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1. INTRODUCTION

The purpose of this Statistical Analysis Plan (SAP) is to describe the final planned analyses
to be mcluded 1n the Clinical Study Report (CSR) for Study 209348, and to describe the
analyses to be performed for the pre-specified interim analysis, which will be used in early
Commut to Phase 3 (C2P3) decision making.

1.1. Objectives, Estimands and Endpoints

Study 209348 1s intended to evaluate whether up to 24 weeks of treatment with
GSK3228836 followed by up to 24 weeks of pegylated interferon (PegIFN) can increase
the rate of hepatitis B wvirus surface antigen (HBsAg) loss m participants on stable
nucleos(t)ide analogue (NA) therapy, and whether virologic response can be sustained once
PeplFN treatment i1s discontinued. Study 209348 will also evaluate the safety and
tolerability of the treatment repimen In addition, pharmacokinetic, virology, and
biomarker assessments will be evaluated for exploratory purposes.

Objectives and Estimands:

Objectives Estimands and Endpoints

Primary

Efficacy: To investigate the efficacy of two The main Estimand supporting the primary objective is

different durations of GSK3228836 followed | defined as:

by up to 24 weeks of PeglFN therapy in » Population: Participants with CHB on stable NA

participants with CHB on stable NA therapy. therapy

» Treatment 300 mg GSK3228836 for 12 or 24 weeks
followed by up to 24 weeks of PeglFN therapy while
on stable NA therapy

= Variable (Categorical): Parficipants achieving

Sustained Virologic Response (SVR) (HBsAg

<1 0Q and HBV DNA <LLOQ) for 24 weeks after

the planned end of sequential treatment, without use

of any rescue medication
* Intercurrent Events:

o Discontinuation of, interruption in, and non-
adherence to GSK3228836 and PeglFN not
related to any wide disruptive events (such as
COVID-19 pandemic) will be ignored (treatment
policy strategy).

o Ineligibility to receive PeglFN will be ignored
(treatment policy strategy)

o Use of rescue medication (composite strategy).

o Wide disruptive events (such as COVID-19
pandemic) leading to discontinuation of,
interruption in, and non-adherence to
(GSK3228836 and PeglFN will be handled
assuming they had not happened (hypothetical
strateqy).

» Population Summary: The percentage of
participants in each treatment group who achieve

SVR., without use of any rescue medication

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 9 of 77
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Objectives

Estimands and Endpoints

The main primary estimand supporting the primary
objective in participants with CHBE on stable NA therapy
in each freatment arm is the percentage of participants
that achieve SVR (HBsAg <LLOQ and HBV DNA

<1 OQ) for 24 weeks after the planned end of sequential
treatment in the absence of rescue medication,
regardless of ineligibility to receive PeglFN,
discontinuation of, interruption in, and non-adherence to
G5K3I228836 and PeglFN, had they not been affected
by wide disruptive events.

Three supplementary Estimands are defined to support

the primary objective:

»  The first supplementary Estimand is defined in the
same way as the main Estimand, except the
assessment time frame for patients achieving SVR
will be 24 weeks after the actual end of treatment.
Therefore, the strateqy for intercurrent events of
treatment discontinuation will be while-on-treatment.
This supplementary estimand supporting the primary
objective in participants with CHE on stable NA
therapy in each treatment amm is the percentage of
participants that achieve SVR (HBsAg <LLOQ and
HBV DNA <LLOQ) for 24 weeks after the actual end
of sequential treatment in the absence of rescue
medication, regardless of ineligibility to receive
PeglFN, discontinuation of, interruption in, and non-
adherence to G5K3228836 and PeglFN, had they
not been affected by wide disruptive events.

*  The second supplementary Estimand is to
understand the relationship between the PeglFN
duration and achieving SVR for 24 weeks after the

actual end of treatment, defined as:
o Population: Participants with CHB on stable NA
therapy
o Treatment 300 mg GSK3228836 for 12 or 24
weeks followed by 24 weeks of PeglFN therapy
while on stable NA therapy
o Variable: The relationship between SVR for 24
weeks after actual end of freatment and the
duration of PeglFN received by participants
o Intercurrent Events:
= Discontinuation and delayed start of,
PeglFN, will be accounted to reflect the
actual duration from the first to the last
dose of PeglFN received (while-on-
treatment strateqgy).

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 10 of 77
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Objectives

Estimands and Endpoints

= Interruption in and other non-adherence
fo PeglFN will be ignored (treatment
policy strategy)

= Disconfinuation of, interruption in and
non-adherence to GSK3228836 will be
ignored (treatment palicy strategy)

= Use of rescue medication (composite
strategy).

=  Wide disruptive events (such as
COVID-19 pandemic) leading to
discontinuation and delayed start of,
PeglFN will be handled with while-on-
freatment strategy; wide disrupfive
events leading to interruption in and
other non-adherence to PeglFN will be
ignored (treatment policy strategy);
wide disruptive events leading to
discontinuation of, interruption in, and
non-adherence to GSK3228836 will be
ignored (treatment policy strategy).

o Population Summary: The percentage of
participants achieving SVR for 24 weeks after
the actual end of treatment by PeglFN
freatment duration categorical grouping in each
treatment arm

The second supplementary Estimand (supporting

the primary objective in participants with CHB on

stable NA therapy) is the percentage of participants
achieving SVR for 24 weeks after the actual end of
freatment by PeglFN freatment duration categorical
grouping in each treatment arm, taking into account
discontinuation and delayed start of PeglFN,
regardless of interruption in and other non-
adherence to PeglFN, regardiess of discontinuation
of, interruption in and non-adherence to

GSK3228836.

The third supplementary Estimand is defined in the

same way as the main Estimand, except the

strategy for intercurrent events of PeglFN ineligibility
for more than 12 weeks and/or missing more than

12 doses of PeglFN will be principal stratum. This

supplementary Estimand supporting the primary

objective is the percentage of participants in each
treatment arm that achieve SVR (HBsAg <LLOQ
and HBV DNA <LLOQ) for 24 weeks after the
planned end of sequential treatment in participants
with CHE on stable NA therapy and receiving at
least 12 doses of PeglFN, in the absence of rescue
medication, regardless of discontinuation of,
interruptions in or non-adherence to GSK3228836

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 11 of 77
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Objectives

Estimands and Endpoints

events.

had they not been affected by wide disruptive

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021
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1.2. Study Design
Overview of Study Design and Key Features
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Design Features

Phase llb, multi-center, randomised, open label study to
assess the efficacy and safety of sequential treatment with
GSK3228836 followed by Pegylated Interferon Alpha 2a in
participants with CHB while on stable nucleosi(t)ide treatment.

Study Intervention

Arm 1: 300 mg GSK3228836 oncefweek for 24 weeks (plus
loading doses of 300 mg GSK3228836 on Day 4 and Day 11)
followed by PeglFN (180 mcg/week for up to 24 weeks).

Arm 2: 300 mg GSK3228836 oncefweek for 12 weeks (plus
loading doses of 300 mg GSK3228836 on Day 4 and Day 11)
followed by PeglFN (180 mcg/week for up to 24 weeks).

Study
Intervention Assignment

Participants will be randomised in a 1:1 ratio fo receive study
intervention. Approximately 100 participants are planned to
be enrolled in the study. The study team may enrol additional
participants to within 10% of the planned 100.

Interim Analyses

Administrative Interim analyes: interim analyses to support
internal decision making at multiple imepoints throughout the
study.

Planned efficacy Interim analysis: all participants complete
the end-of-treatment visit and a sufficient number of
participants complete off-freatment follow-up in order to
assess the probability of C2P3.

Independent Data Monitoring Committee (IDMC) safety
review: approximately every 3 months.

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 13 of 77
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1.2. Study Design
Overview of Study Design and Key Features
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Design Features

= Phase llb, multi-center, randomised, open label study to
assess the efficacy and safety of sequential treatment with
GSK3228836 followed by Pegylated Interferon Alpha 2a in
participants with CHB while on stable nucleosi(t)ide treatment.

Study Intervention

= Arm 1: 300 mg GSK3228836 oncefweek for 24 weeks (plus
loading doses of 300 mg GSK3228836 on Day 4 and Day 11)
followed by PeglFN (180 mcg/week for up to 24 weeks).

= Arm 2: 300 mg GSK3228836 oncelweek for 12 weeks (plus
loading doses of 300 mg GSK3228836 on Day 4 and Day 11)
followed by PeglFN (180 mcg/week for up to 24 weeks).

Study
Intervention Assignment

= Participants will be randomised in a 1:1 ratio fo receive study
intervention. Approximately 100 participants are planned to
be enrolled in the study. The study team may enrol additional
participants to within 10% of the planned 100.

Interim Analyses

*  Administrative Interim analyes: interim analyses to support
internal decision making at multiple imepoints throughout the
study.

= Planned efficacy Interim analysis: all participants complete
the end-of-treatment visit and a sufficient number of
participants complete off-freatment follow-up in order to
assess the probability of C2P3.

= Independent Data Monitoring Committee (IDMC) safety
review: approximately every 3 months.

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021
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2. STATISTICAL HYPOTHESES

The primary objective of the study 1s to investigate the effectiveness of GSK3228836 and
PeglFN sequential therapy in CHB participants on stable NA therapy. The primary
endpoint 1s achieving a sustained virologic response (SVR, HBsAg <LLOQ and HBV
DNA <LLOQ) for 24 weeks after the planned end of GSK 3228836 and PegIFN sequential
treatment in the absence of rescue medication. Rescue medication i1s defined as any
medication mmtiated for the purpose of antiviral suppression other than the background
stable NA therapy.

A secondary objective 1s to compare the efficacy between 24 and 12 weeks of
GSK3228836 treatment followed by PegIFN for up to 24 weeks, measured by the
proportion of participants that achieve virologic response at the planned end of sequential
treatment and sustained for six months or more post-treatment. The aim of the study 1s to
provide evidence for efficacy of GSK3228836 and PegIFN sequential therapy in reachuing
sustained virologic response, and to mform selection of treatment regimen for Phase III
trials based on the comparison between the two arms.

The primary aim for the study 1s descriptive, hence no formal hypothesis testing 15 planned.
A probability inference approach will be used for decision-making. The primary
assessment of interest 1s the SVR rate of each treatment group. The point estimates for
SVR and 95% credible intervals will be calculated using a Bayesian probability approach.
In addition, posterior probabilities that the true SVR 1n each treatment arm 1s greater than
a range of climcally meaningful response rates will be provided.

Comparnsons between treatment arms as defined i the key secondary objectives will be
assessed using probability inference approaches.

2.1. Multiplicity Adjustment

No adjustments will be made for multiplicity.

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 14 of 77
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3. ANALYSIS SETS

The following populations are defined for the analyses:

209348

Analysis Set

Definition / Criteria

Analyses Evaluated

Screened

All participants who were screened for
eligibility.

Study Population

Enrolled

All participants who passed screening (met
eligibility criteria) and entered the study.

Mote screening failures (who never passed
screening even if rescreened) and participants
screened but never enrolled into the study are
excluded from the Enrolled population as they
did not enter the study.

Study Population

All randomised participants.

This population will be based on the treatment
the participant was randomised fo.

Any participant who receives a treatment
randomisation number will be considered to
have been randomised.

Efficacy

Safety

All participants who were randomised and
received af least one dose of study treatment.

This population will be based on the treatment
the participant received.

Mote: Participants who were not randomised
but received at least one dose of study
treatment will be listed.

Safety
Virology

Pharmacokinetic (PK)

All participants in the Safety population who
received an active study treatment and had at
least 1 non-missing PK assessment (Non-
quantifiable [NQ] values will be considered as
non-missing values)

Mote: PK samples that may be affected by
protocol deviations will be reviewed by the

study team to determine whether the sample
will be excluded.

PK

Pharmacodynamic
(PD)

All participants in the Safety population for
whom a Pharmacodynamic sample was
obtained and analysed.

FD

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021
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4. STATISTICAL ANALYSES

4.1.

General Considerations

209348

All analyses will be performed based on the population of participants with CHB on stable

nucleos(t)ide therapy.

The following definitions and abbreviations will be used throughout to define time points
for key efficacy endpomts and estimand criteria:

Time point

Definition

Abbreviation

End of treatment

End of sequential treatment of
GSK3228836 and
Pegimterferon. Time point 1s
expected at week 48/36 for
Arm 1/Arm 2.

EoT

End of off-treatment
follow-up after end of
treatment

End of 24 weeks of off-
treatment follow-up after end
of treatment. Time point 1s
expected at week 72/60 for
Arm 1/Arm 2

EoT+24wks

End of study

Final scheduled assessment
visit. Time point 1s expected
at week 72 for Arm 1/Arm 2

EoS

The following definitions and abbreviations will be used to define reporting of scheduled

efficacy visits:
Time point Definition Abbreviation
Scheduled End of Scheduled visit Week 48 PeglFN W36/W48
GSK3228836 and PegIlFN | in Arm 1 and Scheduled
Sequential Treatment visit Week 36 in Arm 2.
Scheduled End of 24 Scheduled visit Week 72 OT-W24
Weeks after Sequential m Arm 1 and Scheduled
Treatment visit Week 60 n Arm 2.

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021
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411. General Methodology

Participants who prematurely withdrew from study will not be replaced.

In the case of mcorrect randonuzation stratification assignment at the time of
randonuzation, the analyses will be performed based on the actual stratum per data
collected in the baseline lab electromc Case Report Form (eCRF). In the case of
randonuzation to the incorrect strata (1.e., 1f a HBsAg subject 1s randomised to the HBeAg
strata, or vice versa), analysis will be performed based on the actual strata the subject
should have been assigned to.

Unless otherwise specified, continuous data will be summanzed using descriptive
statistics: n, mean, standard deviation (std), median, nunimum, and maximmum. Categorical
data will be summarized as the number and percentage of participants in each category.

Unless otherwise specified, CIs will use 95% confidence levels.

HBV DNA, HBsAg and HBeAg levels below the LLOQ will be imputed for summaries
of actual values and change from baseline. The numeric values for HBV DNA <LLOQ
(LLOQ=20 IU/mL) will be imputed as 19.9. The numenc values for HBsAg <LLOQ
(LLOQ=0.05 IU/mL) will be imputed as 0.04. The numeric values for HBeAg <L.LOQ
(LLOQ=0.06 U/mL) will be imputed as 0.05.”

