNA
levels is assessed by subtracting the DNA levels at each follow-up visit (Day 28, Day 56, Day 84 and
Day 168) from the DNA levels pre vaccination (Day 0). In addition, the maximum reduction (at any
timepoint) will be calculated. The hepatitis B DNA levels will be log transformed (base 10) prior to any
calculations, and summaries will be presented on the log-scale.

Total T cell response to the antigens encoded by ChAdOx1-HBV as measured in a peptide-stimulated
ELISpot assay

Assessment of immune response by ELISpot assay will be based on the number of IFN-y spot-forming
units (SFU) per 10° PBMC in response to stimulation with each antigenic peptide pool. Responses are
background (DMSO)-subtracted and will be summarized by the following combinations of stimulation
conditions: Core, Pol1-Pol4, Pre S1/52/S, and Sli.

Background-subtracted results that do not exceed a positivity threshold of 25 will be set to 0.
Background-subtraction resulting in negative values will be set to 0.
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Background-subtracted ELISpot responses at each immunology timepoint and their changes from
baseline will be summarized by treatment group and combination of stimulation antigens. ELISpot
results will also be listed.

Role of recent previous exposure to a different ChAdOx1 vectored vaccine (cohorts 5 and 6)

For participants in cohorts 5 and 6 the anti-vector immunity is assessed by a multi-parameter index
made of CD4+ magnitude and CD8+ magnitude (see above) and by the titre of anti-vector neutralising
antibodies.

T cell responses will be background-subtracted and presented in listings. Negative, background-
subtracted responses will be set to 0.

10.7.3. Exploratory Efficacy Analysis

The following exploratory efficacy endpoints will be analysed separately from this SAP and will be an
appendix to the Clinical Study Report. Any data collected within the study database will be listed:

e Effect on serum hepatitis B core related antigen (HBcAg)

e Effect on serum hepatitis B circulating pre genomic ribonucleic acid (pgRNA)

e Liver fine needle aspirate (LFNA) assays will be used to quantify and characterise intrahepatic
immune and parenchymal cells and/or HBV DNA and RNA transcripts.

o Effect of prior AZD1222 on the CD4+ and CD8+ T cell magnitude and phenotype as measured
by multiparameter flow cytometry

10.8. Safety Analysis

All analyses of safety endpoints will be descriptive. The safety analysis set will be used for all safety
presentations. No statistical analysis of safety data will be performed.

10.8.1. Adverse Events and Serious Adverse Events
All adverse events will be coded using MedDRA, Version 22.1.

An adverse event is treatment emergent if the onset date is on or after the date of vaccination. Should
any onset date for an adverse event be missing or only a partial date recorded (such that it cannot be
determined if the event onset was prior to start of study treatment or not) then it will be assumed
that the event is treatment emergent, unless the adverse event stop date indicates otherwise. Any
adverse event with an onset date earlier than the date of vaccination will be classified as a pre-
treatment adverse event. Time is not collected and will not be used in the identification of treatment
emergent AEs.

If a participant experiences more than one AE with the same preferred term, that preferred term will
be counted only once. It will be assigned the greatest observed severity and the strongest relationship
to study treatment among those events for the tables in which those characteristics are summarised.
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Treatment-emergent AEs will be summarised by:
e Treatment group, system organ class, and preferred term;
e Treatment group, system organ class, preferred term and severity;

e Treatment group, system organ class, preferred term and severity for only those events that
are judged to be related to study treatment;

Treatment-emergent vaccine-related (i.e. where “related” = Yes) AEs will be summarised by:
e Treatment group, system organ class, preferred term;

Treatment-emergent adverse events of special interest, where events of special interest will be noted
in the database, will be reported by:

e Treatment group, system organ class, and preferred term;

A summary table of adverse event incidence will also be presented by treatment group and overall to
include the number and percentage of participants with at least one: TEAE, TEAE severity (Grade 1 to
5 separately, and additionally those subjects with a Grade 3, 4 or 5), vaccine related TEAE, vaccine
related severity (Grade 1 to 5 separately, and additionally those subjects with a Grade 3, 4 or 5), SAE,
vaccine related SAE, TEAE leading to withdrawal from the study.

Note: ‘Adverse Event Leading to Discontinuation from the Study’ will be those Participants that
withdrew from the study due to an adverse event.

Serious adverse events and adverse events directly resulting in withdrawal from study will be listed by
treatment group.

In all AE summary tables results will be displayed ordered in terms of decreasing frequency of SOC
occurrence (based on total across treatment groups), and within each SOC also ordered in terms of
decreasing frequency of preferred term occurrence (also based on total across treatment groups). In
all AE summary tables, in addition to presenting the information by treatment group, a total column
(treatment groups combined) will also be presented.

10.8.2. Local and Systemic Reactions

Local and systemic reactions are collected by the investigator pre and post vaccination on Day 0. In
addition, local and systemic reactions are captured in the participant diary card on Days 1, 2 and 3.
The worst incidence of each local and systemic reaction post vaccination for each participant will be
summarised.

The size of swelling (induration) and redness (erythema) is measured in mm. The largest injection site
swelling post vaccination and the largest area of redness post vaccination will be summarised.

Pain and warmth at the site are collected on a five-point scale including, none (grade 0), no
interference with daily activities (grade 1), some interference with daily activities (grade 2), significant
interference preventing daily activities (grade 3), and ER visit or hospitalisation visit (grade 4). The
worst degree of pain and separately worst degree of warmth post vaccination will be summarised.
The severity of redness and swelling will be derived for each participant as:

e <2.5cm - GradeO,

e 25to5cm—Gradel,

e 5.1to10cm — Grade 2,
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e >10cm — Grade 3.

The number and percentage of participants with each degree of worst pain, worst warmth, worst
redness and worst swelling will be summarised; the denominator will be the number of participants
in the safety analysis set.

Systemic reactions include muscle ache (myalgia), fatigue, headache, nausea, feverishness, chills, joint
ache (arthralgia) and malaise. Each of these items are collected on a five-point scale including, none
(grade 0), no interference with daily activities (grade 1), some interference with daily activities (grade
2), significant interference preventing daily activities (grade 3), and ER visit or hospitalisation visit
(grade 4). The worst reaction will be summarised for each systemic reaction as the number and
percent of participants, the denominator will be the number of participants in the analysis set.

