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Confidentiality Statement
This Document Is Not for Distribution — Do Not Copy

This document contains confidential information and is the proprietary property of BeiGene,
Ltd., and its subsidiaries. This document is for use by individuals and their designated
representatives for their confidential review, consideration, and/or participation in investigational
trial(s). This document may not be copied or distributed for review by any unauthorized
individuals without the prior written authorization of BeiGene, Ltd., or one of its subsidiaries.
Your acceptance of this document constitutes agreement that you will not disclose the
information contained herein to others without the prior written authorization from BeiGene,
Ltd., or one of its subsidiaries.
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Protocol Title: A Randomized, Open-label, Multicenter Phase 3 Study to Compare the
Efficacy and Safety of BGB-A317 versus Sorafenib as First-Line Treatment in Patients with
Unresectable Hepatocellular Carcinoma

Protocol Identifier: BGB-A317-301

This protocol is a confidential communication of BeiGene, Ltd., and its subsidiaries. I confirm
that I have read this protocol, I understand it, and I will work according to this protocol and the
terms of the clinical study agreement governing the study. I will also work consistently with the
ethical principles that have their origin in the Declaration of Helsinki and that are consistent with
good clinical practices and the applicable laws and regulations. Acceptance of this document
constitutes my agreement that no unpublished information contained herein will be published or
disclosed without prior written approval from BeiGene, Ltd., or one of its subsidiaries.

Instructions for Investigator: Please SIGN and DATE this signature page prior to
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SYNOPSIS

Name of Sponsor/Company: BeiGene, Ltd.
Investigational Product: Tislelizumab (BGB-A317)

Title of Study: A Randomized, Open-label, Multicenter Phase 3 Study to Compare the Efficacy and
Safety of BGB-A317 versus Sorafenib as First-Line Treatment in Patients with Unresectable
Hepatocellular Carcinoma

Protocol Identifier: BGB-A317-301

Phase of Development: 3

Number of Patients: Approximately 640

Study Centers: Approximately 100 centers internationally

Study Objectives:
Primary:
e To compare overall survival (OS) between tislelizumab and sorafenib as first-line treatment in
patients with unresectable hepatocellular carcinoma (HCC)

Secondary:

e To compare objective response rate (ORR) assessed by Blinded Independent Review
Committee (BIRC) according to Response Evaluation Criteria in Solid Tumors (RECIST)
Version (v)1.1 between tislelizumab and sorafenib

e To compare progression-free survival (PFS) assessed by BIRC according to RECIST v1.1
between tislelizumab and sorafenib

e To compare duration of response (DOR) assessed by BIRC according to RECIST v1.1 between
tislelizumab and sorafenib

e To compare time to progression (TTP) between tislelizumab and sorafenib
e To compare health-related quality of life (HRQoL) between tislelizumab and sorafenib

e To compare tumor assessment outcomes (ie, ORR, PFS, DOR, TTP) assessed by the
investigator according to RECIST v1.1 between tislelizumab and sorafenib

e To compare disease control rate (DCR) and clinical benefit rate (CBR), assessed by BIRC and
investigator according to RECIST v1.1, between tislelizumab and sorafenib

e To compare safety and tolerability of tislelizumab versus sorafenib

Exploratory:

e To explore potential predictive biomarkers, including but not limited to programmed cell death
ligand-1 (PD-L1) expression

e To characterize the pharmacokinetics (PK) of tislelizumab in patients with unresectable HCC

e To determine host immunogenicity to tislelizumab in patients with unresectable HCC
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Study Endpoints:
Primary:

Secondary:

Exploratory:

(0N

ORR by BIRC

PFS by BIRC

DOR by BIRC

TTP by BIRC

HRQoL

Tumor assessments (ORR, PFS, DOR, and TTP) assessed by investigator per RECIST v1.1
DCR by BIRC and investigator

CBR by BIRC and investigator

Safety assessment (eg, new adverse events [AEs], AEs present at baseline that worsen in
severity during the study, and clinical laboratory abnormalities)

