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List of abbreviations

ADR Adverse drug reaction

AE Adverse event

AESI Adverse event of special interest
ALP Alkaline phosphatase

ALT Alanine aminotransferase

ADR Adverse drug reaction
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BMI Body mass index
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CRCL Creatinine or creatinine clearance
CSR Clinical study report

CT Computed tomography

CTCAE Common Terminology Criteria for Adverse Events
Ctrough Trough concentration

dMMR Mismatch repair deficient

DCO Data cut-off date
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EAC Esophageal adenocarcinoma
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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Accord Healthcare S.L.U.
submitted to the European Medicines Agency on 02 July 2025 an application for a variation.

The following changes were proposed:

Variation(s) requested Type

C.l.6.a C.I.6.a Addition of a new therapeutic indication or Variation type II
modification of an approved one

Extension of indication to include, in combination with fluoropyrimidine- and platinum-based
chemotherapy, the first-line treatment of adult patients with unresectable, locally
advanced/recurrent or metastatic oesophageal squamous cell carcinoma whose tumours express
PD-L1 with a CPS = 1 for HETRONIFLY, based on results from study HLX10-007-EC301; this is a
randomized, double-blind, multi-center, phase III clinical study comparing the clinical efficacy and
safety of HLX10 or placebo combined with chemotherapy in first-line treatment of locally
advanced/metastatic esophageal squamous cell carcinoma (ESCC) patients. As a consequence,
sections 4.1, 4.2, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet is updated in
accordance. Version 1.2 of the RMP has also been submitted.

The requested variation(s) proposed amendments to the Summary of Product Characteristics and
Package Leaflet and to the Risk Management Plan (RMP).

Information relating to orphan designation

Hetronifly, was designated as an orphan medicinal product (EU/3/22/2731) on 9 December 2022 in
the following indication: treatment of small cell lung cancer.

The new indication, which is the subject of this application, does not fall within any orphan
designation. According to Article 7 of Regulation (EC) No 141/2000 of the European Parliament and
of the Council on orphan medicinal products, it is not possible to combine an orphan indication and
a non-orphan indication in the same marketing authorisation. Consequently, the MAH has
committed to request the withdrawal of the orphan designation from the Community Register of
Orphan Medicinal Products within 2 days after the receipt of the CHMP opinion. Should the MAH not
request the withdrawal of the orphan designation within the said deadline, nor request re-
examination in accordance with Article 16(4) of Commission Regulation (EC) No. 1234/2008, the
validation of this variation application becomes automatically null and void with retroactive effect.

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
No. EMA/PE/0000258486 on the granting of a product-specific waiver.

Information relating to orphan market exclusivity
Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC)
No 847/2000, the MAH did not submit a critical report addressing the possible similarity with
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authorised orphan medicinal products because there is no authorised orphan medicinal product for
a condition related to the proposed indication.

Scientific advice
The MAH did not seek scientific advice at the CHMP.
1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Eva Skovlund

Timetable Actual dates

Submission date 2 July 2025

Start of procedure: 19 July 2025

CHMP Rapporteur’s preliminary assessment report circulated on: 12 September 2025
PRAC Rapporteur AR 16 September 2025
PRAC RMP advice and assessment overview adopted by PRAC 2 October 2025
Updated CHMP Rapporteur AR 9 October 2025
Request for supplementary information and extension of timetable adopted by

the CHMP on: 16 October 2025
MAH's responses submitted to the CHMP on: 28 November 2025

CHMP Rapporteur’s preliminary assessment report on the MAH’s responses
circulated on: 22 December 2025

2nd Request for supplementary information and extension of timetable adopted

by the CHMP on: 29 January 2026
CHMP Rapporteur’s preliminary assessment report on the MAH’s responses

circulated on: 11 March 2026
Updated CHMP Rapporteur AR 19 March 2026
CHMP Outcome 26 March 2026

2. Scientific discussion
2.1. Introduction
2.1.1. Problem statement

Disease or condition

Esophageal cancer is a malignant tumor that originates from the epithelial cells of the esophageal
tract. The major pathological types include esophageal squamous cell carcinoma (ESCC) and
esophageal adenocarcinoma (EAC) (Yang, 2024). The distribution of pathological types varies in
different regions. Around 90% of worldwide cases are ESCC, which has particularly high incidence
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in South America and Asia. In contrast, EAC is more prevalent in Europe and North America
(Deboever, 2024). The 2022 global cancer statistics showed that esophageal cancer is the 11th
most commonly diagnosed cancer and the seventh leading cause of cancer death worldwide, with
an estimated 511,000 new cases and 445,000 deaths in 2022 (Bray, 2024).