The temperature will be graded as:
e <38.0-GradeO,
e 38.0to38.4—Gradel,
e 38.5t038.9—-Grade?2
e 39.0to40.0—Grade3
e >40.0-Grade4
Worst temperature will then be summarised, along with the worst temperature severity. Only the

temperature recorded as part of the local and systemic reactions (i.e. on the corresponding CRF page
or subject diary) will be summarised in this table.

Additionally, a table will summarise the number of participants who experienced any of the symptoms.
Missing data will not be imputed and diary card data will be summarised as collected.

All Diary Card and Investigator reported local and systemic reactions will be listed.

10.8.3. Laboratory Variables

The following haematology and chemistry (including Liver Function) parameters will be included
within data presentations (and presented in the units as shown):

e Haematology: Haemoglobin (g/L), White Cell Count (10**9/L), Platelets (10**9/L),
Haematocrit (L/L), Red Cell Count (10**12/L), Mean Cell Volume (fl), Mean Cell Hgb (pg),
Mean Cell Hgb Concentration (g/L), Neutrophils (10**9/L), Lymphocytes (10**9/L),
Monocytes (10**9/L), Eosinophils (10**9/L), Basophils (10**9/L), APTT (secs), Fibrinogen
(g/L), PT (secs), INR.

e Chemistry (including Liver Function): Sodium (mmol/L), Potassium (mmol/L), Urea (umol/L),
Creatinine (umol/L), Total Bilirubin (umol/L), ALT (1U/L), AST (IU/L), Gamma GT (IU/L), Alkaline
Phosphatase (IU/L) and Albumin (g/L).

Any other laboratory parameters collected as part of the study (including urinalysis) will only be
included in listings. Laboratory data collected in different units to that shown will be converted to the
above specified units (if possible) and both will be shown in the listings.

Toxicity grades will be calculated for relevant laboratory parameters, as per Appendix 1 of the study
protocol (Section 15.1Error! Reference source not found.). Shift tables will be presented showing
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changes in each toxicity grade from the baseline grade to the maximum post-baseline grade for each
treatment group.

10.8.4. Vital Signs

Vital signs parameters (temperature (C), pulse rate (bpm), systolic blood pressure (mmHg) and
diastolic blood pressure (mmHg)) will be listed.

Toxicity grades will be calculated for relevant vital sign parameters, as per Appendix 1 of the study
protocol (Section Error! Reference source not found.). Shift tables will be presented showing changes
in each toxicity grade from the baseline grade to the maximum post-baseline grade for each treatment

group.
10.8.5. Physical Examination

Physical examination results will be listed.
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11.CHANGES TO THE PROTOCOL SPECIFIED ANALYSIS DETAILED IN THE
STATISTICAL ANALYSIS PLAN

The following changes have been made in the SAP compared to the protocol specified analysis:

e Data Presentations for laboratory parameters, vital signs and physical examination data have
been modified to take account of the low number of participants in this study, i.e. fewer
types of summary presentations will be produced, and data listings can be referred to for
further detail.

e The per-protocol analysis set definition was updated to clarify that only those with major
protocol deviations that are judged to impact or bias the analytic results of the study would
be excluded.
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13. TABLES, FIGURES AND LISTINGS

13.1. Specific Presentation Details

Tables, listings and figures will be provided in a WORD document. All summary tables and figures will
have source data footnotes that refer to the relevant listings. Dates will appear as ddmmmyyyy; times
as hh:mm, on the 24-hour clock. All listings will be ordered by treatment group, centre, participant
number and scheduled visit. For the presentation of summary data, values will be aligned based on

the unit column, and not left/right justified. For example:

Parameter n XX
Mean XX.X
SD XX . XX
Median XX . X
Min, Max XX, XX

XX

XX.
XX.
XX.

XX

XX, XX

All tables, listings and figures will have the SAS program name, output filename and date of production

in the footnote.

All tables, listings and figures will include the following study header and footer:

Vaccitech HBV001

Table x.x
Title
analysis set

Page x of y

Source Data: Listing 16.2.x {Source data footnote only appears for tables, where x references relevant listing

number}

Program: XXXXXXXXX Output: xxxxxxx

Date: XXXXXXXXX
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13.2. List of Tables

CONFIDENTIAL

Table Number

Table Title

1411

14.1.2

14.1.3

14.2.1

14.2.2

14.2.3

14.2.4.

143.1.1

14.3.1.2

14.3.1.3

14.3.1.4

14.3.1.5

143.2.1

14.3.2.2

143.3.1

14.3.3.2

14333

1434

14.35

Disposition — All Participants
Demography — Safety Analysis Set
Concomitant Therapy — Safety Analysis Set

Reduction in HBsAg titre post-vaccination in CHB participants -
Immunogenicity Analysis Set

Proportion of CHB participants with HBeAg and HBsAg seroconversion —
Immunogenicity Analysis Set

Reduction of hepatitis B DNA levels in CHB participants — Immunogenicity
Analysis Set

T-Cell response (ELISpot)— Immunogenicity Analysis Set
Summary of Treatment Emergent Adverse Events — Safety Analysis Set

Treatment-emergent Adverse Events by System Organ Class and Preferred
Term — Safety Analysis Set

Treatment-emergent Adverse Events of Special Interest by System Organ
Class and Preferred Term — Safety Analysis Set

Treatment-emergent Adverse Events by System Organ Class, Preferred Term
and Severity — Safety Analysis Set

Treatment-emergent Treatment-Related Adverse Events by System Organ
Class, Preferred Term — Safety Analysis Set

Listing of Participants with Serious Adverse Events — Safety Analysis Set

Listing of Participants with Adverse Events Directly Resulting in Withdrawal
— Safety Analysis Set

Local Reactions — Safety Analysis Set
Systemic Reactions— Safety Analysis Set
Any Reaction — Safety Analysis Set

Shift Summary of Haematology Results by Maximum Toxicity Grade — Safety
Analysis Set

Shift Summary of Chemistry Results by Maximum Toxicity Grade — Safety
Analysis Set
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14.3.6 Shift Summary of Vital Signs Results by Maximum Toxicity Grade— Safety
Analysis Set
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13.3. List of Listings