PD-L1 expression and other potential predictive biomarkers
Summary of serum concentrations of tislelizumab

Assessments of immunogenicity of tislelizumab by determining the incidence of antidrug
antibodies (ADAs)

Study Design:

This is a randomized, open-label, multicenter Phase 3 study to compare the efficacy and safety of
tislelizumab to that of sorafenib as first-line treatment in adult patients with unresectable HCC. The
study design schema is as follows:

BGB-A317° |___
=1 200mgIv
Unresectable Q3w Treatment
. . Safety
HCC, Systemic until
.. . Follow-up &
therapy naive, > Randomize |__| LS Unacceptable .

; . Survival
Child-Pugh A, 1:1 toxicity or Follow-u
ECOG 0 or 1 Disease P

H b
LS Sorafenib 400 progression
mgPOBID |
a. The initial infusion (Cycle 1, Day 1) will be administered over a period of 60 minutes. If this

Abbreviations: BID, twice daily; ECOG, Eastern Cooperative Oncology Group; HCC,
hepatocellular carcinoma; IV, intravenously; PO, orally; Q3 W, once every 3 week

infusion is well tolerated, subsequent infusions may be administered over 30 minutes. After
tislelizumab infusion, patients will be further monitored for a period of 2 hours during Cycles 1
and 2. From Cycle 3 onward, a postinfusion monitoring period of > 30 minutes will be
required.

At the discretion of the investigator, patients may be treated beyond disease progression under
protocol-defined conditions (Section 7.13.1).
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Before initiating this Phase 3 study in Japan, a substudy investigating the safety, tolerability, PK and
preliminary efficacy in Japanese patients is planned (see Appendix 13 for details).

After providing written informed consent, completing all Screening assessments, and being confirmed
as eligible for study participation, approximately 640 patients will be randomized in a 1:1 ratio to
receive (on an open-label basis) either tislelizumab or sorafenib.

At randomization, patients will be stratified by the following 5 factors:
e Macrovascular invasion (present vs absent)
e Extrahepatic spread (present vs absent)
e ECOG(0vsl)
e Etiology (hepatitis C virus [HCV] vs other [includes hepatitis B virus (HBV)])
e Geography (Asia [excluding Japan] vs Japan vs Rest of World)

Patients with HBV and HCV co-infection will be grouped along with HBV into the “other” category of
etiology for randomization. Patients will then begin open-label treatment with 1 of the following
regimens:

e Arm A: tislelizumab 200 mg intravenously (IV) once every 3 weeks (Q3W)
e Arm B: Sorafenib 400 mg orally (PO) twice daily (BID)

All study treatment is to be continually administered until intolerable toxicity, withdrawal of informed
consent, or the time point at which, in the opinion of the investigator, the patient is no longer benefiting
from study therapy

Treatment beyond the initial investigator-assessed, RECIST v1.1-defined disease progression is
permitted in both treatment arms provided the patient meets the criteria described in in Section 7.13.1.

Study Assessments:

Tumor response will be evaluated by the BIRC and investigator every 9 weeks during Year 1 and every
12 weeks from Year 2 onwards, in accordance with RECIST v1.1. If a patient discontinues study
treatment due to any reason other than disease progression or death, tumor assessments will continue as
scheduled until, disease progression, death, loss to follow-up, withdrawal of consent, or until the study
terminates, whichever occurs first.

Patients will be evaluated for any AEs and serious adverse events (SAEs) occurring up to 30 days after
the last dose of study drug (all severity grades, per National Cancer Institute Common Terminology
Criteria for Adverse Events [NCI-CTCAE] Version [v]4.03) or initiation of new anticancer therapy,
whichever occurs first, and all immune-related adverse events (irAEs) (tislelizumab arm only)
occurring up to 90 days after the last dose of tislelizumab, regardless of whether or not the patient starts
a new anticancer therapy. All drug-related SAEs will be recorded by the investigator after treatment
discontinuation until patient death or loss to follow-up, whichever occurs first.