State the claimed therapeutic indication

The originally proposed indication was as follows: “Hetronifly in combination with fluoropyrimidine-
and platinum-based chemotherapy is indicated for the first-line treatment of adult patients with
unresectable, locally advanced/recurrent or metastatic oesophageal squamous cell carcinoma
whose tumours express PD-L1 with a CPS = 1.”

The proposed dose is 3.0 mg/kg serplulimab every 2 weeks until disease progression or
unacceptable toxicity.

Epidemiology and risk factors

Esophageal cancer (EC) is among the most common cancers and causes of cancer-related death
worldwide. It can be categorised into 2 main histological subtypes: esophageal squamous cell
carcinoma (ESCC) and adenocarcinoma (AC). ESCC is the most common histology of esophageal
cancer seen globally, while AC is the most common subtype in high-income countries, with the
highest incidence rates observed in Northern Europe, North America, and Oceania.

Worldwide, the incidence of EC varies significantly. The highest incidence rates are observed in
Eastern Asia as well as Southern and Eastern Africa (including Malawi and Swaziland), whereas the
lowest incidence rates are reported in Northern and Western Africa as well as Central America.
Although EC is relatively rare in Europe (annual incidence approximately 1 per 13,300, according to
Orphanet 2013), it remains a highly fatal disease and a major cause of cancer-related mortality.

Approximately 70% of EC diagnoses occur in men, with an approximately 2 to 3-fold difference in
incidence and mortality rates between the men and women. Incidence rates are higher in
developing versus developed countries for men, while rates are more comparable for women
(ESMO-guideline, 2022).

In the highest-risk areas, stretching from Northern Iran through Central Asia republics to North-
Central China (often referred to as the "esophageal cancer belt"), 90 percent of cases are
esophageal ESCC. The major risk factors in these areas are not well understood, but are thought to
include poor nutritional status, low intake of fruits and vegetables, and consumption of beverages
at high temperatures. By contrast, in lower-risk areas for ESCC, such as the United States and
other Western countries, smoking and excessive alcohol consumption account for approximately
90% of cases.

ESCC remains the most common histological subtype worldwide and is increasing in certain Asian
countries, such as Taiwan, likely reflecting increases in tobacco and alcohol consumption. Infection
with human papillomavirus (HPV) may also contribute to the development of ESCC. Familial
aggregation of EC has been reported in regions with a high incidence of ESCC, such as China
suggesting hereditary factors contribute to the risk of ESCC.

Biologic features, aetiology and pathogenesis

The majority of ESCCs are located in the mid-esophagus. ESCC invades the submucosa at an early
stage and extends along the esophagus wall. Local lymph node invasion occurs early because the
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lymphatics in the esophagus are located in the lamina propria. The tumor spreads to regional
lymph nodes along the esophagus, the celiac area, and adjacent to the aorta.

Distant metastases to the liver, bone, and lung are seen in nearly 30% of patients.

Clinical presentation and diagnosis

ESCC is usually asymptomatic until an advanced disease stage with common presenting symptoms
being dysphagia and weight loss. Consequently, diagnosis is often made late in the disease course,
particularly in settings where screening programs for early detection are not implemented or are
impractical due to low incidence rates. The diagnosis of EC requires a histologic examination of
tumor tissue. A diagnostic biopsy may be obtained by upper endoscopy or, if metastases are
present, by image-guided biopsy of a metastatic site.

Management

Patients with EC that is metastatic or unresectable and cannot be treated with curative-intent
chemoradiotherapy have a poor prognosis. Survival in clinical trials has historically been <1 year;
however, the use of immune checkpoint inhibitors in combination with chemotherapy has recently
improved survival for this patient group (ESMO guideline, 2022).

According to the ESMO guideline (2022), first-line chemotherapy (ChT) with a platinum-
fluoropyrimidine doublet is recommended as a standard treatment for advanced untreated
esophageal SCC. Dose-reduced oxaliplatin-capecitabine is an alternative option for patients who
are unsuitable for full-dose chemotherapy.

However, in recent years, clinical trials have demonstrated the efficacy of immune checkpoint
inhibitors in combination with chemotherapy. Consequently, updated ESMO recommendations
(2022, updated February 2025) include chemo-immunotherapy as first-line treatment in patients
with PD-L1 positive disease, while chemotherapy remains standard option for PD-L1 negative or
unknown populations.

ESCC is a severe and life-threatening condition and there remains a need for additional treatment
options, including for patients with tumours characterised by different levels of PD-L1 expression.