CONFIDENTIAL

Listing Number Listing Title

16.2.1.1 Participant Disposition

16.2.1.2 Failed Inclusion and Exclusion Criteria
16.2.2 Protocol Deviations

16.2.3 Participant Analysis Sets

16.2.4.1 Demographic Data

16.2.4.2 Reproductive Status and Contraception
16.2.43.1 Substance Use: Smoking

16.2.4.3.2 Substance Use: Alcohol

16.2.4.3.3 Substance Use: Recreational Drugs
16.2.4.4 Allergies

16.2.4.5 Medical History

16.2.4.6 Prior and Concomitant Medications
16.2.5 Vaccination Administration

16.2.6.1.1 Local and Systemic Reactions
16.2.6.1.2 Diary Card: Medications Taken

16.2.6.2 HBV Disease Markers

16.2.6.3 ELISpot

16.2.6.4 ICS

16.2.6.5 Neutralising Antibody Sample Collection
16.2.7 Adverse Events

16.2.8.1 Haematology

16.2.8.2 Chemistry (including Liver Function Tests)
16.2.8.3 Urinalysis

16.2.8.4 HIV, HCV and HDV Serology

16.2.8.5 Urine Pregnancy
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16.2.9 Vital Signs
16.2.10 Physical Examination
16.2.11 Visit Dates
16.2.12 Covid-19 Vaccination
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Toooj30ad zolPW OU pEY OYM PUBR SUTOOEA APnis 3091100 BY} POATS09I OUYM 19s sTsATeue Aj3sjes oyl ur sjuedrorirzed TTe JO SISTSUOD 1385 STSATeUY

ATTen31oe uoT1PUTOOBA JO 9SOP 89Ul 03 HUTPIOODE pasTieuuwmns aq TTTM eleq

s (shep L -/+)

*ouUTOORA AH-TXOPYUD JO 9sop ybTy oyl usaTh arem sjuedroriaed psleuTOORA 6T-AIAOD TTY

ssjuedTorjied peleEUTOORA JO ISQUNU SY} UO paseq aIe sebejusdisd
89T Aeq 2e 1TSTA Apnig JOo pul =yl HuTpnTouTr pue 03 dn sS9TATATIOR Apnis uT burbebus Aq Apnis oyl so3aTdwoo uedrorized ¥ [G]

sTsATeue TeoTboTounuwr Syl JO S3TNssaI oyl uo 3oedwT pTnNomM 3eyl suoTileTasp Toooloxd xolew Aue saey JouUu PTIP pue
sjuTodpus A3ToTusbounuwut SY3} S3enTess o3 eiep AjJToTushHounuuT STURTIRAER SARY OUM 18s Tooojoxd-iad syl uT sjuedroriaed TTe JO SISTSUOD 185 STSATeUY A3TOoTUshounumuul [§]

SUOTIBTASD
Too030ad I94 [¢]
‘pPoATSD91

(ad)

*UOT]BUTOOPA SUO 3SEST 3° PaATadal oym sjuedroTized TTe JO S3ISTsuod 185 sTsATeuy Aisjegs [z]

SAGH-TX0OPYYD Y3Tm pejeulddea 30U Jng paussIds aIsamMm Ooym WMCMQHUH#HMQ [1]

(X" %XxX) XX (X" %XxX) XX (X XX) XX (X XX) XX (X" %XxX) XX (X" XX) XX (X XX) XX
(X" X%) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" X%) XX (X"XX) XX (X" XX) XX T uoseay
:TeMRIPYITM I0J uOoseayd
(X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X"XX) XX (X" XX) XX Apniys s3ardwo) jou pIa
(X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X"XX) XX (X" XX) XX [G] Apnis pe3ardwod
[p] 395 sTsATeuy
(X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X"XX) XX (X" XX) XX A3ToTushounumr
(X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" XX) XX (X"XX) XX (X" XX) XX [€] 395 stshAteuy 44
[zl
(X" X%) XX (X" XX) XX (X" XX) XX (X" XX) XX (X" X%) XX (X"XX) XX (X" XX) XX 19s  sTsAteuy £3sjeg
XX XX XX XX XX XX XX po3eUTOORA
XX XX XX XX XX XX XX [1] ®anTreq ussi0g
(%) u (%) u (%) (%) u (%) (%) (%)
(xx=N) (xx=N) (xx=N) (xx=N) (xx=N) (xx=N) (xx=N)
Te3oL TNFW TXOPYYD 9soq ybTH 2soq MOT osoqg ybtH 9s0Qq MOT

P33eUTOORA 6T-PTACD
sjuedtotiaeg AyaTesy

sjuedtoTiaed dHD

sjuedtoTlaed Ay3lTesH

sjuedroT3xed TTY
uoTaTtsodsTta
T°T°PT STABL

TVILN3AIINOD
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sauTOoO®BA AGH-TXOPVYUD JO 9sop ybTy =yl usaTtb axeom sjuedroriaed pesljeutddes gI-0IA0D TTIVY
r39s sTsATeue syj uT sjuedroriaed Jo Isqunu Syl uUO paseq oI sabejusdasg

XX XX XX ‘XX XX XX XX XX XX XX XX XX XX XX e ‘UTW
XXX XXX XXX XXX XXX XXX XXX ueTpaN
XX XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX u (z u/by) butussids e IKd
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XeW ‘UTW
XXX XXX XXX XXX XXX XXX XXX ueTpPaN
XX XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX u (by) butusszds e JubTep
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX XX XeW ‘UTW
XXX XXX XXX XXX XXX XXX XXX ueTpSK
XX " XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX u (ud) 3JubTSH
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 12430
(X XX) XX (X XX) XX (X XX) XX (X"XX) XX (X°XX) XX (X°XX) XX (X°XX) XX (%) u uetsedne) I0 S3TUM
(X*XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u soetd
(X"XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u ueTSyY
s0ey
XX ‘XX XX ‘XX XX XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe ‘UTH
XXX XXX XXX XXX XXX XXX XXX ueTPSN
XX " XX XX " XX XX " XX XX " XX XX " XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX N (sxesk) burtussidog e Sby
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u STewsg
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u STen
X38
(xx=N) (X%=N) (xx=N) (xx=N) (xx=N) (xx=N) (xx=N)
Te30L YNEW TXOPYUD @soq ybTH 9s0q MOT @soq ubTH 9s0q MOT

PO3RUTOOBA GT-PTAOD
sjuedtotlaeg AyaTesyg sjuedtoT3aed gHD sjuedtot3laeg AyaTesg

195 sTsATeuy A3sjes
Kydeabousq
C'T°PT STaBL
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s93ep