Safety and efficacy monitoring will be performed by an Independent Data Monitoring Committee
(IDMC). The IDMC may recommend modifications to the study, including termination due to safety
and/or efficacy concerns. The functions and membership of the IDMC will be described in the IDMC
Charter.

Key Eligibility Criteria:

The population under study is adult patients (> 18 years of age on the day the patient voluntarily agrees
to participate in the study) with histologically confirmed HCC that is classified as Barcelona Clinic
Liver Cancer (BCLC) Stage C disease or BCLC Stage B disease that is not amenable to or has
progressed after loco-regional therapy, and is not amenable to a curative treatment approach, and has
not been previously treated with systemic therapy (in keeping with the first-line setting of this study).
All patients are also required to have a Child-Pugh A classification for liver function assessed within 7
days of randomization, > 1 measurable lesion per RECIST v1.1, and an Eastern Cooperative Oncology
Group Performance Status score of < 1.
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Test Product, Dose, and Mode of Administration:
Tislelizumab will be administered at a dose of 200 mg IV Q3W.

Reference Therapy, Dose, and Mode of Administration:
Sorafenib will be administered at a dose of 400 mg PO BID.

Statistical Methods:

The statistical methods described in this section cover the summary of data collected from all
randomized patients in the study.

Overall survival is the primary endpoint of the study. No multiplicity adjustments will be needed for
testing both noninferiority or superiority on OS, due to the closed testing principle.

The secondary efficacy endpoints will be tested according to their order of presentation in
Section 2.2.2. Treatment arm comparison for the key secondary endpoint ORR and for the other
secondary endpoints will be performed if noninferiority for the primary efficacy endpoint (OS) is
declared. Testing will continue until the first nonsignificant outcome occurs.

All tests will be performed at one-sided o = 0.025 (or 2-sided a = 0.05), unless otherwise specified.

Analysis Sets:
e Intent-to-Treat (ITT) Analysis Set — Includes all randomized patients. Patients will be analyzed
according to their randomized treatment arm (ie, either tislelizumab or sorafenib). This will be
the primary analysis set for all efficacy analyses.

e Per-Protocol (PP) Analysis Set — Includes all randomized patients who received > 1 dose of
their assigned study drug (tislelizumab or sorafenib) and had no major protocol deviations.
Major protocol deviations will be determined and documented before the database lock for the
primary analysis.

e Safety Analysis Set — Includes all patients who received > 1 dose of their assigned study drug.
(tislelizumab or sorafenib). This will be the analysis set for all safety analyses.

Primary Efficacy Analyses:

Overall Survival

The OS will be compared between the tislelizumab arm (Arm A) and the sorafenib arm (Arm B) by
testing the null hypothesis of noninferiority, as follows:

Ho: HR4/8> 1.08 against the alternative hypothesis of noninferiority;

H,: HR4 < 1.08, where HR g denotes the true hazard ratio (HR) for tislelizumab versus sorafenib. A
one-sided type 1 error of 0.025 will be used in the test of OS.

The 95% confidence interval (CI) of HRas will be estimated in the ITT analysis set using a Cox
proportional hazard model with treatment arm as a factor and stratified by the actual value of the
pooled stratification factors at randomization (eg, region [Asia vs US/EU], etiology, macrovascular
invasion and/or extrahepatic spread [present vs absent] and ECOG). Noninferiority will be declared if
the upper limit of the 95% CI for HRaz is < 1.08.

In the final analysis, the superiority of tislelizumab over sorafenib will be tested for OS, using a
stratified log-rank test conducted in the ITT analysis set, but only when noninferiority is demonstrated.
Superiority will be declared if the one-sided p-value crosses the boundary specified in the table below
in favor of Arm A in the stratified log-rank test at the final analysis. The median OS and cumulative
probability of OS estimated at 6-month intervals will be calculated using Kaplan-Meier estimates for
each treatment arm, and presented with 2-sided 95% Cls.
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Timing and Stopping Boundary in the Interim and Final Analyses of Overall Survival

There will be 1 interim analysis of OS: a test of OS superiority that is planned to occur after 80% of the
targeted death events have been observed. The early stopping rule for the interim analysis is set for
futility and efficacy.