HBV DNA (IU/mL) and HBV RNA (copies/mL) levels that are “TND” will be imputed
as 1. HBerAg (Logl0 U/mL) values that are “TND” will be imputed as 0. Values <LLOQ
are imputed based on the number of significant digits, similar to other lab parameters.

412 Baseline Definition

For all endpomts (except as noted in baseline defimtions) the baseline value will be the
latest pre-dose assessment with a non-missing value, mncluding those from unscheduled
visits. If ime 1s not collected, Day 1 assessments are assumed to be taken prior to first dose
and vsed as baseline. If there are multiple assessments collected at the same scheduled
tume, the average of these assessments will be used as the baseline.

Unless otherwise stated, if baseline data 1s missing no denivation will be performed and
baseline will be set to missing_

Baseline of estimated glomerular filtration rate (eGFR) 1s defined as the mean of all pre-
dose values, from screeming to Day 1 pre-dose assessment.

4.1.3. Relapse Definition
One way to illustrate response durability and the benefit of adding PegIFN sequential
therapy 1s to consider time to relapse among Bep1 and/or PegIFN End of Treatment

(EOT) responders. Time to relapse from end of Bepi treatment will be calculated using
the Bepirovirsen EOT window with the following linuts referred to in Section 422 1.

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 17 of 77
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Only participants who were virologic responders at the end of Bepirovirsen EOT (See
Section 4.2.2.1 windowing rules) without any prior rescue medication will be considered.

The start date used to measure the time to relapse will be the date of the first visit in the

appropriate window where the participant 1s a responder and remains a responder at all
subsequent visits within the window. Response and relapse rates can be evaluated under
the conservative and modified defimtion of SVR.

Discontinuation interruption in, or non-adherence to GSK3228836 and PeglIFN related or
unrelated to wide disruptive events (WDEs) will be analysed as collected when

deternuning relapse (freatment policy strategy).

4.1.31. Relapse under Conservative Definition (SVR)

Relapse date 1s defined as the first visit after the appropnate window end date where
observed data for either HBsAg or HBV DNA i1s greater than the lower linut of
quantification (LLOQ) or the use of rescue medication.

4.1.3.2. Relapse under the Modified Definition of SVR

Relapse date 1s defined as the first visit after the appropnate window end date where
observed data for either HBsAg or HBV DNA 1s =LLOQ at two consecutive visits for the
same parameter or the use of rescue medication.

Any observation of HBsAg =1.L.OQ or HBV DNA =LLOQ at a visit must be confirmed
individually at a consecutive visit (including unscheduled visits or the first visit after the
end of the analysis window).

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 18 of 77
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4.2, Primary Endpoint Analyses

HBsAg and HBV DNA assessments from the end of treatment analysis window (Week 48
or Week 36 for Arm 1 and Arm 2 respectively) to the off-treatment Week 24 analysis
window will be used to analyse the primary endpoint for each arm  The primary analysis
for the primary endpoint will be conducted once the database lock has been achieved and
the last participant has completed the Week 72 visit.

The primary efficacy endpoint 1s achieving a sustamned virologic response for 24 weeks
after the planned end of GSK3228836 and PegIFN sequential treatment in the absence of
rescue medication. Sustamned virologic response (SVR) 1s defined as observing HBsAg
<LLOQ and HBV DNA <LLOQ at each analysis window in the 24 weeks after the end of

sequential treatment. Analysis windows for the post GSK3228836 treatment assessments
are defined in Section 4.2.2.1.

An estimation approach with no hypothesis testing will be used to address the primary
objective. The primary assessments of interest are the point estimate of SVR rate and 95%
credible intervals. In addition, posterior probabilities that the true SVR rate in each
treatment arm 1s greater than a range of climically meaningful response rates will be
provided. The point estimates for SVR will be calculated using a Bayesian probability
approach. Companisons between ftreatment arms as defined m the key
secondary/exploratory objectives will be assessed using probability mference approaches.

4.21. Definition of Estimands

The primary estimand supporting the pnimary objective 1s defined as:
e Population: Participants with CHB on stable NA therapy.

e Treatment: 300 mg GSK3228836 for 12 or 24 weeks followed by up to 24 weeks
of PegIFN therapy while on stable NA therapy.

e Variable (Categorical): Participants achieving sustammed virologic response
(SVR) (HBsAg <LLOQ and HBV DNA <LLOQ) for 24 weeks after the planned
end of sequential treatment, without the use of rescue medication.

o Intercurrent Events:

o For discontinuation of, interruption 1, or non-adherence to GSK3228836
or PegIlFN unrelated to any wide disruptive events (such as COVID-19
pandemuc), the data will be analysed as collected (treatment policy
strategy).

o For participants that are meligible to receive PegIFN, the data will be
analysed as collected (treatment policy strategy).

o Use of rescue medication will be mcorporated in the defimtion of the
endpoint (composite strategy).

o For wide disruptive events (such as COVID-19 pandemic) leading to
discontinuation of, sigmificant interruption i, or non-adherence to
GSK3228836 and PegIFN, data collected after the intercurrent event will
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be set to nussing and the response will be imputed assuming mussing at
random m the Bayesian model Additional details provided m Section
4.2 .2 2 (hypothetical strategy).

e Population Summary: The percentage of participants m each treatment group who
achieve sustamed virologic response (SVR) (HBsAg <LLOQ and HBV DNA

<LLOQ) for 24 weeks after the planned end of sequential treatment without rescue
medication usage.

422 Main Analytical Approach

A Bayesian model will be fitted using Markov Chain Monte Carlo (MCMC) methods, and
will be used to estimate the posterior probability of SVR sustained virologic response for
each arm incorporating the baseline analysis stratification factors (Table 1) [Jones, 2011].

The model below differs from the Bayesian hierarchical model specified in the 209348
Protocol Amendment v.1.0 (24-Sep-2021), This hierarchical model included a random
effect y: for each strata, an interaction term for treatment by stratum, and was applied
separately for each arm. However, when the model was run on data from the
admimistrative interim analyses (AIAs) (see Section 4.7), there were stratum with zero
counts which caused perfect prediction of the response variable for some values of the
predictors (quasi-complete separation). To address this 1ssue, the hierarchical model was
simplified to the Bayesian logistic regression model below, with only fixed effects and
combined data across arms.

The number of responders 1s assumed to follow a binonual distribution:

Number of responders GwBinﬂmiaI(nH, pg), g=1234

where we define r; as the number of SVR responders among n; participants, pz as SVR
rate :—"? and mdex g refers to the stratum number as defined mn Table 1 below.

g
The analysis model 1s defined as:

Fg
1-P,

Og= Iﬂgit(f’g] = lug( ) = T + yuiB1+} + y2I{B2+] + y3 l{arm}

where 1, ¥, ¥, are all parameters. Thus,
=1
Bh=1+m
=1+
=1+ +T2
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Priors:
T ~ Normal (0, 10%)
¥y ~ Normal (0,10°),k = 1,2
Table 1 Baseline Analysis Strata
Stratum By: HBsAg B;: HBeAg
1: HBsAg <3 log IU/mL and Negative HBeAg B4 (=3 log IU/mL) Bz (Negative)
2:- HBsAg >3 log IUW/mL and Negative HBeAg By (>3 log IU/mL) Bz (Negative)
J: HBsAg <3 log IU/mL and Positive HBeAg B+ (=3 log IU/mL) B+ (Positive)
4: HBsAg >3 log IU/mL and Positive HBeAg B++ (>3 log IU/mL) B+ (Positive)

The point estimates and 95% credible intervals of sustained virologic response rate in
each of the treatment arms will be calculated.

For each arm, the posterior distribution of SVR rate P(pg|data), g=1.2.3 4 will be derived
for each analysis stratum using the model specified above:

ef

P(p,|data) = P(l PN |data)
g%z

P(p;|data) = P(l P |data)
%

P(pz|data) = P(l P |data)
Bs

P(p4|data) = P(l o0 |data)

The postenior distribution of the arm-level SVR rate will be denived using a mixture of the
posterior distributions of SVR rate for each analysis stratum in that arm_ The weights are
proportional to the sample size of each analysis stratum in each arm-

P(p|data) = Y3, w,P(p,|data), where w, =

mn

Eg:l ng

Posterior probabilities of SVR rates exceeding a range of climeally meaningful response
rates, e g, 30%, 35%, 40%, will be generated using the approach specified above for each
arm. If monotherapy m study 209668 (B-Clear) 1s deemed successful, then posterior
probabilities will be derived for a difference > 10% and <15% of the SVR rates between
any B-Together arm and the B-Clear chosen arm to evaluate whether sequential therapy 1s
successful.
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4.2.21. Visit Windowing and Multiple Measurements at One Analysis Timepoint

Visit windowing for the primary end-point will be applied as specified in Table 2 and Table
3, and the windowed results will be used to determune the primary endpoint of SVR.
Unscheduled assessments will be included mn the analysis window. No imputation of
missing data will be performed prior to visit windowing.

If there are multiple values within an analysis window the following rules will be applied:

For the end of GSK 3228836 treatment and PegIFN treatment analysis timepoints, the latest
available assessment in the window will be selected, with the worst non-missing value
chosen first. The worst case ordering 1s as follows:

1. No Virologic Response

2. Missing due to WDE!

3. Virologic Response

4. Missing (unrelated to WDESs)

For post end of sequential treatment analysis timepoints:

1. Worst non-missing value m the analysis window will be selected.

a) If values are the same, then the value closest to target day will be selected. If
there are multiple values equudistant from the target day, the earliest will be
selected.

b) If all values within an analysis window are nussing, then the result 15 missing
for the analysis wmdow.

2. Worst value 1s defined in the order of highest actual value, then <LLLOQ, and then
TND.

! Missing due to WDE will be considered based on whether original value for the assessment is missing or
15 a non-response. If the original value at an assessment is "No Virologic Response’ prior to imputation for
WDEs, then the assessment will be classified as “Missing to due WDEs’. If the original value at an
assessment is “Missing” prior to imputation for WDEs, then the preceding non-missing value within the
window will be selected.
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Table 2 Primary Endpoint Analysis Visit Windows for Arm 1
Tarset Analysis Window
Analysis . g Analysis | Protocol
Parameter | Study .. . . . e
Set D - Beginning Ending Timepoint Visit
4 Timepoint | Timepoint
Minimum of
End of
Efficacy | ooeand | 45 g | (182.Pe0PN | ooy3998836 | Week 24
HBV DNA First Dosing treatment
Study day) atmen
End of
HBsAg and PeglFN
Efficacy HBV DNA 330 295 350 treatment / Week 48
EoT
Post PeglFN Off-
Efficacy EE%SE” 186 351 406 treatment treatment
Week 8 Week 8
Post PeglFN Off-
Efficacy EE%SE” 456 407 462 treatment treatment
Week 18 Week 18
Post PeglFN Off-
Efficacy EE%SE” 498 463 518 treatment treatment
Week 24 Week 24
Table 3 Primary Endpoint Analysis Visit Windows for Arm 2
. Analysis Window
Analysis . Target Analysis | Protocol
Parameter | Study .. . . . e
Set D - Beginning Ending Timepoint Visit
4 Timepoint | Timepoint
Minimum of
End of
HBsAg and (98, PeglFN
Efficacy HBV DNA 78 64 First Dosing ESI:EEE?BEE Week 12
Study day) atmen
End of
HBsAg and PeglFN
Efficacy HBV DNA 246 211 266 Treatment / Week 36
EoT
Post PeglFN Off-
Efficacy EE%SE” 302 267 32 treatment treatment
Week 8 Week 8
Post PeglFN Off-
Efficacy EE%SE” 372 323 378 treatment treatment
Week 18 Week 18
Post PeglFN Off-
Efficacy EE%SE” 414 379 434 treatment treatment
Week 24 Week 24
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The primary analysis will be based on planned end of treatment regardless of whether a
patient discontinued treatment.

For the first and second supplementary estimands described in Section 4.2 4.1 and Section
4242, SVR will be measured from actual rather than planned end of treatment and the
analysis windows should be amended accordingly. For these estimands, the date of last
dose should be treated as the reference date and the rules in Table 4 should be used to
determune the endpoint of SVE_

Table 4 Supplementary Endpoint Analysis Visit Windows for Arm 1 and Arm 2

Analysis Refe Analysis Window
Set/ Parameter D:;noe Beginning Ending Analysis Timepoint
Domain Timepoint Timepoint

Efficacy HBsAg and HBV | Reference Reference | Reference date End of Actual
DNA date date - 35 +20 treatment

Efficacy HBsAg and HBV | Reference Reference | Reference date | Post freatment Week
DNA date + 56 date + 21 + 76 8

Efficacy HBsAg and HBV | Reference Reference | Reference date | Post freatment Week
DNA date + 126 date + 77 + 132 18

Efficacy HBsAg and HBV | Reference Reference | Reference date | Post freatment Week
DNA date + 168 | date + 133 + 188 24

If all analysis windows have non-missing response information, a participant’s response
(Responder or Non-responder) 1s determined as follows:
1. If rescue medication was used during on-treatment or off-treatment period, then
the participant 15 a non-responder.
2. IfHBsAg <LLOQ and HBV DNA <LLOQ in each of the analysis windows,
then the participant is a responder, otherwise the participant 1s non-responder.
3. A result of TND 1s considered as <LLOQ.

4222 Intercurrent Events and Missing Data

Intercurrent events during the on-treatment phase of the study can result in nussed on-
treatment visits and participant data not being collected. This missing data can potentially
confound the interpretation of the primary endpoint. The intercurrent event of use of rescue
medication has been incorporated into the definition of the vanable (composite strategy).
The mtercurrent event of discontinuation of interruption of, and adherence to
mvestigational product (IP) unrelated to wide disruptive events (WDEs) will be analysed
as collected (treatment policy).
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Missing Primary Data On-Treatment, End of Treatment (EOT) and Off-Treatment

For participants where WDEs on-freatment result in discontinuation of, sigmficant
mnterruption of, and adherence to investigational product (IP), and the participant returns to
the study and has data in the on-treatment period, the data will be handled in the following
two ways:

1. For observed VR responders, the data will be analysed as collected (treatment
policy). No imputation of missing data will be performed.