2.1.2. About the product

Serplulimab is a recombinant humanized IgG4 monoclonal antibody targeting the anti-programmed
cell death 1 (PD-1) and blocks its interaction with ligands PD-L1 and PD-L2. The PD-1 receptor is a
negative regulator of T-cell activity that has been shown to be involved in the control of T-cell immune
responses. Engagement of PD-1 with the ligands PD-L1 and PD-L2, which are expressed in antigen
presenting cells and may be expressed by tumours or other cells in the tumour microenvironment,
results in inhibition of T-cell proliferation and cytokine secretion. Serplulimab potentiates T-cell
responses, including anti-tumour responses, through blockade of PD-1 binding to PD-L1 and PD-L2
ligands.

Serplulimab was granted a marketing authorisation in the EU on 03 February 2025
(EMEA/H/C/006170), in combination with carboplatin and etoposide for the first-line treatment of
adult patients with extensive-stage small cell lung cancer (ES-SCLC).
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2.1.3. The development programme/compliance with CHMP
guidance/scientific advice

No scientific advice has been sought by the MAH for the applied indication ESCC.

2.1.4. General comments on compliance with GCP

Two clinical trials support the current extension of the indication to ESCC:

e The pivotal phase 3 efficacy and safety clinical study ASTRUM-007 (HLX10-007-EC301) was
carried out exclusively in China. There were 71 study sites opened in China, of which 5
sites did not enrol participants.

e The phase 1 dose finding and dose expansion study (HLX10-001) which was carried out
exclusively in Taiwan.

The MAH included a statement that both trials which were carried out outside the EU and met the
ethical requirements of Directive 2001/20/EC.

The CSR for the study HLX10-001 includes a statement that the study was conducted in
accordance with national and international ethical principles, including the Helsinki Declaration, the
International Coordinating Conference on the Registration of Medicines (ICH) Guidelines, the
Practice for the Administration of Clinical Trials of Medicines (GCP) and all other applicable
regulations and policies.

The CSR for study HLX10-007-EX301 states that the study was conducted according to the protocol
and in compliance with International Council for Harmonisation (ICH) guideline on Good Clinical
Practice (GCP), the Declaration of Helsinki and other applicable regulatory requirements.

In addition, GCP inspections were carried out in 2023 at two sites in China by the NMPA (National
Medical Products Administration in China) with positive outcome.

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable
by the CHMP.

2.2.1. Ecotoxicity/environmental risk assessment

The applicant has provided a justification for not submitting the environmental risk assessment
(ERA), in accordance with current guidance (Guideline on the environmental risk assessment of
medicinal products for human use, EMEA/CHMP/SWP/4447/ 00 Rev. 1- Corr.*). Serplulimab is a
recombinant humanized monoclonal antibody expected to be degraded to small peptides and
individual amino acids. Therefore, the lack of dedicated ERA studies is acceptable, as the product is
not expected to pose a risk to the environment due to its nature.

2.3. Clinical aspects
2.3.1. Introduction

2.3.2. GCP

The clinical trials were performed in accordance with GCP as claimed by the MAH.
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The MAH has provided a statement to the effect that clinical trials conducted outside the
community were carried out in accordance with the ethical standards of Directive 2001/20/EC.

The pivotal study, HLX10-007-EC301 (ASTRUM-007), involved 66 clinical trial sites which enrolled a
total of 551 participants. Two clinical trial sites underwent GCP inspection by the China National
Medical Products Administration (NMPA) with positive outcome, and five clinical trial sites were
audited. The inspections were carried out on 13-15th February 2023 and 6-8th March 2023
respectively. No other regulatory authority carried out inspections for this study.

Table 1 Tabular overview of clinical studies

Type of Study Study Study title Countries where
protocol the studies were
conducted
Phase 1 dose-finding HLX10-001 A phase 1 study of HLX10, a Taiwan
and dose-expansion humanised monoclonal
antibody targeting
programmed cell death-1 (PD-
1) protein in patients with
advanced solid tumours
Phase III (pivotal) HLX10-007- A randomised double blind China
Efficacy and safety EC301 multicentre Phase III clinical
study to evaluate serplulimab
(ASTRUM- _ ) .
(recombinant humanised anti-
007)

PD-1 monoclonal antibody
injection) versus placebo in
combination with
chemotherapy (cisplatin + 5-
FU) as first line therapy in
patients with locally
advanced/metastatic
oesophageal squamous cell
carcinoma (ESCC)

2.3.3. Pharmacokinetics

Serplulimab (HLX10) is a novel recombinant humanised anti-programmed cell death 1 (PD-1)
monoclonal antibody (mAb) of IgG4 type developed by Shanghai Henlius Biotech, Inc. and belongs
to the pharmacological class of anti-PD-1 inhibitors. The molecular weight (MW) is approximately

144-146 kDa.