"2uTOORA AGH-TXOPVUD JO 9sop UbTy =yl usaTb s1em sjuedroriaed peoleutddeA I-AIA0D TIV

*39s sTsATeue A3eJes syl uo paseq aie sabejusoiag

*sseT) bnig/sweu bnig OHM Yyoes yiTm sjuedroTired JO ISqUNU JOUTISTP SMOYS STQe] YL

UOTJBUTOORA 29Ul 210J3q 30U ST 23ep dols oyl 2I9YM SUOTILOTPaw 03 PpuodsSaII0D SUOTIRDTPSW JURITWODUOD
" (6T0Z Ioqueildss) UOTSIaA TeCOTH ‘AIPUOTIOTQ BnNag OHM =Yl HUTsSn pspod oIe SUOTILOTIPSW TV

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X°XX) XX Z SweN bnid OHM
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX 1 sweN bnxg OHM
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX z sseld bnig
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX z sweN bniga OHM
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T sweN bnig OHM
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX 1 sseTd bniag
UOT]BOTPSN JUL]TWOOUO)
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Aue y3ztm sijuedroTiaed JO IaqunN
(¥x=N) (¥%=N) (¥%=N) (X¥=N) (¥x=N) (X%=N) (¥%=N) sweN bnig OHM
Te30L NgW TXOPYUD osoq ybtH 9soq MoT 9soaq ybTH @soq moT /(zT) sserd bnag
P91BUTOOBA §T-PTAOD
sjuedtotiaeg AylrTesH sjuedtoTixed dgHD sjuedroTiaed AyaTesH

195 sTsATeuy A3sJes
SUOTIBD TIPS U] TUWODUOD
€'T°7T STABL
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pue

*BPYSqH UT UOTIONPSIT B 03 JUSTRATNDS ST [ < OTIBI {9 B SI8UYM

-Apnis ay3 Jo sjutodpus Axepuodsas pauTisp Tooojzoxd syl axe g91 Aeqg pue g Aeq 3e SITSTA [T]

‘0T3RI WO 99U} usyl ST sbueyd uesw SYJ ‘HUTWIOFSURIF-}OE]

((dn-moTTO0J 3B DyYsqH)HOT - (suTTaseq 3e DYsgH) HOT) sS3ITNSSI pPawIOIsueIl-HOT SY3l UT SOUSISIITP oYyl buTsTreuumns Aq pauTelqo sT =bueyd syl Jo Axeuums Yy
(((bysqy) bor)ps)boTtiue = ass ‘(((Bysqy)bor)uesw)boTriue = [{O
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe[ ‘Ut
XXX XXX XXX XXX XXX XXX UeTPaK
XX XX XX XX XX XX XX XX XX XX XX XX ass
XXX XXX XXX XXX XXX XXX WO
XX XX XX XX XX XX u [1] 891 Lea
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe[ ‘UTi
XXX XXX XXX XXX XXX XXX UeTPSK
XX XX XX XX XX " XX XX " XX XX XX XX XX ass
XXX XXX XXX XXX XXX XXX WO
XX XX XX XX XX XX u [1] v8 Lea
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe[ ‘Ut
XXX XXX XXX XXX XXX XXX ueTpPaN
XX XX XX XX XX XX XX XX XX XX XX XX ass
XXX XXX XXX XXX XXX XXX W
XX XX XX XX XX XX u 95 Aeq
XX XX XX XX XX XX XX XX XX XX XX XX e ‘UTW
XXX XXX XXX XXX XXX XXX ueTpan
XX XX XX XX XX XX XX XX XX XX XX XX ass
XXX XXX XXX XXX XXX XXX 263
XX XX XX XX XX XX u 8z Kea
XX XX XX XX XX XX XeW ‘UTW
XXX XXX XXX ueTpan
XX XX XX XX XX XX ass
XXX XXX XXX 26}
XX XX XX u sutTaseq
sbueyd 23nTosqy sbueyn 23nTosqy sbueyd °3nTosqy (Tw/NI) bvsdH
(x%=N) (x%=N) (xx=N)
Te3on osoq UbTH 250 MOT
s3juedrot3iaed gHD

195 sTsATeuy AjTOoTusSbHounumuy
sjuedtoTiaed gHD UT uoTjeuTOO®RA-3sod ©13T] DysgH UT uoTionpay

1°¢°71 °19BL
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pue bysqy]

o0 T)

-dn-MmoTTOJ pue suTlTaseq 3e ejlep burssTtw-uou yiTm sjuedrorizaed Jo Isqunu oYl ST IOJRUTWOUSP ST

* ([@OTT =< ®qH-T3ue pue sgH-T3ue]

pue

[aOTT > bvsqH

bysqy pue bysqH 03 Apoqriue jo juswdoTaasp 2yl pue Dbysqy pue Dbysqy usbTiue syl 03 ssuodssI JO SSOT SY3 SB PauTISpP ST UOTSISAUODOISS

o g

o0 oe

ON
sax

UOTSIDAUODOIDS DysgH pue DHysdH

(X" XX) XX (X"XX) XX
(X XX) XX (X"XX) XX
(XX=N) (XX=N)
osoqg ybtH 9500 MOT

sjuedrotiaed gHO

195 sTsATeuy A3ToTUusSHounuuuy
UOTSI2AUO0D0ISS DysgH pue DHysdH yaTtm sjuedroriaed gHD Jo uoTrixodord

2°C°r1 °19BlL
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TOOAGH/ Yaa120eA
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bursrtreumms oI10jyeq Tu/seTdoo (rbor 03 peswIrojsueIl oq prnoys sTyjl - Tu/serdoo se pepraoxd oq Aeuw evlep oy 930N buTuweIboig

*319s sTsATeue ayj uT sjuedroriied JO Isqunu oYl ST IOJRUTWOUSP SYJ
“STeA®T ¥YNJ UT UuOTlOonpax e 03 jusreatnbs sT abueyo aaTjTtsod ¥ ° (0 Aeq) uorjeutooen a1d sTaasT
¥Nd @yl woxF (89T Aed pue pg Aed ‘96 Aeq ‘gz Aed) 3ITsTa dn-moITOJF UYoe® 3B STOADT VYNA °U3l PuTrioealqns Aq pauTlFep ST sTeAT YNA d sT3itiedsy ut sbueyd