2. For observed VR non-responders, data collected after the intercurrent event will be
set to mussing. Their SVR response will be imputed assuming missing at random
using all available data from participants for whom SVR can be assessed
(hypothetical strategy).

Significant interruption/non-adherence 1s defined as a gap of >=21 days between treatment
doses at any time during the on-treatment period (excluding the PegIFN Eligibility Period).
The final mference from the Bayesian model will account for the missing data assuming
MAR._ End of treatment (EoT) VR response will be determined using the end of treatment
analysis windows defined in Table 2, Table 3, and Table 4. In the absence of rescue
medication usage, if all HBsAg and HBV DNA data within the analysis window for the
EoT wisit 1s nussing and the nussingness 1s not due to wide disruptive events, the subject
will be considered as an SVR non-responder. No imputation of nussing data will be
performed.

If all HBsAg and HBV DNA data within the analysis window for the EOT wisit 1s missing
due to a WDE, and the participant withdraws from the study due to the WDE, the
participant will be classified as not reachung EOT at follow-up. Data after the intercurrent
event will be set to nussing, and their SVR. response will be imputed assuming missing at
random usmg all available data from participants for whom SVR can be assessed.

If all HBsAg and HBV DNA data within the analysis window for the EOT wisit 1s missing
due to a WDE, but the participant later returns to study and has non-missing data in an
analysis window, the data will be handled in the following two ways:

1. For observed VR responders, the data will be analysed as collected (treatment
policy). No imputation of missing data will be performed.

2. For observed VR non-responders, data collected after the intercurrent event will be
set to mussing. Their SVR response will be imputed assuming missing at random
using all available data from participants for whom SVR can be assessed
(hypothetical strategy).

If all HBsAg and HBV DNA data within an analysis window after the planned end of
sequential treatment (EoT) 1s nussing unrelated to wide disruptive events, missing data will
be considered as an SVR. non-responder. No imputation of missing data will be performed.

If all HBsAg and HBV DNA data within an analysis window after the planned end of
sequential treatment (EoT) 15 missing due to wide disruptive events, the participant’s SVR
status will be considering as nussing due to WDE. Data after the intercurrent event will be
set to mussing, and the SVR response will be imputed using all available data from
participants for whom SVR can be assessed.
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If the participant has any HBsAg =LLOQ or HBV DNA =LLOQ or rescue medication
usage at or after the planned end of sequential treatment (EoT), the subject will be classified
as an SVR non-responder. No imputation of missing data will be performed.

If a participant has any assessments that are affected by a wide disruptive event, but the
participant’s HBsAg and HBV DNA within an analysis window are collected and the
participant 15 a VR responder, the subject will be classified as an SVR responder.

4.2.2.3. Model Checking and Diagnostics — MCMC Mixing Diagnosis

Two sampling chains will be run, with differing starting values and each with a burn-in
period of 5,000 samples, to ensure adequate sampling from the posterior. The starting
values will be as described above in Section 4.2.2.

Muaung will be regarded as “each chain 1s independently realizing values similar to those
for which the other chains have also sampled.” Adequate nuxing will be concluded if the
chains meet following conditions:

1. The Brooks-Gelman Ratio (BGR) (Brooks, 1998) for each parameter 1s in the
interval (0.8, 1.2).

2. Each chain appears mix well, upon visual inspection of each chain’s frace
plot, including assessing the nmitual overlap of the chains for each parameter.

3. Each kernel density plot appears smooth upon visual mspection.

4.23. Sensitivity Analyses

For the primary estimand, a sensitivity analysis will be performed usmg the Bayesian
model described 1n Section 4.2 2. The final inference from the Bayesian model will account
for the missing data assuming MAR_ regardless of the reason for missingness.

424, Supplementary Estimands

The following supplementary estimands are defined to support the primary objective.

4.2.41. Measuring SVR from Actual End of Treatment instead of Planned End
of Treatment

The first supplementary estimand 1s defined in the same way as the primary estimand,
except the assessment time frame for participants achieving SVR will be 24 weeks after
the actual end of treatment. The estimand strategy for handling treatment discontinuation
unrelated to wide disruptive events will be while-on-treatment, which calculates the
actual duration from the first to the last dose of treatment received. See Section 4.2.1 for
additional details.
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4.2.42. Measuring SVR from Actual End of Treatment by Categorical
Subgroups of PeglFN Treatment Duration

The second supplementary estimand supporting the primary objective measures SVR from
actual end of treatment by categorical subgroups of PegIFN treatment duration.
The second supplementary estimand 1s defined as:

e Population: Participants with CHB on stable NA therapy that are eligible for
PegIFN.

e Treatment: 300 mg GSK3228836 for 12 or 24 weeks followed by up to 24 weeks
of PegIFN therapy while on stable NA therapy.

e Variable: The percentage of participants that achieve SVR for 24 weeks after the
actual end of sequential treatment without the use of rescue medication
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Intercurrent Events:
o Significant interruption in or non-adherence to PegIFN related or unrelated

to WDESs will be analysed as collected (treatment policy strategy).

Discontinuation and delayed start of PegIFN related or unrelated to WDEs
will be handled by calculating the actual duration using the first to the last
dose of PegIFN recerved (while-on-treatment strategy).

Use of rescue medication will be incorporated in the defimtion of the
endpoint (composite strategy).

e Population Summary: The percentage of participants achieving SVR. for 24 weeks
after the actual end of treatment by PegIFN treatment duration categorical grouping
of at least 12, 16, 20, and 24 weeks of PegIFN treatment in each treatment arm

4.2.4.3.

Measuring SVR from Planned End of Treatment for Participants who
Received At Least Twelve Doses of PeglFN

The third supplementary estimand examines the effect of the mtercurrent event of a
participant failing to meet PegIFN eligibility criteria by PegIFIN Eligibility Week 13 (1e.
can no longer receive at least 12 weeks of PegIFN treatment). The estimand strategy for
this intercurrent event will be principal stratum, which restricts the population to
participants for whom the intercurrent event did not occur. The third supplementary
estimand 15 defined as:

Population: Participants with CHB on stable NA therapy that have received at least
12 doses of PeglFN

Treatment: 300 mg GSK3228836 for 12 or 24 weeks followed by up to 24 weeks
of PegIFN therapy while on stable NA therapy.

Variable: The percentage of participants that achieve SVR for 24 weeks after the
planned end of sequential treatment without the use of rescue medication

Intercurrent Events:
o For discontinuation of, intermuption 1, or non-adherence to GSK3228836

or PegIlFN unrelated to any wide disruptive events (such as COVID-19
pandemuc), the data will be analysed as collected (freatment policy
strategy).

For participants that are meligible to receive PegIFN, the data will be
analysed as collected (treatment policy strategy).

Use of rescue medication will be incorporated in the defimtion of the
endpoint (composite strategy).

For wide disruptive events (such as COVID-19 pandemic) leading to
discontinuation of, sigmficant interruption i, or non-adherence to
GSK3228836 and PegIFN, data collected after the intercurrent event will
be set to nussing and the response will be imputed assuming mussing at
random in the Bayesian model (hypothetical strategy).
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e Population Summary: The percentage of participants m each treatment group who

achieve SVR for 24 weeks after the planned end of sequential treatment without
use of any rescue medication.

4.25. Additional Estimands

The following additional estimands are included to support the primary objective.

4.2.51. Using a Modified Definition of SVR

Note for this section: upon review of AIA results, this definition does not meet the scientific
mntent of the modified definmition of SVR. The definition of modified SVR. described n this
section will be programmed as 15s. The mntended application of this definition will be
documented mn note to file (NTFs) for this study and for B-clear (209668).

An additional estimand 1s defined in the same way as the pnimary estimand, except the
population summary 1s defined using a modified definition of sustained virologic response
(SVR) for 24 weeks after the planned end of sequential treatment (EoT) in the absence of
rescue medication. The modified defimtion of SVR 1s observing HBsAg <LLLOQ and HBV
DNA <LLOQ at each analysis window in the 24 weeks after the planned end of sequential
treatment (EoT). Any observation of HBsAg >1.L.OQ or HBV DNA =LLOQ at a visit must
be confirmed mdividually at a consecutive visit (including unscheduled visits or the first
visit after the end of the analysis window). If the consecutive visit for the same parameter
1s also =L1.OQ, the SVR status for the participant at the mitial visit will be an SVR non-
responder. If the consecutive visit for the same parameter 1s also <LLOQ, the SVR status
for the participant at the imitial visit will be an SVR responder under the modified
defimition.

4.2.5.2. Impact of WDE on SVR

An additional estimand 1s defined in the same way as the pnmary estimand, except for how
the subjects with missing visits due to a WDE leading to discontinuation of, interruption
mn, or non-adherence to GSK3228836 or PegIFN are handled. For these participants that
restart GSK3228836 or PeglFN, data will be analysed as collected (treatment policy
strategy).

4.3. Secondary Endpoint Analyses
4.31. Secondary Endpoints

For the secondary end-poimnts relating to “Achieving HBsAg <LLOQ and HBV DNA
<LLOQ”, m Section 4.3 1, the same analysis visit windows for Arm 1 and Arm 2 will be
used as defined in Table 2 Table 1and Table 3 respectively.

For other secondary endpoints (actual values and change from baseline over time,
antibody levels over time, etc.) the data will be summanzed as collected. Three groups of
estimands are defined below for the key secondary efficacy objectives.
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4.3.11. Efficacy of GSK3228836 and PeglFN Sequential Therapy on Biomarkers
and Virus Specific Antibody Responses

The estimand strategy supporting this secondary objective 1s defined below. Missing data
for vanables defined below, except for time to ALT normalisation, will be analysed as
collected. Only available data will be summansed.

e Population: Participants with CHB on stable NA therapy; For the time to ALT
normalisation variable, population will be aforementioned participants with
baseline ALT >ULN.

e Treatment: 300 mg GSK3228836 for 12 or 24 weeks followed by up to 24 weeks
of PegIFN therapy while on stable NA therapy.

o Intercurrent Events:

o Disconfinuation of, interruption in, and non-adherence to GSK3228836 and
PegIFN analysed as collected (treatment policy).

o PegIFN meligibility will be analysed as collected (treatment policy)

o Rescue medication will be analysed as collected (treatment policy), except
for ALT normalisation which can only be achieved in the absence of rescue
medication.

o Wide disruptive events (such as COVID-19 pandemic) leading to
discontinuation of, interruption in, or non-adherence to GSK3228836 and
PegIFN will be analysed as collected (treatment policy strategy).

Categorical Variables

The following categorical vanables are defined for the objective:

e Achieving HBsAg <LLOQ and HBV DNA <LLOQ at two time pomts: (1) the
planned end of treatment analysis window and (2) at the end of 24 weeks follow-
up analysis window. Data will be presented overall and by the baseline
stratification factors defined in Table 1. Analysis windows at planned end of treat
and end of 24 weeks follow-up will be identical to those for the primary endpoint
(see Table 2 and Table 3).

e Categorical changes from baseline in HBsAg (e.g., <0.5, 20.5, =1, =1.5, =3 logl0
IU/mL) and in HBV DNA (e.g., <1, >1, >2, >3 log10 IU/mL). Change from
baseline will be presented at each visit and for the following time periods: up to
and mcluding Week 6, up to and including Week 12, up to and including Week
24, up to and including off-treatment Week 24. Data will be presented overall and
by the baseline stratification factors defined i Table 1. Data will be summanzed
using planned visits.

s ALT normalisation (ALT<ULN) over time in absence of rescue medication in
participants with baseline AL T=ULN.

e HBe antibody (anti-HBeAg) levels.

Population Summary: Percentage of participants in each category for each treatment
arm.
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Continuous Variables

Continuous variables for the secondary objective are defined as follows:

e Actual values and change from baseline over time of HBsAg, HBV DNA, and
HBeAg levels (only in HBeAg Positive Participants at baseline).

e Actual values and change from baseline over time for HBs antibody (anti- HBsAg)
levels.

e Actual values and change from baseline over time for ALT.

Population Summary: Mean values and mean changes from baseline of each variable for
participants in each treatment arm.

Time to Event Variables:

A time to event vanable for this objective 1s defined as:

¢ Time to ALT normalisation in absence of rescue medication in participants with
baseline ALT>ULN.

Population Summary: Tumbull’s estimator for nonparametric estimation of Time to ALT
normalisation in each freatment arm.

ALT normalization 1s defined in participants with ALT>ULN at baseline as a return to
<ULN (ULN = 40 for males and 33 in females). Time to ALT normalization 1s defined as
time from baseline to the first follow-up where subject’s ALT has returned to normal.

For participants who withdraw from the study or Participants with ALT>ULN at the end
of study (EoS), time to ALT normalization will be censored after the time of the last visit
with non-missing ALT value available. Participants who recerve rescue medication cannot
go on to achieve the event of ‘ALT normalization mn the absence of rescue medication’;
such participants will be censored at the end of the follow up period.

In order to determune 1f the addition of a PegIFN treatment after completing 12 or 24-weeks
of Bepirovirsen delays relapse, an additional time to event vanable 1s defined as follows:

e Time from Bep1 EOT to Relapse by HBsAg Categories

Population summary: summary stafistics of the fime from Bepirovirsen end of treatment
to relapse mrludmg N(%) with relapse, mean, standard deviation, median, muimimum, and
maximum using the number of participants achieving VR at Bep1 EOT. Additionally, a
Kaplan-Meier plot and associated percentiles will be produced to provide a graphical
comparison of time to relapse between freatment arms.

Only participants who were virologic responders at the end of Bepirovirsen treatment will
be considered, since they are the only ones who can relapse. Time to relapse 1s defined as
the first time pomt where the participant can no longer be considered a responder by the
primary estimand for the conservative defimtion. This includes observed elevation(s) in
either HBsAg or HBV DNA or rescue medication usage. Generally, time from end of
Bepirovirsen treatment to relapse will be calculated from the date of the planned Week 24
or 12 visit (for arms 1 and 2 respectively), where HBsAg<IL.LOQ and HBV DNA<LLOQ),
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until the first visit after the planned Week 24 or 12 visit where HBsAg>=L1.0Q or HBV
DNA>=LLOQ.
4.3.1.2. Durability of Virological Response after Sequential Therapy with 12

Weeks of GSK3228836 Followed by up to 24 Weeks of PeglFN

The estimand strategy supporting this secondary objective 1s the same strategy defined in
Section 4.3.1.1 and focuses on the timepoints following the 24 weeks off-treatment
period(1.e., Week 30 and Week 36).