Serplulimab is supplied as a sterile solution for injection and should be administered via
intravenous (IV) infusion on Day 1 of each cycle. The proposed dosage of serplulimab for the
intended indication is 3 mg/kg administered once every 2 weeks (Q2W).

Table 2. Overview of pharmacokinetic properties

Drug product

Serplulimab 10 mg/mL concentrate for infusion

Absorption

e Absolute bioavailability: not relevant

Distribution

e Tissue distribution: The mean Vd is in the range from 4.397 L to

7.882 L
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Elimination e The baseline clearance is in the range from 0.171 to 0.211 L/day
e The mean half-life T1/2 at steady state is in the range of 25.0-31.2

days.
Metabolism e Not characterised, expected to be catabolised into small peptides and
amino acids by general protein degradation processes
Dose e Linear PK established at 0.3 to 10 mg/kg Q2W (including flat doses of
proportionality 200 mg Q2W, 300 mg Q3W and 400 mg Q4W), both after single and

multiple doses
e Mean accumulation ratios: 1.2 to 1.5 for Cmax, 1.2 to 1.8 for AUCss.

Time dependency e CL decreases over time with 221 days to reach half of the maximum
effect.

Pharmacokinetic e Between subjects: Moderate, CV 24.0% in base CL; high in Q:
variability 54.3%.
e Within subjects: Not studied

Sources of e The predicted impact of albumin, alkaline phosphatase, tumour
variability burden, tumour type and sex on exposure is limited.

All clinical studies on serplulimab PD and PK were conducted in patients with various tumour types.
A PopPK analysis was conducted using available PK data from a total of 11 clinical trials in patients
with a variety of cancers , a summary of the type of cancer is included in Table 3.

Table 3. Overview of types of cancer in the studies

. ledlis | GLEEE | e, : HLX10- | HLX10- | HLX10- | HLX10- | HLX10- | HLXI0-
Variables | 001 | NSCLC30 | NSCLC30 005 | ggrpcao | 005 L e e BILSs | i sl
a = . scresor | CUTEON | HCC201 | Msnol CC201 | mCRC301 001 001 (u=2110)
: @eto)) | @eie) | @389 @=123) | (@=108) @=21) (n=64) (n=26) (a=13)

Colorectal . 4 64 y 151
cancer 6(10.53%) - — — - - (68.52%) - (100.00%) | 7 G692%) — (1.16%)
Squamous
non-small cqor 439 H1
cell lung 1(3.51%) - (100.00%) - - - - - - - - (20.90%)
cancer
Non-
Squamous 401 408

small | 7(12.28% ) — — — — — — — — — %
oot lﬁg (A228%) | (100.00%) (23.60%)
cancer
Small cell = 389 3%0
lung cancer | L (173%) — (100.00%) — — — — — — — (18.48%)
Esophngesrl
SQUAMOTUS 40/ 379 oy 380
cell 8 (14.04%) - - - (100.00%) - 2(1.85%) - - - - (18.44%)
carcinoma
Other tumor 32 _ _ _ _ _ 32 21 _ 18 13 116
types (56.14%) (29.63%) | (100.00%) (69.23%) | (100.00%) | (5.50%)

The clinical pharmacology of serplulimab in adult patients with ESCC is based primarily on the
results from two clinical trials:

1. HLX10-001: A phase I, open-label, dose-escalation study of serplulimab monotherapy in
patients with metastatic or recurrent solid tumors who failed standard treatment.

PK sampling: Before the first infusion in Cycle 1 and Cycle 3, at the end of infusion (within 30
minutes post-infusion), and at 2, 6, 24, 48, 96, and 168 hr post-infusion. Additionally, before the
second infusion in Cycle 1, before the first infusion in Cycles 2-6, and during the 28-day follow-up.

2. HLX10-007-EC301: A randomized, double-blind, multicenter, phase III clinical study to
evaluate serplulimab (recombinant humanized anti-PD-1 monoclonal antibody injection)
versus placebo in combination with chemotherapy (cisplatin + 5-FU) as first-line therapy in
patients with locally advanced/metastatic oesophageal squamous cell carcinoma (ESCC).

PK sampling: Within 24 hours before dosing in Cycles 1, 2, 4, 6, 8 and every 4 cycles thereafter.
Additionally, within 0.5 hr post-dose in Cycles 1 and 8 during the treatment period, at the
termination visit and during the safety follow-up.

Methods
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Pharmacokinetic data analysis

A nonlinear mixed-effects modelling approach with the first-order conditional estimation with
interaction (FOCEI) method in NONMEM, version 7.5 (ICON, Maryland) was used for the PopPK
analysis.

Evaluation and Qualification of Models
Objectives

The objectives of the main popPK model were to characterise population pharmacokinetics of
serplulimab by developing a popPK model based on patient data and to estimate typical values and
inter-individual variability of PK parameters.