XX ‘XX XX ‘XX XX ‘XX X[ ‘UTW
XXX XXX XXX ueTpaN
XX XX XX XX XX XX as
XXX XXX XXX uesy
XX XX XX u MWEMSU WNWTXeR
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe ‘UTi
XXX XXX XXX XXX XXX XXX ueTPSN
XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX u 891 Aeq
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe ‘UTi
XXX XXX XXX XXX XXX XXX ueTpPSN
XX XX XX " XX XX XX XX XX XX " XX XX XX as
XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX u r8 Aea
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe ‘UTH
XXX XXX XXX XXX XXX XXX ueTpaN
XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX u 95 Aeq
XX XX XX XX XX XX XX XX XX XX XX XX e ‘UTW
XXX XXX XXX XXX XXX XXX ueTpai
XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX u 8z Keq
XX ‘XX XX XX XX XX Xel ‘Ut
XXX XXX XXX ueTpeir
XX XX XX XX XX XX as
XXX XXX XXX uesy
XX XX XX u sutTeseq
(Tuw/se1dod
sbueyd s3Intosqay sbueyd 3nTosqay sbueyd @3InTosay 0TPoT() ¥Na € sTitaedeH
(xx=N) (xx=N) (xx=N)
Tea1ol, asoq ybtH 9soq MOT

sjuedtoTiaed gHD

195 sTsATeuy AjTOoTUuSHoOUnUMUT
sjuedtoTized gHD UT ST9AST ¥NA d STaTiedsy UT uoTionpay
€°C°PT STAaBL
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sobed 3xsu 8yl UO UMOUS S TITM YoTym ‘Ssop MoT pue ybty yjzoq ‘sjuedrorized QHD Syl SPNTOUT OSTE PINOYS STgel STYJL :9310N buTuwerborg

shursTrewmns 03 zoTid (0 Y3ITM paoeTder oIsm () UPY] SSST SI8M Y] SITNSSI pajdeIjgns-punorbioed

sauTOoO®A AGH-TXOPVYUD JO 9sop ybty =yl usaTb sxom sjuedroriazed psleutoden gI-0IA0D TTIY

[usbTjue uoTjPTNWTIIS Yyore I03J Jeradey]
[1TSTA yore x0y padoy]

XX XX XX XX XX ‘XX XX ‘XX XX XX XX ‘XX XX ‘XX XX ‘XX XX XX XX ‘XX Xep ‘Ut
XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX UeTPan
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX X XX XXX X XX XXX X XX XXX X XX XXX uesn
XX XX XX XX XX XX XX XX XX XX u xXxX Aed
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XeW ‘Ut
XXX XXX XXX XXX XXX UeTPaN
XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX uesn
XX XX XX XX XX u sutTssed
[2I0D
ATSTA
sbuey)d 231NnTosSqay abueyd 23nTosSqay abuey)n 23nTosqay abuey)n 23NnToSqyY abuey)n 23NTOoSqay usbTluy uOTIETNWTIAS
(Xx=N) (xx=N) (xXx=N) (%Xx=N) (xx=N)
Te30L ENHW TXOPYUD @soq YbTH e@s0d MOT
PO3RUTOORA GT-PTAOD
sjuedtoTiaeg AyaTesH sjuedtot3laeg AyaTesy

195 sTsATeuy AjTOoTUuSHoOUnUMUT
(30odsITH) ®suodssx TT2D-1 po3iderjgns-punoxbyoeqg
¥ 2 v1T STAaBL

TVILN3AIINOD
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*2uTOOBA AGH-TXOPYUD JO 9sop ybTy ayjl usaTh srem sjuedrorized paleUTOOBA 6T-AIAOD TTY

*19s sTsATeue A1eIes oyl utr sjuedroriaed JO ISqUNU SYJ UO paseq aIe sabejusorag

"ylesQ = G °SpeIH pue HuTusleLIYL SITT = p SPRID ‘SI9A8S = ¢ SPBRIH ‘93BISPOK = zZ 9peIH ‘PTTW = [ opeas :A3TIsass jusaayg

"UOT3}eSTIRPWWNS TOAST AJTISADS SY] UT POPNTOUT ST AJTISASS 3ISIOM SYJ YITM JUSAS SY3} USY3] ‘Jusas suo ueryl oI0ow ssdusTaadxs juedrorized e IT
“UOTJBUTOORA I93JB IO UO 38SUO UB YITM SIUSAS SSOU] oI SJjUsAd JusbIiswe-juswiesi]

Apnig eyj woiy
TemeIpylTM O3 DUTPEST JUSAH SSISAPY
(X"XX) XX (X*XX) XX (X" XX) XX (X" XX) XX (X*XX) XX (X*XX) XX (X*XX) XX Aue y3jtm sjuedrdoTilred Jo Iaquny

QUSAH SSISAPY SNOTISS PaleTay
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Aue y3atm sjuedrorized JO IaqunN

QUSAY SSISAPY SNOTISS

(X XX) XX (X" XX) XX (X°XX) XX (X°XX) XX (X°XX) XX (X°XX) XX (X XX) XX Aue y3jtm sjuedroTized Jo ISquny

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX G 10 p ‘g opein

(X XX) XX (X°XX) XX (X°XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X°XX) XX S 9peIn

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX 7 opea

(X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX € opein

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Z spean

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX T spean
JUusSAY SSISAPY pPoIeT=aYd

(X"XX) XX (X"XX) XX (X"XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Aue y3jtm sjuedroTized Jo ISquny

JusAd 9SISAPY poleTsy
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X*XX) XX (X"XX) XX Aue y3ztm sjuedroTiied JO ISQUON

1saxs3ul TeTOadS JO JUSAE SSISAPY

(X"XX) XX (X"XX) XX (X"XX) XX (X*XX) XX (X*XX) XX (X*XX) XX (X"XX) XX Aue y3atm sjuedroTiaed Jo ISqunN
(X"XX) XX (X"XX) XX (X"XX) XX (X*XX) XX (X" XX) XX (X"XX) XX (X"XX) XX G 10 § ‘g epein
(X"XX) XX (X*XX) XX (X"XX) XX (X*XX) XX (X*XX) XX (X"XX) XX (X"XX) XX G spein
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX v opein
(X"XX) XX (X"XX) XX (X" XX) XX (X*XX) XX (X" XX) XX (X"XX) XX (X"XX) XX € opein
(X*XX) XX (X*XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX z °pein
(X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T opein
QUSAY SSISAPY
(X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Aue y3jtm sjuedrorized Jo IaqunN
XX XX XX XX XX XX XX s3jusad JO IaqunN
(xx=N) (xx=N) (xx=N) (xx=N) (xx=N) (xx=N) (Xx=N)
Te30L NI TXOPYUD ssoq ybtH 9soq MoT ssoq ybtH 9soq MoT