4.3.1.3. Comparison of Efficacy Between Treatment Arms of 12 and 24 Weeks
of GSK3228836 Followed by up to 24 Weeks of PeglFN
The estimand strategy for this objective are defined as follows:

e Population: Participants with CHB on stable NA therapy, regardless of
discontinuation of, interruptions in or adherence to GSK3228836 or PegIFN, had
they not been affected by wide disruptive events.

e Treatment: 300 mg GSK3228836 for 12 or 24 weeks followed by up to 24 weeks
of PegIFN therapy while on stable NA therapy. One treatment comparison between
Arms 1 and 2 up to 24 weeks off treatment.
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o Intercurrent Events:

o Disconfinuation of, interruption in, and non-adherence to GSK3228836 and
PegIFN will be analysed as collected (treatment policy).
o PegIFN meligibility will be analysed as collected (treatment policy)

o Participants who have used rescue medication will be incorporated in the
definition of the endpomt (composite strategy)

o For wide disruptive events (such as COVID-19 pandemuc) leading to
discontinuation of, significant interruption in, or non-adherence to
GSK3228836 or PegIFN, data collected after the intercurrent event will be

set to missing and the response will be imputed vsing all available data for
participants for whom SVR can be assessed. (hypothetical strategy).

Population Summary: Difference i percentage of participants who achieve SVR. for 24
weeks after the planned end of sequential treatment between treatment arms

Categorical Variables
The following categorical vanables are defined for this objective:

e Achieving SVR (HBsAg <LLOQ and HBV DNA <LLOQ) at the planned end of
sequential treatment and over the 24 weeks follow-up for each treatment arm

Main Analytical Approach

The secondary efficacy comparison of interest i1s the difference in sustamned virologic
response rate for 24 weeks after the planned end of sequential treatment between treatment
arms:

e Arm 1 vs. Arm 2 in percentage of participants achieving SVR. for 24 weeks after
the planned end of sequential treatment, without use of any rescue medication

Comparnison between treatment arms will be made by calculating the difference between
the posterior distributions of the response rate m each arm which will be summarised to
obtain posterior means and CIs. Samples from the posterior distribution of the response
rates in each arm will also be used to obtain posterior probabilities of interest. The point
estimates of differences in SVR rate with 95% credible intervals will be calculated for the
treatment comparisons described in the estimands. Posterior probabilities Pr{(Arm 1 — Arm
2 > 0) and Pr(Arm 2 — Arm 1 > -0.05) will be presented to aid selection of treatment

regimen.
Model Checking and Diagnostics — MCMC Mixing Diagnosis

The same approach in model checking and diagnostics will be applied as for the primary
analysis (Section 4.2 2 3).
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4.3.1.4. Sensitivity Analyses

For the estimand supporting the objective of comparing efficacy between treatment arms,
a sensitivity analysis will be performed using the Bayesian model described in Section
4.2 .2 assuming missing at random whereby a participant’s response will be imputed using
all available data (on- and off-treatment values) for participants who completed the study.

4.3.1.5. Other Secondary Endpoints

Other than the HBsAg and HBV DNA data supporting the secondary objective of
comparmg efficacy between treatment arms, missing data for vanables defined in any other
secondary or exploratory estimand will be analysed as collected, assuming nussing
completely at random.

4.4, Exploratory Endpoint Analyses
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442 Pharmacokinetic (PK) Analyses

Pharmacokimetic analyses will be based on the PopPK analysis imnstead of the
pharmacokinetic population, as no intensive PK was collected.

Controlled early access to unblinded PK and PKPD related data will be granted to the
designated representative(s) to perform the population PK and PKPD dataset preparation,
model development and any PK review necessary for planned or unplanned safety reviews.
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4.4.21. PK Endpoints / Variables

PK of GSK3228836 and PegIFN will be characterised. In all participants, GSK3228836
and PegIFN concentration at the end of dosing interval (Ct) and termunal half-hfe (t%%) will
be estimated, as data pernuts.

PK parameters will be calculated by standard non-compartmental analysis using the
currently supported version of WmNonlin All calculations of non-compartmental
parameters will be based on actual sampling times. PK parameters listed will be determined
from the plasma concentration-time data, as data permuts.

Table 6 PK Parameters and Parameter Description
Parameter Data Analyte Parameter Description
M (GSK3228836 _ o
Ct Parficipants PeglFN Concentration at the end of the dosing interval.
Terminal half-life determined using
(GSK3228836
fla Al concenfrations collected during the off-treatment

Participants PeglFN

period.
Ct = concentration at the end of dosing interval; t¥% = ternmnal half-life.

4.4.2.2. Statistical Analyses / Methods

Unless otherwise specified, endpomts/vanables defined in Table 6 will be summarnsed
using descriptive statistics, graphically presented (where appropriate) and listed.
Descriptive statistics for continuous variables will summarise n, anthmetic mean, SD, 95%
CIL, median, mimmum, maximum, geometric mean with associated 95% CI, and the
between-participant CV (%CV3) for the geometric mean.

PK parameters (Ct and t'z) of GSK3228836 and PegIFN will be summarised and listed by
treatment arm, IP, and study wisit (only applies to Ct). PK Ct-time plots will be created
and compared by the same factors.

4.4.2.3. PK-PD Endpoints / Variables

PK-PD relationships including PK-efficacy relationships and PK-safety relationships will
be evaluated using the pre-specified interim and end of study data, as data pernuts.

To evaluate PK-efficacy relationship and PK-safety relationship, exploratory graphical
analyses will be imitially performed for efficacy and safety endpoints. If a relationship
between exposure and efficacy and/or safety endpoints i1s present, population PK-PD
modelling may be conducted using nonlinear nixed effect methods. Data from this study
may be combined with other studies for population PK/PD modelling.

Full details of PK-PD and Population PK analysis will be described in a separate analysis
plan developed by CPMS. Results of the PK-PD analyses will be summarized in a separate

report.
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Efficacy Assessments

Efficacy assessments for PK-PD relationship may include but are not limited to, as data
pernuts:
e Categorical: viologic response, seroclearance (HBsAg <LLOQ, HBWV
DNA<LLOQ), and seroconversion (anti-HBsAg and anti-HBeAg).
¢ Change from Baseline: HBsAg, HBV DNA  anfi-HBsAg and anti-HBeAg levels.

¢ Time to Event: virologic response (HBsAg and HBV DNA levels < LLOQ), nadir
of HBsAg and HBV DNA, HBsApg<LLOQ, HBV DNA <LLOQ, seroconversion
(anti-HBsAg and anti-HBeAg), peak of ALT flares.

Safety Assessments
Safety assessments for PK-PD relationship include but are not linuted to wital signs,
laboratory measurements and AEs.

PK Assessments

PK assessments include but are not limited to Ct and terminal half-life (t1%). Data from this
study may be combined with other studies for population PK modelling.

4.43. Safety and Tolerability

The safety profile of sequential therapy with GSK 3228836 (up to 24 weeks) followed by
PegIFN (up to 24 weeks) in participants with CHB on stable NA therapy will be
mvestigated.

Chmical assessments for safety and tolerability evaluation include laboratory
measurements and AEs at timepoints specified i the SoA.

444 Pharmacodynamic Effect of GSK3228836 and PeglFN Sequential
Therapy on Exploratory Biomarkers

The pharmacodynamic effect of GSK3228836 and PegIFN sequential therapy will be
assessed on the exploratory viral biomarkers HBV core related antigen (HBcrAg) and HBV
RNA at timepoints specified in the SoA. Details will be described in a separate PK-PD
analysis plan developed by CPMS.
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4.46. Biomarker Analyses

The effect of GSK3228836 and PegIFN sequential therapy on immunological biomarkers
will be assessed. The relationship(s) between virology biomarkers mcluding HBsAg and
immunological biomarkers will be described. Details of the immunology endpoints will
be mcluded in a separate biomarker analysis plan.

4.5. Safety Analyses

All safety analyses will be based on the Safety population.

Exposure to study medication, measured by the number of mnjections and proportion of
planned number of injections of study drug, will be summarised by treatment arm_

4.51. Extent of Exposure
Extent of exposure will be summanzed by presenting number of participants in various

exposure duration categories, overall duration of exposure, and study intervention
comphance.

Number of days of exposure to study drug will be calculated separately for GSK3228836
and PegIFN based on the formula:

¢ Duration of Exposure in Days = Last injection date — First mnjection date + 1

The duration of exposure in weeks will be calculated as duration of exposure mn days
divided by 7.

The cumulative actual dose will be calculated separately for GSK3228836 and PegIFN
based on the formula:

e Cumulative Actual Dose = Sum of Dose admuinistered during GSK3228836 or
PegIFN dosing period

The dose intensity (mg/wk) will be calculated separately for GSK3228836 and PegIlFN
based on the formula:

¢ Dose Intensity = Cumulative Actual Dose / Total Actual Number of Weeks of
Dose adnministration
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The cumulative mnjected volume will be calculated separately for GSK3228836 and
PegIFN based on the formula:

e Cumulative Injected Volume = Sum of Injected Volume during GSK3228836 or
PegIFN dosing period

The weekly mjected volume (mL/wk) will be calculated separately for GSK3228836 and
PegIFN based on the formula:

e  Weekly Injected Volume = Cumulative Injected Volume / Total Actual Number
of Weeks of Dose admimstration

452, Adverse Events

All AE summaries will be based on treatment emergent events unless otherwise specified.
An adverse event (AE) 15 considered freatment emergent if the AE onset date 1s on or after
treatment start date. If AE start date 1s completely missing and the end date 1s on or after
the treatment start date, the AE will be assumed to be treatment emergent. AEs with onset
date on or after start date of treatment with GSK3228836 will be classified as occurring
during the GSK 3228836 treatment period, and AEs with onset date on or after start date of
treatment with PegIFN will be classified as occurring during the PegIFN treatment period.
AFs starting after end of GSK3228836 treatment period and prior to PegIFN treatment start
will be considered as AEs occurning during PegIFN eligibility period.

Adverse events will be coded using the latest version of Medical Dictionary for Regulatory
Authorities (MedDRA) coding dictionary, to give a preferred term and a system organ
class. These preferred terms and system organ classes will be used when summarnizing the
data.

The sevenity of AEs and SAEs will be determuned by the investigator according to the
‘Division of Acquired Immune Deficiency Syndrome (DAIDS) Table for Grading the
Severity of Adult and Pediatric Adverse Events (2017)°, unless specified otherwise in the
protocol. For AEs by maximum determuned grade summary tables, for AEs occurred more
than once, the most severe intensity will be included in summarnes. Relationship to study
treatment, as indicated by the investigator, 1s classified as not related or related to
GSK322836, PeglFN, or both. Adverse events with a mussing relationship to study
treatment will be regarded as related to the ongoing study treatment or the last study
treatment 1f no treatment 1s recerved at the time of AEs.
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The following AE summaries will be presented overall and by treatment arm:

1.

RN WN

9.

10.
11.
12

13.
14
15.
16.

AFEs overview: summarize the number and percentage of participants with any
adverse event, AEs related to study treatment, AEs leading to permanent
discontinuation of study treatment, withdrawal from the study, any serous
adverse events (SAE), SAEs related to study treatment, fatal SAEs and fatal SAEs
related to study treatment.

All AEs by system organ class (SOC) and preferred term (PT)

All AEs by SOC and PT and maximum grade

All drug-related AEs by SOC and PT

All drug-related AEs by SOC and PT and maximum grade

Serious AEs (SAEs) by SOC and PT

Serious AEs (SAEs) by SOC and PT and maximum grade

Serious Adverse Events by system organ class and preferred term (number of
participants and occurrences)

AFs leading to withdrawal from the study by SOC and PT

AFEs leading to withdrawal from the study by SOC and PT and maximum grade
AFs leading to permanent discontinuation of study treatment by SOC and PT
AFs leading to permanent discontinuation of study treatment by SOC and PT and
maximum grade

Serious fatal and non-fatal drug/related AEs by SOC and PT

AFEs by overall frequency

Non-serious AEs by SOC and PT (number of participants and occurrences)
Non-Serious drug-related adverse events by overall frequency

The above listed summaries will also be presented separately for events occurnng during
treatment with GSK3228836 and PeglFN, overall and by treatment arm within each
treatment period. Drug-related AEs will be summansed for the two treatment periods as

follows:

1.

Summary of GSK3228836 drug-related adverse events by system organ class and
preferred term

Summary of GSK3228836 drug-related adverse events by system organ class and
preferred term and maximum grade

Summary of PeglFN drug-related adverse events by system organ class and
preferred term

Summary of PeglFN drug-related adverse events by system organ class and
preferred term and maximum grade

Number of participants with AEs will be summanzed 1f 1t 1s not specified otherwise.

In summary tables where AEs are presented by SOC, PT, and maximum grade, SOCs will
be sorted in descending order of the total mcidence then alphabetically, PTs will be sorted
in descending order of the total incidence then alphabetically within the SOC.
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For completely missing or partial missing AE start date or end date, imputation rules will
be applied following rules stated in the Output and Programming Specifications (OPS).
Deaths will be listed including primary cause of death.

4.5.21. Adverse Events of Special Interest

The following AEs of special interest will be reported:

e ALT increase

e  Vascular inflammation and complement activation

e Thrombocytopema

e Renal injury
An up-to-date list of specific MedDRA Quernes (SMQs), ligh level terms (HLTs) or
individual preferred terms (PTs) used to identify adverse events of special interest (AESIs)

1s periodically updated and stored in a central location. At the time of database lock, the
latest version of the terms will be extracted and used to identify AESIs.

All AEs of special interest will be summanzed by SOC and PT, and, also summarized by
SOC, PT and maximum grade. Serious AESIs will be summanzed by SOC and PT. All
AFs of special interest will be listed.

Separate oufputs will be created for each AESI category (ALT increase, vascular
mnflammation and complement activation, thrombocytopenia, renal mjury) to explore the
data in more detail 1f data permuts.

Event Characteristics: The characteristics of all event occurrences during the post-baseline
period will be summanzed, which looks at event characteristics (serious, drug-related,
leading to withdrawal, severe or Grade 3-4, fatal), number of events per participant,
outcome, maximmum grade or intensity and action taken

4522, COVID-19 Assessment and COVID-19 AEs

A standardized MedDRA Query (SMQ) will be used to identify all COVID-19 AEs.