A PopPK model was also used to evaluate the effects of demographics, renal and hepatic function,
anti-drug antibodies, tumour types, tumour burden, ECOG (Eastern Cooperative Oncology Group),
and combination treatment on PK parameters of serplulimab, as well as to generate exposures for
E-R analysis. Furthermore, the popPK model was employed to simulate and compare the exposures
with dosing regimens of 3 mg/kg Q2W, 4.5 mg/kg Q3W, 200 mg Q2W, 300 mg Q3W, and 10
mg/kg Q2W by using individual PK parameters estimated from the final model.

Database
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Table 4. Summary of Clinical Studies Included in the Serplulimab PopPK Analysis

Subiect Cut-off Date for Included
Clinical Design Serplulimab Regimen Nun’iber Analysis Data
Study 9 P 9 PK, ADA | Safety and
and Dosing Efficacy
0.3, 1, 3, 10 mg/kg
Multiple dose Q2W,
HLX10-001 | ~W2iPT ' 200 mg Q2W, 57 | 2022-08-01 | 2022-08-01
P 300 mg Q3W,
400 mg Q4W
Multicenter,
HLX10-004- | youble-blind, 4.5 mg/kg, Q3W 439 | 2023-01-31 | 2023-01-31
NSCLC303
phase II
Multicenter, open,
HLX10-008~ | gingle arm, phase | 3 mg/kg, Q2w 123 | 2023-04-26 | 2023-04-26
HCC201 -
HLX10-010- | Multicenter, single e e
Me1201 arm, phase I 3 mg/kg, Q2W 108 | 2021-07-10 | 2021-07-10
Multicenter, open,
HLX10-011- | ingle arm, phase | 4.5 ma/kg, Q3W 21 | 2022-10-24 | 2022-10-24
cc201 -
HLX10- Multiple dose, e e
HLX04-001 | phase I 1, 3, 10 mg/kg Q2W 26 | 2022-10-11 | 2022-10-11
HLX10- Multicenter, phase _na. na.
Hx07-001 | 1 3 ma/kg, Q2W 13 | 2022-09-16 | 2022-09-16
Multicenter,
HLX10-005- | 4ouble-blind, 4.5 mg/kg, Q3W 389 | 2022-06-13 | 2022-06-13
SCLC301
phase II
HLX10- Multicenter,
002- double-blind, 4.5 mg/kg, Q3W 491 | 2023-06-15 | 2023-06-15
NSCLC301 phase II
HLX10- Multicenter,
double-blind, 3 mg/kg, Q2W 389 | 2022-04-15 | 2022-04-15
007-EC301
phase II
HLX10- Multicenter,
015- double-blind, 300 mg, Q3W 64 | 2022-10-20 | 2022-10-20
mCRC301 phase I/II
Covariates

The effects of body weight, BSA (Body surface area), BMI (Body mass index), age, sex, ALB
(Albumin), ALT (Alanine transaminase), AST (Aspartate aminotransferase), ALP (Alkaline
phosphatase), serum creatinine, total bilirubin, creatinine clearance, lactate dehydrogenase,
tumour burden, anti-drug antibodies, tumour type, ECOG, concomitant chemotherapy, concomitant
antibody-based anti-tumour therapy and race on the PK parameters were investigated during
PopPK model development. Covariates were selected using a stepwise forward addition and
backward-elimination method (based on a significance level of p < 0.01 for the forward steps and p
< 0.001 for the backward steps).

Data handling

Observations below the LLOQ were omitted (set MDV=1). Only the 3.24% (510/15742) of data
points were below the LLOQ for serplulimab considering all the 11 studies.

Suspected data errors or inconsistencies were handled on an individual basis. Suspected data error
and outliers were excluded from the analysis, as appropriate.
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The PopPK analysis was performed with outliers omitted. Individual data points were considered
outliers and were excluded from the covariate screening and parameter estimation of the final
model if the absolute value of conditional weighted residuals (CWRES) exceeded 5.

The frequency of missing covariates in the database was determined, and missing covariates were
handled as follows:

Covariates missing for < 15% of the subjects: continuous covariates were imputed as the
population median and categorical covariates were imputed as the most frequent category.
Covariates missing for > 15% of the subjects were excluded from the analysis.

In total, 3.58% (545/15232) were excluded from the PopPK analysis. As a result, the final PopPK
analysis dataset included 14687 serplulimab serum concentration measurements from 2110
subjects.

Model building

Serplulimab serum concentrations versus time profiles were initially explored graphically. This
graphical analysis together with serplulimab PK characteristics provided initial directions to the
structural model and the residual error model.