P®3RUTODOBA 6T-PTAOD
sjuedtotiaed AylTesy sjuedtoTiaed dHD sjuedtotiaed AylaTesH

195 sTsATeuy A3sJes
S3USAY 9SISAPY Jusbisug-juswiesr] JO AIewwng TTRISAQ
T°1°€°71T ST9BL

TVILN3AIINOD TOOAGH/ Yaa120eA
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*JusAS SSISApPE UE
03 onp Apnis syYyjz woxJ M3IPYITM (s)3uedIroTiaed oyl o1oym sbed uorisTdwod Apnis syjz asn ‘Apnis Syl WOIJ TEMEIPYITM O3 DPUTpeST JUSAE SSISAPY U UY3lTm JuedIoTilIed e 230939p OF
: (s)®30N bButumrexboxg

TVILN3AIINOD TOOAGH/ Yaa120eA
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(G T E€°FT 2T9e3) SjusAS 9sIaApe JusbIswe-jUsWlesI] Pa]B[SI-2UTOORA I0J oTqel jeadsy
reseqelep Apnis eyl uo (SISHY Se) psbbeTI oI SISHY

. Am.ﬁ.m.vﬂ wﬂﬂmH: 3ssILa3uT HNHU@QW JO s3iusAD 9sI=aApE UEMUMMEw\UEwEumw.HU I0T =Tge3l #mw&mm
: (s)e30N bButumrexboxg

*1°ZC UOTSISA VIAPSW [T]

‘ouTOORA AGH-TXOPYUD JO 9sop ybTy oyl usaTh axsm sijuedroTiaed peleuTodeA T-AIAOD TTV

-319s sTsATeue Ajsjyes syl uT sjuedroriaed JO IsqUNU oYl UO paseq aIe sabejusdisd

‘ure] pexisisid/sseld uebIo welsAs yoes I0J sjusas YlTm sjuedrorired JO IsqunU JOUTISTP SMOUS STJe]
‘UOT]BUTOOBA I93JE IO UO 139SUO UB UITM SIUSAS SSOUL SIB SIUSAS JushHIsuwe-juswiesi]

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Z wisl paxisgeid
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T wIsl paxisgsid
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX z sserd uebip weisig
(X*XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Z WIS paxIsisid
(X XX) XX (X°XX) XX (X"XX) XX (X°XX) XX (X XX) XX (X°XX) XX (X"XX) XX T wIsl pax1xeieid
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T sse(d uebio weilshs
QUSAD 9SILAPE
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Aue yatm sjuedrorized Jo Isquny
XX XX XX XX XX XX XX SjusAd JO ISqUNN
(%x=N) (xx=N) (xx=N) (¥x=N) (xx=N) (xx=N) (xx=N)
Te30L N TXOPYUD @soq ubTtH 9soq MoOT ssoq ybTH @soq MOT [1] wrsr pszisIsig

/sseT1d uebip welsAg

Pe3euToORA 6T-PTAOD
sjuedtoTiaed AyiTesH sjuedtoTixed gHD sjuedtoTixegd AyaTesg

195 sTsATeuy AisJes
wIS] pPaIisIeld pue ssel) uebrp welsAs Ag s1usAH SSISAPY JUSHISWH-JUSUIEDI],
Z2°TE°PT 9TgelL

TVILN3AIINOD TOOAGH/ Yaa120eA
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*1°ZZ UOTSISA VIAPOW [T]

*OUTOOBA AGH-TXOPYUD JO 9sop ybTy ayjl usaTh srem sjuedrorized paleUTOOBA 6T-AIAOD TTY

*19s sTsATeue A1eIes oyl utr sjuedrorized JO ISqUNU SYJ UO paseq oIe sabejusorag

"ylesq = G SpeIH pue HuTusleLIYL SITT = p SPRID ‘SI9AS8S = ¢ SPBRIH ‘93BISPOK = g 9peIH ‘PTTW = [ opeas :A3TIsass jusasyg
‘posTIRUNS ST AJTISASS 3sIom SY3 Y3TM JUSAS oYl ULyl ‘S0uU0 ueyl oI0ow Jusas OTJToads e pedousTiadxs juedrorized © JT
*A3TI9n®s/wae] poiisjesad/sselo uebio welsAs yoes I0J sjusa® Y3zTm sjuedrorired JO Isqunu JOUTISTP SMOUYS oTde3I STYUL
“UOTJRUTOOBA I93JB IO UO 38SUO UB YITM SIUSAS SSOU] 91 SJjUSAS JusbIswe-juswiesi]

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX S epein
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX 7 opei
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX € spers
(X"XX) XX (X°XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX Z °pein
(X"XX) XX (X"XX) XX (X°XX) XX (X XX) XX (X XX) XX (X XX) XX (X XX) XX T °pead
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T wid] paxisgaid
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX S epein
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX 7 opei
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX € speas
(X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX C speas
(X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X XX) XX (X XX) XX (X XX) XX T °pead
(X"XX) XX (X°XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX T sserd uebio wsisisg
(x%=N) (xx=N) (xx%=N) (xx%=N) (xx%=N) (x%=N) (xx=N)
Te30L NI TXOPYUD ssoq ybTH @soq moT ssoq ybtH @soq moT A3taanss
Po3BUTOORA GT-PTAOD sjuedtorized gHD sjuedrotiaed Ay3TesH /[1] wasy psaxszsad
sjuedtoTtiaed AyjzTesy /sseTd uebip welsiAg

195 stTsATeuy AisJes
AjTIon®S pue wIsl poiisIsid ‘sseld uebip welsAks Aq sjusay SSISAPY JUSHISWH-JUSUWILSI]
PTTETPT 9T9RL

TVILN3AIINOD TOOAGH/ Yaa120eA
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*1°¢Z UOTSISA VdAPSW [T]

*UOTJBUTOORA 9U] I31JE IO UO ST 23ep 1I1S 2Uy3 JT JusbhIswe-jusuwiesi] ST JUSAS SSISAPE UY ‘jusbrsws-jusuiesil = AL [Z]