Specifically, the interim analysis will be performed when approximately 403 deaths (8§0% of the
expected number, approximately 504 deaths) have been reported between the 2 treatment arms. It is
estimated that it will take approximately 33.9 months to observe 403 deaths.

The final analysis of OS will take place after approximately 504 deaths have been observed. The upper
(efficacy) boundary is based on the O’Brien-Fleming boundary, approximated by the Hwang-Shih-
DeCani spending function.

Stopping boundaries (p-value and Z score) of the superiority test for OS at the interim and final
analyses are as shown in the following table:

Time # p-value (Z score) | Approximate Hazard
(months) Deaths for Efficacy Ratio for Efficacy
Interim analysis 33.9 403 <0.0110 (>2.29) <0.7958
Final analysis 46.6 504 <0.02 (>2.01) <0.8358

Secondary Efficacy Analyses:

Objective Response Rate

The key secondary endpoint, ORR, as assessed by BIRC per RECIST v1.1, will be compared between
tislelizumab and sorafenib via testing of the null hypothesis:

Ho: ORR in Arm A = ORR in Arm B against the alternative:
H,: ORR in Arm A > ORR in Arm B

The statistical significance of the difference in ORR between the 2 treatment arms in the ITT analysis
set will be evaluated with the Cochran-Mantel-Haenszel chi-square test, with the actual value of the
stratification factors as strata tested at an alpha level of 0.05 (2-sided). The 2-sided 95% Cls for the
odds ratio and the difference in ORR will be calculated, as will the Clopper-Pearson 95% Cls for the
ORR within each arm.

Progression-Free Survival

Progression-free survival will be compared between the 2 treatment arms, using the ITT analysis set
and a stratified log-rank test with actual value of the stratification factors as strata.

The median PFS and the cumulative probability of PFS at 3-month intervals will be calculated for each
treatment arm and presented with 2-sided 95% Cls. Additionally, PFS will be estimated using the
Kaplan-Meier method. The PFS censoring rule will follow the United States Food and Drug
Administration (FDA) Guidance for Industry Clinical Trial Endpoints for the Approval of Cancer
Drugs and Biologics (FDA Guidance for Industry 2007).

Duration of Response and Time to Progression

Both DOR and TTP, as assessed by BIRC per RECIST v1.1, will be analyzed similarly to the approach
used for PFS. The DOR will be summarized within responders.
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Health-Related Quality of Life

European Organisation for Research and Treatment of Cancer Quality of Life Cancer
Questionnaire-Hepatocellular Carcinoma 18 Questions (EORTC QLQ-HCC18) and European
Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30 (EORTC
QLQ-C30) postbaseline index scores will be compared between the 2 treatment arms, using a mixed
model. European Quality of Life 5-Dimensions (EQ-5D-5L) will be summarized as well.

Investigator Assessments of Secondary Efficacy Endpoints

Investigator assessments of ORR, PFS, DOR, and TTP per RECIST v1.1 will be analyzed similarly to
the corresponding assessments made by BIRC. Best overall response (BOR) is defined in this protocol
as the best response recorded from randomization until either the data cutoff date or the date the patient
begins a new anticancer treatment, whichever occurs first. Patients with no postbaseline response
assessment (regardless of reason) will be considered non-responders in the analysis of BOR.

The proportion and its corresponding Clopper-Pearson 95% CI for each of the response categories
(complete response [CR], partial response [PR], stable disease [SD], and progressive disease [PD]) will
be presented by treatment arm. Both DCR and CBR will be analyzed using an approach similar to that
employed in the ORR analysis, using the I'TT analysis set.

Exploratory Analyses:

Distribution of PD-L.1 expression will be examined in the ITT analysis set. Any potential association
between PD-L1 expression and superior tislelizumab treatment effect over sorafenib will be explored.
Other potential predictive markers will also be assessed.

Pharmacokinetic Analysis:
The PK samples will be collected in this study as outlined in Appendix 1.