The overall mncidence of AEs and SAEs of COVID-19, COVID-19 AEs leading to study
mtervention discontinuation, COVID-19 AEs leading to study withdrawal, and Grade 3
and 4 COVID-19 AEs / severe COVID-19 AEs will be summarized. The incidence of these
events at individual PT level can be obtained from the standard AE/SAE summaries.

COVID-19 assessments for participants with potential, suspected or confirmed COVID-19
AEs will be summanzed.

If >5% participants overall report =1 COVID-19 AE, then onset and duration of the first
occurrence of COVID-19 AEs, and COVID-19 AE symptoms (from the COVID-19 eCRF
page) will be summarized. The same rule will apply to COVID-19 SAEs.

4.5.2.3. Impact of COVID-19 Pandemic on Safety Results

The impact of the COVID-19 pandemic on the safety results will be assessed. Pandemuc
measures began i different countries at different times. A dataset containing the date when
pandemic measures began, as determuined by the GSK country Issue Management Teams
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(IMT), will be used to determune the start date of each wave of pandemic measures within
each country.

Summaries of the incidence rates of AEs, SAEs, and Grade 3 and 4 AEs / severe AEs,
before (AE onset date < pandemic measure start date) and after (AE onset date >=
pandemic measure start date) the start of the COVID-19 pandemic will be produced,
overall and by country/region, gender, and age group.

4.5.3. Additional Safety Assessments
4.5.3.1. Laboratory Data

Only central lab data will be used for summary analyses and figures; local lab data will be
mncluded n listings, as appropnate.

If normal LAB ranges are collected and there are duplicate LAB records at the same
date/timepoint, the “worst-case” value will be selected. Specifically:

e For LAB result > Lower Normal range, select Maximum of Lab result (AVAL).
e For LAB result <= Lower Normal range, select minimum of Lab result (AVAL).

For virology LAB parameters, 1f time information 1s missing from collection and from the
test performed, the maximum lab value should be selected. If first run has values outside
acceptance criteria, and the sample was re-run, the latest LAB result should be selected by
the vendor.

Summary statistics for changes from baseline for each numenc parameter at each visit will
be presented, separately for all clinical chemustry parameters, all haematology parameters,
and all urinalysis parameters.

For immmnology parameters, summary statistics for actual value and change from baseline
data for each parameter at each wisit will be presented, separately for all numeric
parameters. Listings will also be created.

For categorical immunology parameters c-ANCA and p-ANCA, summary table of baseline
Negative to post-baseline Positive, baseline value no change, and baseline Positive to post-
baseline Negative will be created. Listing will be created as well.

For coagulation parameters prothrombin international normalised ratio (INR), prothrombin
time (PTe.t) and activated partial thromboplastin time (aPTT), summary statistics for actual
at each visit will be presented. Listing will be created as well.

Shift tables for laboratory parameters showing baseline toxicity versus maximum post-
baseline (on-treatment and off-treatment periods combined) toxicity for each grade
(Gradel, Grade 2, etc.) for chenustry and haematology parameters will be provided.

Increase to Grade 3 or higher lab abnormalities for platelets, ALT, aspartate
aminotransferase (AST), INR, total bilirubin, serum creatinine, eGFR, albumin to
creatinine ratio (ACR) will be summarized.

Laboratory values outside of normal range will be summanzed and histed.

Grading categories for laboratory tests are determuned using the DATDS grading system
Version 2.1 [National Institute of Allergy and Infectious Diseases. Division of AIDS,
2017].
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Summary of post-baseline hepatobiliary laboratory abnormalities will be provided.
The worst-case urinalysis results post-baseline (on-treatment and off-treatment peniods
combined) relative to baseline will be summanzed.

Summaries of result shifts from baseline, worst-case results post-baseline relative to
baseline, and results with increase to >= maximum toxicity prade post-baseline for
chemistry, haematology, urinalysis, and immunology as applicable, will also be presented
for treatment with GSK3228836 and PeglIFN separately, by treatment arm and in total
within each treatment period.

GSK3228836 liver chemmstry monitoring and stopping event reporting will be summanized
and listed. The liver monitoring and stopping criteria are described in the protocol Section
7.1.1.

GSK3228836 haematological monitoring and stopping events will be summanized and
listed based on laboratory parameters (platelet count and anti-platelet antibodies). The
haematological stopping criteria are described in the protocol Section 7.1.2.

GSK3228836 drug induced kidney injury (renal) momtoring and hold or stopping events
will be identified programmatically and will be summarized and histed based on laboratory
parameters (ACR, urinalysis red blood cells (RBC), serum creatimine, and eGFR). The
kidney mjury monitoring and stopping criteria are described in the protocol Section 7.1.3.
Drug induced vascular mnjury and complement monitoring/stopping event will be
summanzed and listed based on laboratory parameters (C3, C4, Bb, C5a, hs-CRP, MCP-
1, p-ANCA, c-ANCA, eGFR, bilirubin, and platelet count). The drug mduced vascular
mjury and complement momtoring and hold/stopping criteria are described in the protocol
Section 7.1 4.

Hold/stopping event profile for GSK3228836 will be provided for any subject who has met
hold or stopping criteria specified in protocol Section 7.1. Relevant information will be
reported, including baseline charactenstics, AEs/SAEs, conconutant medication, medical
history/current medical conditions, study treatment adnmunistration details, laboratory
values, and individual line plots of complement (C3/C4/C5a/Bb), inflammatory markers
(hs-CRP/MCP-1), serum creatinine/creatinine clearance or eGFR/ACE, and platelet count.

Haematological (absolute neutrophil count (ANC), platelet count, haemoglobin), ALT
elevation (greater than 5 x ULN, greater than 10 X ULN) and psychiatric disorder (C-
SVRRS, BDI-II) dose modification and discontinuation gmdelines for PeglFN will be
summarized and are described in protocol Section 7.2.1, Section 7.2.2, and Section 7.2.3
respectively.

GSK3228836 restart after liver stopping critenia has been met will be summarized based
on ALT, bilirubm, and INR, and 1s described mn protocol Section 7.3.

453.2. Vital Signs

Summaries of grade increase in temperature, systolic blood pressure (SBP) and diastolic
blood pressure (DBP) will be provided separately. These summaries will display the
number and percentage of participants with any grade increase, increase to Grade 2,
mcrease to Grade 3 and mcrease to Grade 4 (for temperature only), for worst case post-
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baseline only. The grade defimition for non-axullary temperature 1s: Grade 1 (38.0°C —
<38.6°C), Grade 2 (38.6°C — <39.3°C), Grade 3 (39.3°C — <40.0°C), Grade 4 (>=40.0°C).
The grade definifion for SBP 1s: Grade 1 (140-159), Grade 2 (160-179), Grade 3 (>=180).
The grade defimition for DBP 1s: Grade 1 (90-99), Grade 2 (100-109), Grade 3 (>=110).
The summarnes will be produced for worst case post baseline only.

4.5.3.3. Electrocardiogram (ECG)

ECG data (absolute values and change from Baseline) will be summarised by visit and
treatment arm only for the end of study analysis and won’t be included in the intennm
analysis outputs.

4.6. Other Analyses
4.6.1. Subgroup Analyses

Descriptive summaries by subgroups defined mm Table 7 will be provided. Number of
responders, posterior mean and 95% equal-tail credible interval of the SVR response rate
will be reported by subgroups as defined in the model specification section for each
treatment arm. The corresponding posterior probability of SVR rate exceeding a range of
chinically meaningful response rates will also be reported by subgroups as defined in the
model specification section for each treatment arm. No statistical comparison between
subgroups will be performed.

If the number of participants is too small (<5 per subgroup category) within a subgroup,
then the subgroup categories may be redefined prior to unblinding the study. If the category
cannot be refined further, then descriptive rather than statistical summaries may be
presented for the specific subgroup.

Table 7 Subgroups and Subgroup Categories
Subgroup Categories
HBeAg Status Positive (=0.09 U/mL); Negative (<0.09 U/mL)
Baseline HBsAg Low (= 3 log10 IU/mL); High (>3log10 IU/mL)

<=3, >3-35,>354 and >4

Age group Eh:'lﬂ.n: <18; 21&?4;265—34, =85 FDAAA: <18; =219-64; =65
Clinical and Epi (Group 1): <50; =50

Sex Male; Female

Race Amencan Indian or Alaska Native; Asian; Black or African American; Native
Hawaiian or Other Pacific Islander; White

Baseline viral genotype | A; B; C; D; Other; Unknown

Baseline BMI <30; 230

<=ULN; >ULN; =<ULN, > ULN to <= 2x ULN, > 2x ULN to <= 3x ULN, > 3x
ULN to <= 5x ULN, > 5x ULN to <= 10x ULN, >10x

Baseline METAVIR If enough data are available (=5 participants per group per arm):

Fibrosis Score FO-F2:F3

Time on current NUC | < 3 years; >=3 years

Type of current NUC TAF/TDF; Entecavir; Other

Baseline ALT
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Subgroup Categories
Duration of Hep B . _ .
Infection <5 years; = b years - <10 years; = 10 years - <20 years; = 20 years
Baseline mutations in .
fee: hingling sile Present; Absent

Phase 1; Phase 2; Other HBeAg-positive; Phase 3; Phase 4; Other HBeAg-
negative, where phases are defined as below.

Phase 1 = HBeAg-positive, ALT <= ULN during screening and at baseline,
HBV DNA = 108 |U/ml during screening and at baseline

Phase 2 = HBeAg-positive, ALT > ULN either during screening or at baseline,
HBY DMNA > 10* IU/ml during screening and at baseline

Other HBeAg-positive = HBeAg-positive, neither Phase 1 nor Phase 2

Phase 3 = HBeAg-negafive, ALT <= ULN during screening and at baseline,
HBY DMNA < 20,000 IU/ml during screening and at baseline

Phase 4 = HBeAg-negafive, ALT > ULN either during screening or at baseline,
HBY DNA > 2,000 IU/ml during screening and at baseline
Other HBeAg-negative = HBeAg-negative, neither Phase 3 nor Phase 4

Phase 1 loose; Phase 2 loose; Phase 3 loose; Phase 4 loose, where phases
are defined as below.

Phase of HBV Infection
(Strict Critenia)

Phase 1 loose= HBeAg-positive, ALT <= ULN during screening and at baseline
Phase of HBV Infection | Phase 2 loose = HBeAg-positive, ALT > ULN either during screening or at
(Loose Criteria) baseline

Phase 3 loose = HBeAg-negative, ALT <= ULN during screening and at
baseline

Phase 4 loose = HBeAg-negative, ALT > ULN either during screening or at
baseline

4.6.2. Subpopulations to Support Regulatory Consultation

To support consultation with regulators, key study population, efficacy, safety, and
pharmacokinetic analysis will be repeated for the following subpopulations in the end of
study analysis:

Japan subpopulation: All participants of Japanese henitage enrolled at sites in Japan.
China mainland subpopulation: All participants enrolled at sites in China Mamland.

East Asia subpopulation: All participants of a relevant Asian henitage (Asian — Japanese
Heritage, Asian — East Asian Henitage or Asian — South East Asian Heritage) enrolled at
sites in Japan, South Korea and China mamland.
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4.7. Interim Analyses

Approximately every 3 months, an external IDMC will review results throughout the study
to periodically evaluate safety data. Two mterim analyses will be conducted for the study
n addition to regular IDMC safety reviews.

There will be an mitial unplanned, 1 e. not pre-specified in the protocol, interim analysis of
unblinded efficacy data to support internal decision making at a Development Review
Board (DRB) meeting for the GSK3228836 platform trial (Study 218309) planned for 21-
Apr-2022. Only a small sub-team of project-level team members will view these unblinded
results and no changes to trial conduct or primary endpomt analyses will be made based on
the results of this interim analysis. Further details describing this unplanned analysis will
be provided in a separate analysis outline document.

Additionally, a senies of adninmistrative mterim analyses (AIAs) not planned for in the
protocol commenced September-2022 (see note to file: TMF-14859422 and Analysis
Outline TMF-14917190) for the purpose of determiming whether internal GSK resource
should be allocated at-risk for future development of bepirovirsen followed by PeglFN
sequential treatment. These future adnumistrative interims will be provided on an ongoing
basis (approximately monthly) to the GSK internal Data Review Commuittee (1IDRC) for
reference to support therr formal decision-making. Below 1s a table with the monthly
projections for the number of subjects with SVR data in each arm available at each ATA
(and planned IA). Full details of the internal decision-marking framework are mncluded in
the 1DRC charter.

Table 8 Projections for the Number of subjects with Primary Endpoint
Available at planned IA (PIA) and each AlA

Note: September and October 2022 AIAs occurred prior to this iDRC being developed
and approved. Details are mcluded in the table below for awareness.

Projected number of Projected number of
Total subjects at Primary End subjects at Primary End
Review Data Cut AIA/ number of point (OT WK 24) point (OT WK 24)
Month Planned IA subjects
Arm 1 Arm 2

Sep 22 | 22Aug22 AlA 28 1 27

Oct22 | 030ct22 AlA 58 13 45

Nov 22 | 110ct22 PIA 66 18 48

Dec 22 | 28Nov22 AlA 88 35 53

Jan 23 | 09Jan23 AlA 100 47 53
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There will also be a planned interim analysis as pre-specified in the protocol. The iDRC
will have primary review responsibility of the pre-specified mterim analysis results and
determune 1f the data support an early Commit to Phase 3 (C2P3) recommendation to DRB.
The pre-specified interim analysis will be triggered when all participants complete the end
of treatment (EoT) visit (Week 48 for Arm 1 and Week 36 for Arm 2), and a sufficient
number of participants have completed the 24-week off-treatment follow-up period
(EoT+24wks) m order to assess the probability of C2P3. At this timepoint, it 1s expected
that approximately 18 participants in Arm 1 and 48 participants in Arm 2 will be completers
at the time of IA, 1e , participants who will have reached the end of the 24 week off-
treatment follow-up period (EoT+24wks).

The primary objective of the pre-specified interim analysis 15 early assessment of program-
level futility and success. Full details of the internal decision-marking framework for the
planned IA are included mn the iDRC charter.