Random effects model

Inter-individual variability (IIV) and Residual variability (RV) were modelled. Logarithmic
transformations were applied to the observations during the analysis.

Covariate model

The covariates were selected based on physiologic plausibility, clinical relevance, prior knowledge
of existing analogues and the feasibility of data included in the analysis.

Body weight is considered a common covariate that influences the clearance and volumes of
distribution, the covariate effects of body weight on PK parameters were investigated firstly.

A stepwise forward-addition and backward-elimination strategy was used to determine the final
PopPK model. The model obtained at the end of the backward elimination process was to be
considered the final PopPK model.

Results

The PopPK structural model for serplulimab started with a one-compartment model. The two-
compartment model significantly improved the goodness-of-fit plots, with a notable decrease in
OFV. Compared to the two-compartment model, the three-compartment model did not show a
significant decrease in OFV (p > 0.05). Given the previous application and other PD-1 monoclonal
antibodies, the OFV showed a significant decrease using a time-varying clearance, thus the two-
compartment model with time-varying clearance was chosen as the structural model.

The effects of all the potential covariates on the PK parameters were investigated graphically. The
inter-individual random effects of individual Bayesian post-hoc PK parameter generated from the
final base PopPK model were plotted versus the covariates to identify potential relationships.

Final PopPK model

A summary of the final population parameters is in Table 5.
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Table 5. Summary of serplulimab final population PK parameters

Parameter

Parameter Estimate

(RSE %)

Inter-Individual
Variability (RSE%s)

Squamous non-small cell lung
cancer

0.204 (2.04%)

Hepatocellular carcinoma

0.204 (2.37%)

Colorectal cancer

0.182 (2.84%)

compa.rrment. cancer

3.25 (0.961%)

Ve (L) Small cell lung cancer

3.45 (1.22%)

Esophageal squamous cell
carcinoma

348 (1.51%)

Other tumor types

3.19 (1.68%)

Baseline Non-squamous non-small cell lun,
clearance, CLog 1 i g 0.184 (1.54%) 24.0(2.9%)
(L/day) cancer
’ Small cell lung cancer 0.171 (1.8%)
Esophageal squamous cell 0.178 (1.98%)
carcinoma
Other tumor types 0.211(3.18%)
Squamous non-small cell lung 338 (1.1%)
cancer
Hepatocellular carcinoma 3.20(2.02%)
Volume of Colorectal cancer 3.19 (1.6%)
central Non-squamous non-small cell lung|

16.3 (3.958%)

Inter-compartment clearance, Q (L/dav)

0.405 (6.1%)

54.3 (8.98%)

Volume of peripheral compartment. Vp (L)

2.98 (2.77%)

45.9 (4.6%)

Maximum proportional change mn clearance from
baseline. exp(Tmx)

0.912 (2.11%)

34.1 (9.11%)

Time to half of the maximum change in clearance,
TCsp (day)

221 (12.0%)

Impact factor of time-dependent clearance, A

2.43 (6.21%)

Influence of body weight on CL

0.514 (6.46%)

Influence of body weight on Ve

0.47 (5.81%)

Influence of sex on CL

-0.145 (10.8%)

Influence of sex on V.

-0.14 (8.6%)

Influence of ALB on CL

-0.714(9.39%)

Influence of ALB on V.

-0.32 (14.2%)

Influence of ALB on Vp

-1.05 (15.5%)

Influence of ALP on CL

0.0553 (29.9%)

Influence of tumor burden on CL

0.0548 (20.8%)

[nfluence of tumor burden on Vy

0.107 (24.6%)

Covariance (CL, V¢ )

0.0140 (11%)

Residual errors (%)

17.6 (1.75%)

Model evaluation
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Figure 1. Goodness-of-fit diagnostic plots for the final model of serplulimab
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dashed lines represent the lowess smooth curves.

Figure 2. Diagnostic plots of conditional weighted residuals for the final model of

serplulimab
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Bootstrap
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Table 6. Comparison of final model of serplulimab estimates and bootstrap results

Parameter Description

Final Model estimate
(95% CI)

Bootstrap estimate
Median (2.5-97.5%tiles)

Squamous non-small
cell lung cancer

0.204 (0.196 ~ 0.212)

0.204 (0.195 ~ 0.215)

Hepfﬁtocellllla1- 0.204 (0.195 ~ 0.214) 0.205(0.196 ~ 0.216)
carcinoma
“olorectal cancer 182 (0.172 ~0.192 182 (0.172 ~ 0.195
Baseline Colorectal cancer 0.182 (0.172 ~ 0.192) 0.182(0.172 ~ 0.195)
clearance. Non-squamous non-

CLo (L/day) small cell lung cancer

0.184 (0.179 ~ 0.19)