7 °pein (x%)
/€ epeIn KARRuunrpp KKXKKK
ON/S®X ON/S®X /Z opeIn / (XX) /XKRKXKK KRKK

ON/S®x ON/S®x /1 epein KAAAuuwpp /XXXXKKKKK / XXXXXXX

POPTAOIJ SIUSWIRSI] ENCEERY) bnig Apnis SnoTIag [z] (Aep Apn3ig) [T] D0S VdMAPeW Juedroriaed

03 pajersy / [€] 31 A3tasnsg °3eq dois / wIsl paxisisild /3I0Y4oD

/ 3sexeijul TeToads / (Aep Apnas) / (WT1eqIsa) 1QUSAH SSISAPY

93eq 3xe3s

195 sTsATeuy AisJes
SIUSAE SSISAPY SNOTISS Y3TMm sjuedIdriied Jo HPuTtasTT
T°2°€° 7T 198l

TVILN3AIINOD TOOAGH/ Yaa120eA
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TuoT3jeuTrddOeA I93J® IO UO ST =23ep 3Iels a8yl JT JusbIrswe-juswiesIl ST JUSAD 9SsIsApe Uy sjusbIrswg-juswiesaIil = AL [z]

*1°ZZ UOTSISA WIAPSW [T]

v speio (XX)
/€ epein KARRuunupp KRXKKK
ON/S®X ON/S®X /2 opein / (x%) /XKXKXKX pioieleld

ON/S®X ON/S®X /1 epean KARRunpp /XXXXKKKKK / XXXXXXX

POPTAOIJ S3jUSWieSI] 2wo23Nn0 bnag Apnis snotIss (2] (Aep Apnis) [T] D20S YIAPSW JuedroTieg

03 pa3jerayd / [g] 41 A3tasnss @3eq do3s / wIsI paIrsjeid /330Yyod

/ 3sexejul TeToads / (Aep Apnas) / (WT3eqisa) JUSAH SSISAPY

23ed 3ie3s

195 sTsATeuy AisJes
TemeIpylTM Apnis uT buriTnssy AT309ITQ SIUSAFE SSI9APY YITM sjuedToTired Jo HUTISTT
2°C€°vT 9TgelL

TVILN3AIINOD TOOAGH/ Yaa120eA



770 ANNT 90 ‘00-TO UOISIIA

76 40 7S 98ed

ue|d sisAjeuy |ealsiels "p17 sallldwolg pagno-g

(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u €
(X°XX) XX (X"XX) XX (X°XX) XX (X XX) XX (X XX) XX (X"XX) XX (X°XX) XX (3) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (g) u 0
Jqiwaem
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u €
(X°XX) XX (X"XX) XX (X°XX) XX (X"XX) XX (X XX) XX (X XX) XX (X°XX) XX (%) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (X*XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X" XX) XX (X" XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (%) u 0
uted
(X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u 14
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u z
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X*XX) XX (X"XX) XX (X"XX) XX (%) u 0
ssaup=Y
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u z
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX (%) u 0
buttrems
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe ‘Ut
XXX ‘XXX XXX ‘XXX XXX ‘XXX XXX ‘XXX XXX ‘XXX XXX ‘XXX €0 ‘10
XX XX XXX XXX XXX XXX XXX XXX ueTpa
XX XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX N (ww) sssupsy Jo 9ZT§
XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX XX ‘XX Xe[ ‘UTi
XXX
‘XXX XXX ‘XXX X XX ‘XXX XXX ‘XXX XXX XXX X XX XXX XXX XXX €0 ‘10
XXX XXX XXX XXX XXX XXX XXX ueTpan
XX XX XX XX XX XX XX XX XX XX XX XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uesy
XX XX XX XX XX XX XX N (uw) PUTTTOMS JO 92TS
(xx=N) (xx=N) (x%=N) (xx=N) (xx=N) (xx=N) (xx=N)
Te101, YNHu TXOPYYD ssoqg ybtH o9s0Q MOT osog ybTtH 250 MOT

Po]1BUTODRA GT-PTAOD
sjuedtotiaed AylTesH

sjuedtoTiaed gHD

sjuedtoTtiaed AyaTesH

195 sTsATeuy A3sJes
SUOT}0EaY TEeD0T
T°€°€°7T STARL

TVILN3AIINOD

TOOAGH/ Yaa120eA
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"2uTOO®A AGH-IXOPYUD JO 9sop ybty oyl usaTtb axem sjuedroriaed psleutddoen gI-dIA0D TTIY
ruotjezIrTe3lTdsoy I0

/SST3TATIO® ATTEP Y3ITM SD0USISIISJUT ON = [ ‘SUON = (Q :A3TI=asg
*SUOTIBAISSQO PUTSSTW-UOU JO ISqUNU Y7

*9°T) pe3roder ST UOTIOESI [eOOT YOES JO 20USPTOUT 3siom ayj ‘juedrorized yoes o4
*paed Axetp e uT juedrorized syl Aq pepioosx aie ¢ Aeq - T Aeq uo suoTloeax
‘peojussaxd sT ¢ Aeq pue (o Aeg uesmlag UOTIOESI TeOOT yYoes yaTm sjuedrorized Jo Isqunu 1DUTISTP SYL

JTSTA ¥F = § ‘SSTITATIOR ATTEP UYITM SOUSISIISIUT JUEDTITULTS = ¢ ‘SSTITATIOR ATTEP UITM SOUSISIISIUT SWOS = 7
uo paseq a1k ssbejlusdiad - (Yjwrem 10 urted SI9ASS Isow oY} ‘ssaupalr /HUTTTemS 3sabiel a2yl