4.71. Primary Endpoints / Variables

All participants are anticipated to have reached the planned end of sequential treatment
(EoT) at the time of interim analysis. The pnmary endpomts of interest for the mterim
analysis to assess futilify and success (as per the iDRC charter) in each arm are:

1) The number of participants who have reached 24 weeks after the planned end of
sequential treatment (EoT+24wks) and have virological response (VR) at the
planned end of treatment (EoT) visit window 1n the absence of rescue medication.

2) The number and proportion of participants achieving SVR (HBsAg < LLOQ and
HBV DNA < LLOQ) for 24 weeks after the planned end of treatment
(EoT+24wks) 1n the absence of rescue medication:

e Arm 1: Week 72 analysis window SVR rate
e  Arm 2: Week 60 analysis window SVR rate

3) The number of participants who have not yet reached 24 weeks after the planned
end of sequential treatment (EoT+24wks) and have VR at planned end of treatment
(EoT) visit window 1n the absence of rescue medication.

4) The number of participants who have not yet reached 24 weeks after the planned
end of sequential treatment (EoT+24wks) and have sustamned virologic response
from planned end of treatment (EoT) to LA data cut-off date in the absence of rescue
medication.

4.7.2. Other Endpoints / Variables

The following endpoints, in addition to primary endpoints, will be summarnsed usmng
descriptive statistics by treatment arm_ All of the endpoints below except for 8,13, and 14-
21 are also included and defined in the end of study analyses.

1) Summary of proportion of participants who achieve HBsAg <LLOQ and HBV
DNA <LLOQ over time.
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2) Summary of proportion of participants who achieve HBsAg <LL.OQ and HBV
DNA <LLOQ at end of treatment by baseline stratification.

3) Summary of proportion of participants who achieved <0.5, =05, =1, =15, =3
log10 IU/mL decline in HBsAg over time by baseline stratification.

4) Summary of proportion of participants who achieved <1, =1, =2, =3 logl0 IU/mL
decline m HBV DNA over time by basehne stratification.

5) Summary of actual values and change from baseline over time of HBsAg
(log10 TU/mL) and HBV DNA (log10 TU/mL).

6) Summary of actual values and change from baseline over time of HBsAg
(logl0 IU/mL) and HBV DNA (log10 IU/mL) by genotype.

7) Summary of HBe antibody (anti-HBeAg) levels over time in HBeAg positive
participants.

8) Summary of HBe antibody (anti-HBeAg) levels over time in HBeAg positive
participants who achieve SVE_

9) Summary of actual values and change from baseline over time of HBs antibody
(anti-HBsAg).

10) Summary of HBs antibody (anti-HBsAg) levels over time.

11) Summary of HBs antibody (anti-HBsAg) levels over fime in participants who
achieve SVR.

12) Proportion of participants who achieved ALT normalization with Baseline ALT
>ULN over time.

13) Summary of proportion of participants who achieved HBV DNA TND over time.

14) Summary of concordance of an early virologic response with achieving SVR at
PegIFN on-treatment visits Week 6, Week 13, Week 16, Week 20, and Week 24.

15) Association between HBV DNA “Target Not Detected’ and relapse in participants
who achieve virologic response at end of treatment.

16) Summary of ROC analysis for baseline HBsAg as a predictor of SVR in participants
who reached end of off-treatment follow-up (EoT+24wks) by IA_

17) Summary of baseline characteristics for responders and non-responders.

18) Summary of SVR rates for vanables potentially associated with response.

19) Statistical analysis of variables associated with SVR success - logistic regression —
all arms.

20) Statistical analysis of variables associated with SVR. success - logistic regression —
Arm 1 300mg GSK3228836 x24W + PepglFN x24W._

21) Statistical analysis of variables associated with SVR. success - logistic regression —
Arm 2 300mg GSK3228836 x12W + PeglFN x24W.

4.7.3. Statistical Analyses / Methods

An estimation approach with no hypothesis testing will be used to address the primary
objective (see Section 4.7.3.1). The analysis will be conducted separately for each arm.

Endpomts / variables specified in Section 4.7.1 and Section 4.7.2 (endpoints 1-13) will be
summarised using descriptive statistics, graphically presented (where appropmate), and
listed.

Endpoints 14-21 will be analysed as described in Section 4.7.8 as appropriate.
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4.7.31. Model Specification and Decision Criteria

Predictive probability of meeting SVR. thresholds (30 or 35%) will be presented for both
arms.

For the posterior probability of SVR rate, with complete data, the number of responders 1s
assumed to follow a Binonual distribution

Y~ Binomual (N, p)

where p 15 the response rate, with a non-informative prior Beta (0.5,0.5), and the posterior
distribution for p 1s

Prob(ply, N) ~ Beta (y + 0.5, N—y +0.5)

At the defined time of interim, participants will be at one of two stages in terms of
follow-up m the study:

1. Stage 1: participants eligible for end of off-treatment follow-up (EoT+24wks)
assessment at IA (including participants who have completed at least one wisit
within theirr EoT+24wks assessment window and early termunation participants
who should have completed at least one visit within their EoT+24wks assessment
window by the time of the IA data cut).

¢ The VR success/failure rate at the end of treatment and SVR success/failure
rate at the end of 24-week off-treatment follow-up period (EoT+24wks) will
be known for these participants.

e Participants who fail to achieve VR at end of treatment or fail to sustamn a
VR from end of treatment (EoT) to the end of follow-up (EoT+24wks), will
be classified as SVR failures.

e Participants achieving SVR at the end of follow-up (EoT+24wks) will be
considered SVR successes.

2. Stage 2: Parficipants not yet eligible for end of off-treatment follow-up
(EoT+24wks) assessment, 1.e, participants between end of treatment (EoT) and
EoT+24wks by the time of IA data cut.

e For these participants, the VR success/failure rate at the end of treatment
(EoT) and SVR success/failure rate to the point of IA data cut will be
known.

e Participants who fail to achieve VR at end of treatment (EoT) or fail to
sustain a VR from end of treatment (EoT) to the point of IA data cut-off,
will be classified as SVR failures.

e Participants achieving SVR at the time of IA data cut will be considered as
potential SVR. successes.

Participants who withdraw prior to completing their SVR assessment will be considered
as failures. The number of VR/SVR successes for participants at the two stages are
summarised m Table 9.
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Table 9 Interim Analysis Stages of Follow-Up

Stage 1: (n.elig) Stage 2: (n.nelig = N — n.elig)

VR Success at EoT | VR Success at EoT | VR Success at EoT
and SVR at 1A but not SVR at IA

VR Successes nvri nvr2 nvrd
SVR Successes nSVR1 nsvR2 0
SVR Failures (incl.

VR relapse or lost- nvr1 —nSVR1 nvr2 —nsVR2 nvrd
to-follow-up)

EoT = end of treatment; IA = interim analysis; n.elig = eligible for EoT+24wks assessment at
IA; n.nelig = not eligible for EoT+24wks assessment at IA; nvr = number of virologic responses;
nSVR = number of sustained virologic responses.

For each arm, the predictive probability of meeting the end of off-treatment follow-up
(EoT+24wks) success rule is determined from

« nSVRI1 (known) out of nvrl, and

e the posterior predictive distnnbution for nSVR2 out of nvr2-+nvr3.

For participants eligible for end of off-treatment follow-up (EoT+24wks) assessment at IA
, the SVR success 1s assumed to follow a binommal distribution

Y ~Bmomual (nvrl, p)

where p 15 the SVR rate, with a non-informative prior Beta (0.5,0.5). If SVR success 1s
obtained, the posterior distribution of p 15

Prob(pinSVR1, nvrl) ~ Beta (nSVR1 + 0.5, nvrl —nSVRI1 + 0.5)

For Stage 2 participants, the predicted number of SVR. successes can be obtained from
the truncated Beta-Bmonual distnbution

nSVR2 |nSVRI1, nvrl, nvr2, nvr3 ~ Beta-Binomual (nvr2 + nvr3,
0.5+nSVRI,
0.5 + nvrl - nSVR1)
where nvr2+nvr3 1s the total number of participants who were VR successes at EoT but
are meligible for end of off-treatment follow-up assessment at IA. The maximum

predicted number of SVR successes (nSVR2) may not exceed the number of participants
that have the potential to achieve SVR. Thus, nSVR2 must be mn the range [0, nvr2].
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The prediction model for the “complete data” number of SVR successes will account for
the number of participants who have reached end of treatment (EoT) but not the end of off-
treatment follow-up (EoT+24wks) and have failed to etther achieve VR or sustain VR For
these participants, it 15 impossible for them to achieve SVR. and must be accounted for in
the model.

The predicted number of responders for complete data 1s nSVR1 + nSVR2, where nSVR2
15 obtained from the truncated Beta-Bmomial (nvi2 + nvr3, 0.5 + nSVRI1, 0.5 + ovrl —
nSVR1) distribution, with the number of predicted additional SVR events (nSVR2) being
< the number of participants with SVR. pending.

4.7.3.2. Model Checking and Diagnostics

No model checking 1s planned for the mterim analysis.

4.74. Intercurrent Events

Endpoints i Section 47.1 and Section 472 will be summarized regardless of
discontinuation of, interruption in, or non-adherence to GSK3228836 or PegIFN treatment
unrelated to wide disruptive events (treatment policy strategy). For participants where
WDEs on-treatment result in discontinuation of, signmficant mterruption of, and adherence
to mvestigational product (IP), and the participant withdraws from the study, data collected
after the intercurrent event will be set to missing and their SVR response will be imputed
using all available data for participants for whom SVR can be assessed (hypothetical
strategy).

If the participants take rescue medication post-baseline and before/at the assessment of the
endpoints, the participants will be considered as non-responders in the interim analysis
(composite strategy).

Wide disruptive event includes COVID-19 pandemic related visits. The impact will be
captured on COVID-19 eCRF page.

For participants who achieved VR at end of treatment (EoT) and maintained 1t until the
tume of IA but have not reached end of follow-up (EoT+24wks), data for future visits
will not be classified as missing. These participants will be classified as potential SVR
responders.

Assuming that no rescue medication was taken, missing data at the various stages of the
study for endpoints described in Section 4.7.1 will be handled as described below.

4.7.41. Missing Primary Data at End of Treatment

End of treatment (EoT) VR response will be determined using the end of treatment analysis
window defined in Section 4.2.2 1. If all HBsAg and HBV DNA data within the analysis
window for the end of treatment visit 15 nussing and the missingness 1s not due to wide
disruptive events, no imputation of mussing data will be performed, and the subject will be
considered as a non-responder.

If all HBsAg and HBV DNA data within the analysis window for the EOT wisit 1s nussing
due to a WDE, and the participant withdraws from the study, the participant will be
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classified as not reachung EOT at follow-up. Data after the intercurrent event will be set to
missing.

If all HBsAg and HBV DNA data within the analysis window for the EOT wisit 1s nussing
due to a WDE, but the participant later returns to study and has non-missing data in a later
analysis window, the data will be handled in the following two ways:

1. For observed VR responders, the data will be analysed as collected (treatment
policy).

2. For observed VR non-responders, data collected after the intercurrent event will be
set to missing. The response will be imputed assuming nussing at random using all
available data from participants for whom SVR can be assessed (hypothetical
strategy).

4.7.4.2. Missing Primary Data Post End of Treatment

If all HBsAg and HBV DNA data within an analysis window post the planned end of
sequential treatment (EoT) and before/at the assessment 1s missing not due to wide
disruptive events, missing data will be considered as a non-response.

If all HBsAg and HBV DNA data within an analysis window post the planned end of
sequential treatment (EoT) and before/at the assessment 15 missing due to wide disruptive
events (such as COVID-19 pandemuc) and the participant doesn’t have any HBsAg =LLOQ
or HBV DNA >LLOQ or rescue medication at or post planned end of sequential treatment
(EoT), the subject will be classified as a potential SVR responder and will be counted
among number of participants with VR success at end of treatment (EoT) and maintained
until TA (nvr2 i Table 9).

If a participant has any assessments that are affected by a wide disruptive event, but the
participant’s HBsAg and HBV DNA witlhun an analysis window are collected and the
participant 1s a VR responder, the subject will be classified as a potential SVR responder
and will be counted among number of participants with VR success at end of treatment
(EoT) and maintained until IA (ovr? in Table 9).

4.7.4.3. Missing Data for Other Endpoints

In Section 4.7.2, for the proportion of participants in each treatment arm who achieve
HBsAg <LLOQ and HBV DNA <LLOQ 1n the absence of rescue medication at the end of
treatment (EoT), the outcome will be determined using the end of treatment analysis
window defined m Section 4.2.2.1. In line with the pnmary endpoint, missing data not due
to wide disruptive events will be imputed as a non-response. Missing data due to wide
disruptive events will be analysed as collected without any imputation.

Other endpoints will be summarized regardless of completing IP, interruptions 1 IP or
adherence to IP and regardless of rescue medication (except for ALT normahization which
can only be achieved in the absence of rescue medication and proportion of participants
who achieve HBsAg <LLOQ and HBV DNA <LLOQ). Missing data for these endpoints
will be analysed as collected without any imputation. Only available data will be
summarnzed.
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HBV DNA, HBsAg, HBeAg levels that are below the LLOQ will be imputed for
summaries of actual values and change from baseline following the same rules as in Section
41.1.

4.7.5. Subgroup Analyses

Descriptive summaries by baseline strata subgroups defined m Section 4.2.2 will be
provided as specified in the OPS. Proportion of participants with HBsAg <L.LOQ and HBV
DNA <LLOQ at end of treatment will be presented by subgroups defined in Section 4.6.1.
No statistical comparison between subgroups will be performed.

4.7 6. Sensitivity Analyses

The analysis using the modified definition of SVR, as detailed in Section 4.7.3.1, will be
repeated at the interim analysis.

For the interim analysis, participants who have a value of HBsAg = LLOQ or HBV DNA
= LLOQ at their last visit, which cannot be confirmed due to no further follow up, will be
treated as responders/ potential responders as the follow-up 1s incomplete.

4.7.7. Supplementary Analyses

In addition to the main analysis, a supplementary analysis will be performed to evaluate
whether there 15 an impact on the primary outcome if HBV DNA TND 1s observed. For
this estimand, the outcome of SVR 1s defined as observing HBsAg<LLOQ and HBV DNA

TND at each analysis window for 24 weeks after the planned end of treatment (EoT). All
other elements of this estimand are defined in the same way as in the main analysis.