0.185(0.178 ~ 0.192)

Small cell lung cancer

0.171 (0.165 ~ 0.177)

0.171 (0.165 ~ 0.179)

Esophageal squamous
cell carcinoma

0.178 (0.171 ~ 0.185)

0.179 (0.172 ~ 0.187)

Other tumor types

0.211 (0.198 ~ 0.224)

0.211 (0.197 ~ 0.226)

Squamous non-small
cell lung cancer

3.38 (3.31 ~ 3.45)

3.38 (3.31 ~ 3.46)

Hepatocellular
carcinoma

3.2(3.08 ~3.33)

3.21 (3.08 ~ 3.33)

Volume of Colorectal cancer

3.10 (3.00 ~ 3.20)

3.18 (3.08 ~ 3.28)

central
Nof-squamous nom- . .
- 25(3 ~3.3 2. ~3
i’f‘l’gf;‘m“em- small cell lung cancer 3253.18~330) 324(3.18~331)
.

Small cell lung cancer

3.45(3.37 ~ 3.54)

3.45(3.37 - 3.54)

Esophageal squamous
cell carcinoma

3.48 (3.38 ~ 3.59)

3.48 (3.37 ~ 3.59)

Other tumor types

3.19(3.09 ~ 3.3)

3.19(3.08 ~ 3.31)

Inter-compartment clearance. Q
(L/day)

0.405 (0.359 ~ 0.456)

0.408 (0.358 ~ 0.474)

Volume of peripheral compartment. Vp

)]

2.08 (2.82 ~ 3.14)

2.06 (2.77 ~ 3.14)

Maximum proportional change in
clearance from baseline. Tyax

0.912 (0.875 ~ 0.95)

0.909 (0.866 ~ 0.952)

Time to half of the maximum change
in clearance. TCsp (day)

221 (169 ~ 273)

209 (147 ~ 319)

\Impact factor of time-dependent
clearance. &

2.43(2.13~2.73)

2.52(1.92 ~ 3.58)

Influence of body weight on CL

0.514 (0.449 ~ 0.579)

0.514 (0.448 ~ 0.583)

Influence of body weight on Ve

047 (0.416 ~ 0.523)

0.468 (0.421 ~ 0.529)

Influence of sex on CL

-0.145 (-0.175 ~-0.114)

-0.145 (-0.177 ~-0.112)

Influence of sex on Ve

-0.14 (-0.163 ~ -0.116)

-0.14 (-0.163 ~-0.114)

Influence of ALB on CL

-0.714 (-0.845 ~ -0.582)

-0.72 (-0.873 ~ -0.579)

Influence of ALB on Ve

-0.32 (-0.400 ~ -0.231)

-0.319 (-0.411 ~-0.232)

Influence of ALB on Vp

-1.05(-1.37 ~-0.732

-1.03 (-1.42 ~ -0.664)

Influence of ALP on CL

0.0553 (0.0220 ~
0.0877)

0.0565 (0.0236 ~ 0.0896)

Influence of tumor burden on CL

0.0548 (0.0325 ~
0.0771)

0.056 (0.0339 ~ 0.0766)

Influence of tumor burden on Ve

0.107 (0.0554 ~ 0.158)

0.106 (0.0492 ~ 0.159)

Covariance (CL, V)

0.014 (0.011 ~ 0.017)

0.0141 (0.0111 ~ 0.0171)

Inter-individual variability in CL

L

24 (22.6~2

3)

23.9(22.4 ~25.3)

Inter-individual variability in Ve

16.3 (15 ~ 17.5)

163 (14.9 ~ 17.5)

Inter-individual variability in Q

54.3 (43.7 ~63.1)

53.8(33.2~63.1)

Inter-individual variability in Vy

45.9 (41.5 ~ 49.8)

45.6 (40.8 ~ 50)

Inter-individual variability in T

34.1(27.3 ~39.7)

33(25.7~45.2)

Residual errors (%0)

17.6 (17 ~ 18.2)

17.6 (17 ~ 18.2)

Prediction-corrected visual predictive check (pcVPC)

The pcVPC evaluated the ability of the model to reproduce the distribution of the data. A total of
1000 replicates of the trials were simulated using the observed covariates for each subject, the
final PopPK model parameter estimates, the estimated subject specific random effects, and the
residual error. The pcVPC of the serplulimab final model are shown in Figure 3.
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Figure 3. pcVPC of serplulimab concentration-time profiles
All subjects All subjects

Concentration (ug/mL)
Concentration (ug/mL)

0 4 &8 12 16 20 24 28 32 36 0 4 8 12 16 20 24 28 32 36
Time after previous dose (week) Time after previous dose (week)

Points are prediction-corrected concentrations, solid red line represents the median observed value, and dashed
red lines represent the 2 5% and 97 5% percentiles of the observed values. Pink shaded area represents the spread
of the median predicted values (2 5% and 97 5% percentiles)_ and purple shaded areas represent the spread (2 5%

and 97.5% percentiles) of the 2.5% and 97.5% predicted percentile concentrations. The left figure includes
observed data points, while the right figure excludes observed data points.