syl sesiaym ‘zojebrisenuT oyl Agq pepIodaI oI () AeQ UO SUOTIOESI BYJ

TVILN3AIINOD TOOAGH/ Yaa120eA
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(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (g) u ¥
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u Z
(X°XX) XX (X"XX) XX (X XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X°XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"%XX) XX (%) u 0
SSaUUSTIaADg
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u I
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u €
(X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 14
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X°XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (%) u 0
rOsSneN
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u 14
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (s) u z
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (%) u 1
(X XX) XX (X"XX) XX (X°XX) XX (X XX) XX (X°XX) XX (X°XX) XX (X"XX) XX (%) u 0
SUOepPESH
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u b
(X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (g) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u z
(X"XX) XX (X"XX) XX (X"XX) XX (X" XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 1
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X°XX) XX (X"XX) XX (X°XX) XX (%) u 0
enbriesd
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (g) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (3) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX (3) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 0
9Oy STOsn
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u b
(X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u €
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X XX) XX (X"XX) XX (X"XX) XX (%) u 4
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u T
(X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (X"XX) XX (%) u 0
oanjexsdws],
XX XX XX XX XX XX XX XX XX XX XX XX XX ‘XX e ‘UTW
XXX
‘XXX XXX ‘XXX X XX ‘XXX X XX ‘XXX X XX ‘X XX X XX ‘XXX XXX ‘XXX €0 ‘10
XXX XXX XXX XXX XXX XXX XXX ueTpSK
XX " XX XX XX XX XX XX XX XX XX XX " XX XX XX as
XXX XXX XXX XXX XXX XXX XXX uespy
XX XX XX XX XX XX XX N (0) @anjexsdwsr
(xx%=N) (xx=N) (xx=N) (xx%=N) (%x=N) (xx%=N) (xx=N)
Te30L NG TXOPYUD ssoq ybtH asoq MoT ssoq ybTH @soq MoT

PO3RUTOOBA 6T-PTAOD
sjuedtoTiaed AyjzTesH

sjuedrorized dHD

sjuedtoTiaed AyaTesH

195 sTsATeuy AisJes
suoTloeay OTwalsAg

2T€TeTrT 9TaRL

TVILN3AIINOD

TOOAGH/ Yaa120eA
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*OUTOORA AH-TXOPYUD JO 2sop ybTy oyl usaTh a1em sjuedroriaed peleUTOORA 6T-AIAOD TTY
ruotlezTTE3ITdSOy 10
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15.APPENDICES

CONFIDENTIAL

15.1. Appendix 1: Toxicity Grade Criteria for Lab Parameters

Table 2: Toxicity Grade Criteria for Values Below Normal Range (Chemistry)

LOW
Analyte 1 2 3 4
Sodium (Hyponatremia) 132-134 130-131 125-129 <125
Potassium (Hypokalemia) 3.5-3.6 3.3-34 3.1-3.2 <3.1
Albumin (Hypoalbuminemia) 2.8-3.1 2.5-2.7 <2.5 N/A
Glucose (Hypoglycemia) 65-69 55-64 45-54 <45
Table 3:Toxicity Grade Criteria for Values Above Normal Range (Chemistry)
HIGH
Analyte 1 2 3 4
Sodium (Hypernatremia) 144-145 146-147 148-150 >150
Potassium (Hyperkalemia) 5.1-5.2 5.3-5.4 5.5-5.6 >5.6
BUN 23-26 27-31 >31
Creatinine 1.5-1.7 1.8-2.0 2.1-2.5 >2.5
Total Bilirubin if normal ASL-AST 1.1-1.5*ULN 1.6-2.0*ULN 2.0-3.0*ULN >3.0*ULN
Total Bilirubin if AST/ ALT elevated 1.1-1.25*ULN 1.26-1.5*ULN 1.51-1.75*ULN >1.75*ULN
ALP 1.1-2.0*ULN 2.1-3.0*ULN 3.1-10*ULN >10*ULN
AST 1.1-2.5*%ULN 2.6-5.0*ULN 5.1-10*ULN >10*ULN
ALT 1.1-2.5¥ULN 2.6-5.0*ULN 5.1-10*ULN >10*ULN

Table 4: Toxicity Grade Criteria for Values Below Normal Range (Haematology)

Low

Analyte 1 2 3 4
Haemoglobin (Female) 11.0-12.0 9.5-10.9 8.0-9.4 <8.0
Haemoglobin (Male) 12.5-13.5 10.5-12.4 8.5-10.4 <8.5
Platelets 125-140 100-124 25-99 <25
WBC 2.5-35 1.5-2.49 1.0-1.49 <1.0
Neutrophils 1.5-2.0 1.0-1.49 0.5-0.99 <0.5
Lymphocytes 0.75-1.0 0.74-0.5 0.25-0.49 <0.25

Table 5: Toxicity Grade Criteria for Values Above Normal Range (Haematology)

HIGH
Analyte 1 3 4
WBC 10.8-15.0 15.1-20.0 20.1-25.0 >25.0
Eosinophils 0.6-1.5 1.51-5.0 >5.0 N/A
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Table 6: Toxicity Grade Criteria for Values Outside Normal Range (Coagulation)

Low
Analyte 1 2 3 4
Prothrombin time 1.0-1.10*ULN 1.11-1.20*ULN 1.21-1.25*ULN >1.25*ULN
PTT 1.0-1.2*ULN 1.21-1.4*ULN 1.41-1.5*ULN >1.5*ULN
Fibrinogen (above normal) 150-200 125-149 100-124 <100
Fibrinogen (below normal) 400-500 501-600 >600 N/A

Table 7: Toxicity Grade Criteria for Values Outside Normal Range (Urinalysis)

LOwW
Analyte 1 2 3 4
Protein Trace 1+ 2+ Hospitalisation or dialysis
Glucose Trace 1+ 2+ Hospitalisation or hyperglycaemia
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15.2. Appendix 2: Toxicity Grade Criteria For Vital Signs

Table 8: Toxicity Grade Criteria for Vital Signs

Mild Moderate Severe Potentially Life-

(Grade 1) (Grade 2) (Grade 3) threatening
Vital Signs (Grade 4)
Fever (°C) 38.0-38.4 38.5-38.9 39.0-40 >40

(°F) 100.4-101.1 101.2-102.0 102.1-104 > 104

Tachycardia — beats per 101 -115 116 -130 >130 ER visit or hospitalization
minute for arrhythmia
Bradycardia — beats per 50-54 45-49 <45 ER visit or hospitalization
minute for arrhythmia
Hypertension (systolic)— 141 - 150 151-155 > 155 ER visit or hospitalization
mm Hg for malignant hypertension
Hypertension (diastolic)— 91 -95 96 — 100 > 100 ER visit or hospitalization
mm Hg for malignant hypertension
Hypotension (systolic)— 85 -89 80-84 <80 ER visit or hospitalization
mm Hg for hypotensive shock
Respiratory Rate — breaths 17 — 20 21-25 >25 Intubation

per minute
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