4.7.8. Exploratory Analyses

4.7.81. Efficacy Analyses

Refer to Section 4.4.1 for details.

4.8. Changes to Protocol Defined Analyses

Changes from the originally planned statistical analysis specified in the protocol are
detailed 1n Table 10
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Table 10 Changes to Protocol Defined Analyses
Protocol Defined SAP Defined Analysis Rationale for Changes
Analysis

Section 3 Updated text defining the population for To align with Study 209668
Objectives and the efficacy objectives align with the (B-Clear).
Estimands and where | definition of intent-to-treat (ITT)
applicable throughout | population which will be used in efficacy

analyses and is defined as all randomized

participants.
Section 3 Secondary Efficacy Endpoints: Correction.
Objectives and moved HBe antibody (anti-HBeAg) levels
Estimands and from a continuous variable to a
Section 9.4.31 categorical variable.
Secondary Estimands
NA — addition SAP Section 4.2.5.1: Additional estimand | Hafionale is based on B-clear

to assess efficacy using a modified
definition of SVR

study, i e. there are possible
subjects with single lab values that
are aberrant in terms of the
individual's overall frajectory of
response. There is some evidence
that the aberrant values have
occurred because of an
unresolvable error at the siteflab.
As the issues cannot be resolved in
the data, this analysis will be used
to support the primary objective.

Section 9.5 Interim
Analysis

Unplanned interim analysis added

Support of internal decisions for
platform frial (Study 218309)
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3. SAMPLE SIZE DETERMINATION

For the entire study, approximately 100 participants will be enrolled and randonused to
achieve approximately 50 participants in each treatment group:
e 24 weeks treatment of GSK3228836 followed by up to 24 weeks treatment of
PegIFN
e 12 weeks treatment of GSK3228836 followed by up to 24 weeks treatment of
PegIFN

It 15 assumed that the number of responders follows a Binomial distnbution, with a weakly
informative prior (Beta (0.5, 0.5)) for the true RR. The precision for a range of RRs with
95% credible intervals are shown in Table 11.

Table 11 95% Credible Interval of Response Rate

Number of Responders Response Rate 95% Credible Interval®
9 18% 9% - 30%
10 20% 11% - 33%
1 22% 12% - 35%
12 24% 14% - 37%
13 26% 15% - 39%
14 28% 1% - 41%
15 30% 19% - 44%
16 32% 20% - 46%
17 34% 22% - 48%
18 36% 24% - 50%
19 38% 26% - 52%
20 40% 27% - 54%

*95% equal-tailed interval

The historical RR of a combmation therapy of NA and PegIFN was 10% with 48 week’s
treatment [Ren, 2019; Lee, 2018]. The lower bounds of 95% credible intervals will exclude
the RR of 10% if observed RR 1s greater than or equal to 20% (10 responders out of 50
participants) in an arm.

The posterior probabilities that the true sustained virologic RR 1s greater than a range of
RRs will be calculated from the implied Beta posterior, given the actual number of

responders observed.

The operating characteristics based on at least 65% postenior confidence that the true rate
exceeds a threshold of interest, are shown in Table 12 for various sample sizes and true
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cure rates. The operating characteristics shown are based on a Bayesian inference without
consideration of baseline stratification factors.

Table 12 End of study (EoT+24wks) Operating Characteristics by Sample Size
Minimum Probability of Meeting Criterion under
Number Various Assumptions
Sample (%) ar
Criterion Slz.per ngspur_ufh:jrs True True True True
m teq;';‘ "t SVR rate | SVR rate | SVR rate | SVR rate
0 Viee =20% | =30% | =35% | =40%

Criterion
Probability 30 7 (23%) 39% 84% 94% 98%
(true 40 9 (23%) 41% 89% 97% 99%
response rate
> 20%) > 50 12 (24%) 29% 86% 97% 99%
65% 60 14 (23%) 31% 90% 98% 100%
Probability 30 10 (33%) 6% 41% 64% 82%
(frue 40 14 (35%) 2% 30% 56% 79%
response rate
> 30%) > 50 17 (34%) 1% 32% 61% 84%
65% 60 20 (33%) 1% 33% 65% 88%
Probability 30 14 (47%) 0% 4% 12% 29%
(true 40 18 (45%) 0% 3% 12% 31%
response rate
> 40%) > 50 22 (44%) 0% 3% 12% 33%
65% 60 26 (43%) 0% 2% 11% 34%

Based on these operating charactenstics, for a true RR of 30%, the proposed sample size
of n=50 for each arm has ~86% probability of confirming a true response of at least 20%,
and 1if the frue rate 1s 40%, there 1s an 84% chance of confirming a true response of at least
30%. There are no plans for sample size re-estimation.
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6. SUPPORTING DOCUMENTATION

6.1. Appendix 1: Study Population Analyses

Unless otherwise specified, the study population analyses will be based on the Enrolled
Analysis Set. A summary of the number and percentage of participants in each of the
participant level analysis set will be provided. Participants excluded from vanous study
populations will be presented i a listing_

Subject enrolment will be presented by country and site ID.

For the interim analysis, a table showing the amount of pending data will be produced for
participants with SVR status unknown due to them not having reached the end of off-
treatment follow-up (EoT+24wks) at the time of IA  Assessment of pending data should
be performed based on occurrence of endpoint analysis window wisits.

6.1.1. Participant Disposition

A summary of the number of participants who were screened mncluding number and
percentage of screen failures will be provided. In addition, reasons for screen failure will
be presented.

A summary of the number and percentage of participants who completed the study as well
as those who prematurely withdrew from the study will be provided. Reasons for study
discontinuation will be summanzed.

A summary of study mntervention status will be provided. This display will show the
number and percentage of participants who have completed the scheduled study
mtervention or have discontinued study intervention prematurely, as well as primary
reasons for disconfinuation of study intervention.

Reasons for screen failures, study withdrawal and study treatment discontinuation will also
be presented in listings.

6.1.2. Demographic and Baseline Characteristics

Unless otherwise stated, study population analyses will be based on the Enrolled
population.

Study population analyses including analyses of participant’s disposition, protocol
dewviations, demographic and baseline charactenstics, prior and concomutant medications,
nucleos(t)ide treatment ongoing at randomuzation, medical listory and exposure and
treatment compliance will be presented.

Demographic characteristics including sex, age, ethmcity, race, height, weight will be
summarized with descriptive statistics.

Baseline charactenistics including Body Mass Index (BMI), hypertension, non-steroidal
anti-inflammatory drugs (NSAIDs), tenofovir disoproxil fumarate (TDF)/tenofovir
alafenamide (TAF) contaming medications use, ADV contaimng medications use,
diabetes, eGFR, serum creatimne, urine ACR, platelets, ANC, complement C3,
complement C4, complement C5a, complement Bb, CRP, MCP-1, c-ANCA p-ANCA  and
subgroup categories (listed in Section 4.6) will be summarized with descriptive statistics.
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Hepatitis B charactenistics, as collected on the Hepatitis B Disease Characteristics eCRF,
will be summarnized using descriptive statistics and will be listed.
6.1.3. Protocol Deviations

Important protocol deviations will be summanzed.

Protocol deviations will be tracked by the study team throughout the conduct of the study.
These protocol deviations will be reviewed to identify those considered as important as
follows:

e Data will be reviewed prior to unblinding and freezing the database to ensure all
immportant deviations (where possible without knowing the study intervention
details) are captured and categorised in the protocol deviations dataset.

e Tlus dataset will be the basis for the summaries of important protocol deviations.
6.1.4. Prior and Concomitant Medications

Concomutant medications will be coded using the GSK Drug dictionary. The summary of
conconutant medications will be provided by ingredient, 1 e, multi-ingredient medications
will be summarized for each individual ingredient rather than a combination of ingredients.
The summary will be created using mgredient base names, 1.e_, mgredients with the same
base name but different salt will appear under one base name in the summary. Anatomical
Therapeutic Chemical (ATC) classifications will not appear in the summary.

A prior medication 1s defined as any medications that 1s ended prior to the date of first dose
of study drug.

Medications mnitiated after the first dose of study drug or imtiated prior to the first dose of
study drug and continued after the first dose of study drug will be counted as concomutant
medications. A medication that cannot be deternuned as prior or concomitant medication
due to partially or completely missing start/stop date will be counted as both prior and
concomitant medication.

6.1.5. Study Intervention Compliance
A summary of overall compliance for GSK3228836 and PegIFN based on the exposure

data will be produced. Overall comphance will be summanzed using descriptive statistics
as well as the categones <80%, 80%-100%, and >100%.

Compliance will be summarized both 1 terms of number of injections adninistered and
total dose recerved during the planned on-treatment period.

Percentage of compliance will be calculated as follows:

Study intervention Compliance (%) = (Number of actual doses'" / Number of planned
doses) *100

SIHdIF dose CG}?}pHﬂ'ﬂEﬂ 25) = fj otal Cumulative Actual DGSE.'H'? / Total Cumulative
( ,J
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1) GSK3228836 - The planned number of doses are 26 or 14 for Arm 1 & Arm 2
respectively. The Planned Total Cumulative Dose 1s calculated by multiplymg
number of planned doses and dose that 1s, 300 mg.

Planned Total Cumulative Dose = Number of planned doses * 300 mg
2) PeglIFN: - The planned number of doses are 24 1f subject becomes eligible for

PeplFN Week 1. If subject becomes eligible after PegIlFN Week 1, then follow
Protocol table 6 to identify number of planned doses —

Table & PeglFM Dosing for Participants becoming Eligible for PeglFN after Week 1

Become Eligile for PegIFN at PeglFN Eligibiity Week {Table 5] | PegIFN Desing (Table 4] should continue undl PeglFN Dasing Week
2 7

o | e | e | ea
=t

The Planned Total Cumulative Dose 1s calculated by multiplying number of
planned doses and dose that 15, 180 mcg_

Planned Total Cumulative Dose = Number of planned doses * 180 mcg

[1] : Subject might receive reduced dose that 1s smaller than the number of injections.
Reduced dose should be still counted as “one’ dose for Number of actual doses
calculations.

[2] : Refer to SAP Section 4.5.1
6.1.6. Additional Analyses Due to the COVID-19 Pandemic

A participant 1s defined as having a suspected, probable, or confirmed COVID-19 infection
during the study if the answer 1s "Confirmed®, "Probable‘, or *Suspected® to the case
diagnosis question from the COVID-19 coronavirus infection assessment eCRF. Numbers
of participants with a suspected, probable, or confirmed COVID-19 mfection, and of
COVID-19 test results will be summanzed.

If a hugh proportion (>5% overall) of participants have a suspected, probable, or confirmed
COVID-19 mnfection, the following data displays will be produced:

e Summary of current (and/or past) medical conditions for participants with COVID-
19 adverse events.

e Summary of baseline charactenistics for participants with COVID-19 adverse
events.
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6.2. Appendix 2: Data Derivation Rules

6.2.1. Criteria for Potential Clinical Importance

Grading categories for laboratory tests are determined using the DATDS grading system
Version 2.1 [National Institute of Allergy and Infectious Diseases. Division of AIDS,
2017].

No Laboratory tests values of potential climical importance (PCI) are defined. Laboratory
values outside of normal range will be summanzed and listed.

6.2.2. Study Phase and Period

Safety assessments and events will be classified according to the time of occurrence

relative to the study intervention period.

Table 13 Study Phase Definitions

Study Intervention
Phase

Pre-Treatment For Assessmenis —
Date! < Study Treatment Start Date

Definition

For Events —
Date! < Study Treatment Start Date

On-Treatment For Assessments —
Study Treatment Start Date < Date! < Last Treatment Stop Date +7

days

For Events —
Study Treatment Start Date < Date? < Last Treatment Stop Date + 7

days
Post-Treatment Date! = Last Treatment Stop Date + 7 days
! Date is the start date of the assessment/event.

Table 14 Study Period Definitions

Study Intervention Period Definition

GSK3228836 Treatment For Assessments —

Period All Analysis Timepoints within : WK 1 DAY 1 to a day prior PEGIFN
ELIGIBILITY WK 1 DAY 1*

For Events —
Study Treatment Start Date < Date? < GSK836 Last Treatment Date +
T days
PeglFN Eligibility Period For Assessments —
All Analysis Timepoints within :
1) PEGIFN ELIGIBILITY WK 1 DAY 1 to a day prior PEGIFN DOSING
WK 1 DAY 1*
and
2) PEGIFN ASSESSMENT WK 14 to a day prior OT-W1 OT-DAY 1*

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021 Page 63 of 77




CONFIDENTIAL
209348

Study Intervention Period

Definition

For Events —

G5K836 Last Treatment Date + 7 days < Date! < PeglFN Treatment
Start Date

*if subject withdrew or never received PeglFN dosing before PeglFN
Dosing Visit then end of period would be ‘Last PeglFN Assessment
Week Stop Date + 7 days'

PeglFN Treatment Period

For Assessments —
All Analysis Timepoints within : PEGIFN DOSING WK 1 DAY 1 to a day
prior OT-W1 OT-DAY 1*

For Events —
PeglFN Treatment Start Date < Date! < PeglFN Treatment Stop Date +
7 days

Follow-up Period

For Assessments —
All Analysis Timepoints within - OT-W1 OT-DAY 1" onwards

For Events —
If subject never received PeglFN dosing and did not discontinue on-
freatment - Date1 = Last PeglFN Assessment Week Stop Date + 7

days
Else Date1 = Last Treatment Stop Date + 7 days

! Date is the start date of the assessment/event.
* If a subject withdrew early or skipped period(s). consider start of next period analysis
timepoint. If analysis imepoint 1s not collected, use corresponding planned start visit day 1n

Section 6.2.8.

6.2.3. Study Day and Reference Dates

The study reference date 1s the study treatment start date and will be used to calculate study
day for safety and efficacy measures.

The study day 1s calculated as below:
e Assessment Date = Missing — Study Day = Missing
e Assessment Date < Reference Date — Study Day = Assessment Date — Reference

Date

e Assessment Date > Reference Date — Study Day = Assessment Date — Reference

Date + 1
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6.2.4. Multiple Measurements at One Analysis Time Point

Table 15 Multiple Measurements at One Analysis Time Point

Definition

« Handling of multiple measurements within an analysis window for primary endpoint is descrnbed in
Section 4.2.2

* Assessments on unscheduled visit will not be included in the tables of summary statistics by visit but
will be included in the associated listings. Also, such assessments on unscheduled visit will be used
for the “any time on-treatment” or “Any visit post-baseline” time point.