Tislelizumab postdose and trough serum concentration (Ciouen) data will be tabulated and summarized
by visit/cycle at which these concentrations are collected. Descriptive statistics will include means,
medians, ranges, and standard deviations, as appropriate.

Additional PK analyses will be conducted as appropriate.
Exposure-response (efficacy or safety endpoints) analysis may be carried out if supported by data.

Immunogenicity Analysis:
Immunogenicity samples will be collected in this study as outlined in Appendix 1.

The immunogenicity results will be summarized using descriptive statistics by the number and
percentage of patients who develop detectable ADAs. The incidences of positive ADAs and
neutralizing ADAs will be reported for evaluable patients. The effect of immunogenicity on PK,
efficacy and safety may be evaluated if data allow.

Safety Analyses:

Study drug exposure (for both tislelizumab and sorafenib) will be summarized by duration, dosage, and
dose intensity for each treatment arm.

Verbatim AE terms will be mapped to the corresponding Medical Dictionary for Regulatory Activities
(MedDRA) Preferred Terms and graded per NCI-CTCAE v4.03. All treatment-emergent adverse
events (TEAEs) will be summarized. A TEAE is defined in this protocol as any AE or SAE with either
an onset date or a date of worsening in severity from baseline (ie, pretreatment) occurring on or after
first dose of study drug and up to either 30 days following discontinuation from study drug or start of
new anticancer therapy, whichever occurs first. The TEAE classification also applies to irAEs and
related SAEs that are recorded up to 90 days after discontinuation from study drug, regardless of
whether or not the patient starts a new anticancer therapy.
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All SAEs, deaths, TEAEs of > Grade 3 severity, TEAEs assessed by the investigator as
treatment-related, irAEs, and TEAEs leading to treatment discontinuation, dose reduction, or dose
interruption will be summarized. In all AE summary tables, multiple occurrences of the same AE will
be counted once at the maximum severity grade within a particular MedDRA System Organ Class and
Preferred Term.

All clinical laboratory and vital sign assessments yielding values outside the normal ranges will be
identified. Select laboratory and vital sign data will be summarized by NCI-CTCAE v4.03 severity
grade.

Sample Size:

The sample size calculation is based on the number of events required to demonstrate the noninferiority
and superiority of tislelizumab over sorafenib (ie, Arm A over Arm B) in the comparison of OS.

Under the original OS HR assumption of 0.75 (13.3 months in Arm A versus 10.0 months in Arm B),
approximately 504 deaths in total were planned to have approximately 89% power in the superiority
test and 98.4% power in the noninferiority test with a 1.08 noninferiority margin. A total of 640
patients were to be randomized in a 1:1 ratio to Arms A and B over a 16-month period at a constant
enrollment rate (40 patients/month). An interim analysis was planned after 75% of the targeted number
of OS events (ie, approximately 378 deaths) occurred.

After reviewing recent data, the interim analysis was postponed until approximately 80% of the
targeted number of OS events (ie, 403 deaths) were observed, with the planned number of deaths in the
final analysis remaining at approximately 504. At the time of protocol amendment 5.0, enrollment was
completed with a total of 674 patients randomized. Using a more conservative HR assumption of 0.79
at the time of final analysis after an initial 7-month delayed treatment effect (ie, assuming HR = 1 in
the first 7 months), the estimated powers for the superiority test are 44% in the interim analysis and
72% in the final analysis using a simulation. The targeted number of events are estimated to occur
approximately 33.9 and 46.6 months after study initiation under the actual enrollment rates, updated
HR assumptions, and a median OS of 13.5 months in Arm B. The power in the noninferiority test is
0.935 under the updated assumptions.

In the comparison of key secondary endpoint of ORR between the 2 treatment arms, the power of a
Miettinen and Nurminen test (Miettinen and Nurminen 1985) comparing 2 binomial rates for
superiority in 674 patients is approximately 99%, assuming an ORR of 0.15 and 0.05 in Arms A and B,
respectively.
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