= [fthere are multiple assessments on scheduled visit within visit window, will query the site to identify
the valid assessment as the assessment for the scheduled visit.

» Participants having both High and Low values for Normal Ranges at any post-baseline visit for safety
parameters will be counted in both the High and Low categories of “Any visit post-baseline” row of
related summary tables.

» |f after window assignment of Early Termination visits there are multiple valid assessments of a
parameter within the same window (see Section 6.2.8), then the following hierarchy will be used to
determine the value to be used for summary statistics of observed values:

o the assessment closest to the window target Study Day.
o ifthere are multiple assessments equidistant from the target Study Day, then the mean
of these values will be used.
= [fnormal LAB ranges are collected and there are duplicate LAB records at the same
dateftimepoint, the the “worst-case” value will be selected. Specifically:
o For LAB result > Lower Normal range, select Maximum of Lab result (AVAL).
o For LAB result <= Lower Normal range, select minimum of Lab result (AVAL).

6.2.5. Study Phases for Concomitant Medication

Please refer to Section 6.2.9 for handling of nmussing and partial dates for concomutant
medication. Use the rules i this table i1f concomutant medication date 1s completely missing.

Table 18 Definition of Prier and Concomitant Medications
Study Phase Definition
Prior A prior medication is defined as any medication that has ended prior to

the date of first dose of study drug.

Concomitant Medications inifiated after the first dose of study drug or initiated prior to
the first dose of study drug and continued after the first dose of study
drug will be counted as concomitant medications. A medication cannot
be determined as prior or concomitant medication due to partially or
completely missing start/stop date will be counted as both prior and
concomitant medication.
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6.2.6. Treatment Emergent Flag for Adverse Events
If the study treatment stop date 1s nussing, then the AE will be classified as on-treatment.

Time of study treatment dosing and start/stop time of AEs should be considered, if
collected.

Table 17 Definition of Treatment Emergent Adverse Events
Flag Definition
Treatment Emergent . Study Treatment Start Date < AE Start Date

6.2.7. METAVIR Fibrosis Score

The METAVIR score determuned from the Fibrosis score 1s presented in table below.
Table 18 METAVIR Fibrosis Score

Fibrosis Score METAVIR Comment
=0.21 Stage FO Mo fibrosis

=021-027 FO-F1

=027 -0.31 F1 Portal Fibrosis

>031-048 Stage F1-F2

=048 -058 Stage F2 Bridging fibrosis with few septa
058 -072 Stage F3 Bridging fibrosis with many septa
>072-074 Stage F3 - F4

>0.74 Stage F4 Cirthosis

hitps:/fwww_labcorp comftestsirelated-documents/L 9465, accessed 11Jan2022.

6.2.8. Assessment Windows for Early Termination

Unless otherwise specified, no windowing will be applied to unscheduled wvisits. Planned
time relative to dosing will be used in figures, summarnes, statistical analyses, and
calculation of any derived parameters, unless otherwise stated. Unscheduled visits will not
be mcluded in summary tables and/or figures except from determuning response for
primary endpomt as described in Section 4.2 2 and summaries over “any time on treatment™
or “any visit post-baseline”. Unscheduled wvisits will be included in histings.
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Laboratory and vital signs data collected at Early Ternunation Visits will be assigned to
assessment windows, according to the actual date.

Table 19 Early Termination Visit Windowing
Amnalysis Analysis Window
Set / Target study day Analysis Timepoint
Domain Start day End day

GSK3228836 Arm 1 and Arm 2

Lab, Vital
Signs 1 1 2 Week 1 Day 1
4 3 6 Week 1 Day 4
8 7 9 Week 2 Day 8
11 10 12 Week 2 Day 11
15 13 18 Week 3 Day 15
22 19 25 Week 4 Day 22
1+7*(x-1) 1+77(x-1)-3 1+7"(x-1)+3 Week x Day 1+7"(x-1)

PeglFN Arm 1 Dosing Weeks"

Lab PeglFN Dosing Week y
Vital Signs 1+7*(23+y+2) 1+7%(23+y+2)-3 1+7*(23+y+z)+3 | Day 1

PeglFN Arm 2 Dosing Weeks"

Lab PeglFN Dosing Week y
Vital Signs 1+7*(11+y+2) 147 (1M+y+2)}-3 | 1+7"(11+y+2)+3 | Day 1

PeglFN Arm 1 Eligibility (No Dosing) Weeks (up to 13)

Lab PeglFN Eligibility Week
Vital Signs 1+7*(23+u) 157723+u)3 | 1+7"23+u)+3 | uDay1

PeglFN Arm 2 Eligibility (No Dosing) Weeks (up to 13)

Lab
PegIFN Eligibility Week
Vital Signs 1+7*(11+u) 1+7(11+u)-3 1+7*(11+u}+3 | uDay1
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Amnalysis Analysis Window
Set / Target study day Analysis Timepoint
Domain Start day End day
PeglFN Arm 1 No Dosing Assessment Weeks (week 14 onwards)
Lab PeglFN Asessment
Vital Signs 1+77(23+v) 1+77(23+v)-3 1+7%(23+v)+3 Week v
PeglFN Arm 2 No Dosing Assessment Weeks (week 14 onwards)
Lab PeglFN Assessment
Vital Signs 1+77(11+v) 1+7*(11+v)-3 1+77(11+v)+3 Week v
Off-Treatment Week (OTW) Follow-up Arm 1
Lab
Vital Signs 337 334 340 Off-Treatment Week 1
344 341 347 Off-Treatment Week 2
358 348 372 Off-Treatment Week 4
386 373 400 Off-Treatment Week 8
Off-Treatment Week
414 401 435 12
Off-Treatment Week
456 436 477 18
Off-Treatment Week
498 478 518 24
Off-Treatment Week (OTW) Follow-up Arm 2
Lab
Vital Signs 253 250 256 Off-Treatment Week 1
260 257 263 Off-Treatment Week 2
274 264 288 Off-Treatment Week 4
302 289 316 Off-Treatment Week 8
330 317 351 Off-Treatment Week 12
372 352 393 Off-Treatment Week 18
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Amnalysis Analysis Window
Df:: ;in Target study day Start day End day Analysis Timepoint
414 394 435 Off-Treatment Week 24
456 436 477 Off-Treatment Week 30
498 478 518 Off-Treatment Week 36

* Only if subject started PegIFN treatment.

= T R

Week x includes on-treatment weeks 5 — 24 for treatment with GSK3228836.
Week v includes on-treatment weeks 1 — 24 for treatment with PeglFN.
Week u includes PeglFN Eligibility weeks 1 — 13.

Week v includes PeglFN Eligibility weeks 14 — 24.

Z 1s the total number of PeglFN ineligibility weeks prior to PegIFN treatment.
Visit windows are to be used for windowing of Early Termuination visits only.

6.2.9. Handling of Missing and Partial Dates

Table 20

Rules for Handling Missing and Partial Dates

Element

Reporting Detail

General

Partial dates will be displayed as captured in participant listing displays.
However, where necessary, display macros may impute dates as temporary
variables for sorting data in listings only. In addition, partial dates may be
imputed for ‘slotting’ data to study phases or for specific analysis purposes as
outlined below.

Imputed partial dates will not be used to derive study day, time to onset or
duration (e.g., ime to onset or duration of adverse events), or elapsed time
variables (e.g., ime since diagnosis). In addition, imputed dates are not used
for deniving the last contact date in overall survival analysis dataset.

Adverse Events

Missing startday = e  If study intervention start date is missing (i.e.,

Partial dates for AE recorded in the CRF will be imputed using the following
conventions:

participant did not start study intervention), then set
start date = 1st of month.

= Else if study intervention start date is not missing:

o |fmonth and year of start date = month and
year of study intervention start date, then

= |f stop date contains a full date and
stop date is earlier than study
intervention start date, then set start
date= 1st of month.

= Else set start date = study
intervention start date.
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Element Reporting Detail
o Else set start date = 1st of month.

Missing startday = e  If study intervention start date is missing (i.e.,
and month participant did not start study intervention), then set
start date = January 1.

= Else if study intervention start date is not missing:

o Ifyear of start date = year of study
intervention start date, then

= |f stop date contains a full date and
stop date is earlier than study
intervention start date, then set start
date = January 1.

= Else set start date = study
intervention start date.

o Else set start date = January 1.

Missing end day | A "28/29/30/31" will be used for the day (dependent on the
month and year).

Missing end day | Mo Imputation.

and month

Completely Mo imputation.

missing start/end

date
Concomitant « Partial dates for any concomitant medications recorded in the CRF will be
Medications/Medical imputed using the following convention:
History

Missing start day » |fstudy intervention start date is missing

(i.e., participant did not start study
intervention), then set start date = 1st of
month.

= Else if study intervention start date is not
missing:
o |fmonth and year of start date =

month and year of study
intervention start date, then

= |f stop date contains a full
date and stop date is
earlier than study
intervention start date,
then set start date= 1st of
month.
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Element

Reporting Detail

Missing start day and
month

Missing end day
Missing end day and
month

Completely missing
start/end date

= Else set start date = study
intervention start date.

o Else set start date = 1st of month.

=  |f study intervention start date is missing
(i.e., participant did not start study
intervention), then set start date = January 1.

= Else if study intervention start date is not
missing:

o Ifyear of start date = year of study
intervention start date, then

= |f stop date contains a full
date and stop date is
earlier than study
intervention start date,
then set start date =
January 1.

= Else set start date = study.
intervention start date.

o Else set start date = January 1.

A "28/29/30/31" will be used for the day (dependent on
the month and year).

A "31" will be used for the day and 'Dec’ will be used
for the month.

No imputafion
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Table 21 List of Abbreviations
Abbreviation Description
ADaM Analysis Data Model
ADRG Analysis Data Reviewer's Guide
ACR Albumin to creatinine ratio
AE Adverse event
AESI Adverse event of special interest
AIC Akaike Information Criteria
ALT Alanine aminotransferase
ANC Absolute neutrophil count
ANCA Anti-neutrophil cytoplasmic antibody
APRI Aspartate aminotransferase to platelet ratio index
aPTT Activated partial thromboplastin time
AST Aspartate aminotransferase
ATC Anatomical Therapeutic Chemical
Bb Fragment of complement factor B
BDHI Beck Depression Inventory-ll
BGR Brooks-Gelman ratio
BMI Body Mass Index
C2P3 Commit to Phase 3
= Complement component 3
C4 Complement component 4
Cha Complement component 5a
c-ANCA Cytoplasmic ANCA
p-ANCA Perinuclear ANCA
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Abbreviation Description
CDISC Clinical Data Interchange Standards Consortium
CHB Chronic Hepatitis B
Cl Confidence interval
COVID19 Coronavirus disease 2019
CPMS Clinical Pharmacology Modelling and Simulation
Cr Concentration at the end of the dosing interval
CSR Clinical Study Report
C-5SVRRS Columbia-Suicide Severity Rating Scale
Ccv Coefficient of variation
%GV Coefficient of variation (between)
DAIDS Division of Acquired Immune Deficiency Syndrome
DBP Diastolic blood pressure
DBR Database release
DP Decimal place
DRB Development Review Board
DRC Data Review Commitiee
ECG Electrocardiogram
eCRF Electronic Case Report Form
eGFR Estimated glomerular filtration rate
FDA Food and Drug Administration
FDAAA Food and Drug Administration Clinical Amendments Act
EMA European Medicines Agency
EoT End of sequential treatment of GSK3228836 and Peginterferon
EoT+24wks End of 24 weeks of off-freatment follow-up after end of treatment
EoS End of study, i.e. final study visit per protocol
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Abbreviation Description
FP False positive
GSK GlaxoSmithKline
HBarAg Hepatitis b core-related anfigen
Anti-HBeAg Hepatitis B virus e-anfibody
HBeAg Hepatitis B virus e-anfigen
Anti-HBsAg Hepatitis B virus surface antibody
HBsAg Hepatitis B virus surface antigen
HBV DNA Hepatitis B virus deoxyribonucleic acid
HBV RNA Hepatitis B virus ribonucleic acid
HLT High level term
hs-CRP High-sensitivity C-reactive protein
1A Pre-specified Intenm Analysis
IDMC Independent Data Monitoring Committee
IP Investigational product
INR International normalized ratio
Imr Intent-to-treat
LLOQ Lower limit of Quantification
MAR. Missing at random
MCMC Markov Chain Monte Carlo
MCP-1 Monocyte chemoattractant protein-1
MedDRA Medical Dictionary for Regulatory Authorities
MMREM Mixed Model Repeated Measures
NA Mucleos(t)ide analogue
Neg Negative

XBU Statistical Analysis Plan (SAP) Template v1.0 24 March 2021

Page 74 of 77



CONFIDENTIAL

209348
Abbreviation Description
NI Non-inferiority
NSAID Mon-steroidal anti-inflammatory drug
NUC Nucleos(t)ide
NVR Mumber of virologic responses
NSVR Mumber of sustained virologic responses
0OCs Operating Characteristics
OP5 Output and Programming Specification
PBMCs Peripheral blood mononuclear cells
PCI Potential Clinical Importance
PD Pharmacodynamic
PeglFN Pegylated interferon
PK Pharmacokinetic
Pos Positive
PT Preferred term
PTeest Prothrombin time
RBC Red blood cells
ROC Receiver operating characteristic
RR Response rate
SAC Statistical Analysis Complete
SAE Serious Adverse Event
SBP Systolic blood pressure
5D Standard deviation
SDTM Study Data Tabulation Model
SVR Sustained virologic response
SMQ Standardised MedDRA Query
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Abbreviation Description
SoA Schedule of assessmenis
S0C System Organ Class
tha Terminal half-life
TAF Tenofovir alafenamide
TDF Tenofovir disoproxil fumarate
TN True negative
TND Target not detected
TP True positive
ULN Upper limit of normal
VR Virologic response

6.3.1. Trademarks

Trademarks of the
GlaxoSmithKline Group of
Companies

None

Trademarks not owned by the
GlaxoSmithKline Group of
Companies

WinNonlin
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