Numerical predictive check (NPC)

A total of 1000 replicates of the trials were simulated using the observed covariates for each
subject, the final PopPK model parameter estimates, the estimated subject specific random effects,
and the residual error. NPC simulations of serplulimab were performed independently to evaluate
the final PopPK model, as shown in Table 7.

Table 7. Summary of nhumerical predictive check

Range Expected (%0) Observation (%)
Above 95 percentile 5.00 2.08
Above 75% percentile 25.00 24.3
Above 50 percentile 50.00 55.6
Below 50% percentile 50.00 44.4
Below 25% percentile 25.00 18.2
Below 5% percentile 5.00 2.14

Shrinkage

Shrinkage of the final serplulimab model parameters is presented in Table 8. The greater n-

shrinkage (>30%) of Q, Vp, and Tmax may be related to the sparse sampling in the dataset and
the shorter dosing duration in some subjects.

Table 8. Shrinkage of the final model parameters

Parameters Description Shrinkage (%0)
ETAl Inter-individual variability in CL 14.9
ETA2 Inter-individual variability in V¢ 27.0
ETA3 Inter-individual variability in Q 67.3
ETA4 Inter-individual variability in Vp 35.8
ETAS Inter-individual variability in Tmax 46.7
EPS1 Residual errors 15.7
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2.3.3.1. Absorption
Serplulimab is administered via IV infusion. Absorption is not applicable.
2.3.3.1.1. Distribution

In HLX10-001 study, the mean volume of distribution at steady state of serplulimab is in the range
from 4.397 L to 7.882 L. In the PopPK analysis, the central volume ranges from 3.19 to 3.48 L,
while the peripheral volume is 2.98 L and the volume of distribution of serplulimab in popPK
analysis for the typical subject is approximately in the range from 6.17 L to 6.46 L.

2.3.3.1.2. Elimination

As a protein product, serplulimab is expected to be catabolised into amino acids by general protein
degradation process and is not expected to be eliminated by renal or biliary excretion. Metabolism
does not contribute to its clearance.

In HLX10-001 study, the mean clearance at steady state of serplulimab is in the range from 0.007
L/h to 0.022 L/h. The mean half-life is in the range of 7.7-20.0 days after the first administration
and in the range of 7.5 - 27.5 days at steady state.

In popPK analysis, the baseline clearance (CLy) of serplulimab for the typical subject is in the range
from 0.171 L/day to 0.211 L/day. Clearance decreased with the duration of administration, with the
lowest value estimated as 0.912 times (8.8%, CV 34.1%) the baseline clearance which is in the
range of 0.156-0.192 L/day (approximately 0.006-0.008 L/h). The time to half-maximum change
in CL is 221 days. Model-predicted half-life values of serplulimab at the first dose and steady state
for a typical male patient (with body weight of 62 kg, albumin of 41.4 g/L, tumour burden of 73.0
mm and ALP of 94 U/L) were in the range of 23.1- 28.7 days and 25.0-31.2 days, respectively.

2.3.3.1.3. Dose proportionality and time dependencies

The analysis of dose proportionality was based on rich pharmacokinetic data collected at C1D1 and
C3D1 in the ongoing phase 1, first-in-human, dose escalation and dose expansion study HLX10-
001.

Table 9. Statistical assessment of dose proportionality for serplulimab (power model - PK
data set)

Period Dose Range Parameter N/Nx* Slope 90% CI of | P-value

(Unit) Estimate Slope
(SE)

Single dose 13.26 mg - Cmax (Hg/mL) 57/58 1.03 (0.94, <0.0001
(Cycle 1 first 1146 mg (0.05) 1.11)

infusion) AUCo- 57/56 1.13 (1.04, <0.0001
(h*pg/mL) (0.05) 1.22)

Steady state 13.26 mg - Crmax,ss (Mg/mL) | 57/35 1.04 (0.95, <0.0001
(Cycle 3 first 1146 mg (0.05) 1.12)

infusion) AUCo-co,ss 57/35 1.18 (0.92, <0.0001
(h*pg/mL) (0.15) 1.43)
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Figure 4. Statistical assessment of dose proportionality for serplulimab after single-dose
(power model) (pharmacokinetic data set)
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Figure 5. Statistical assessment of dose proportionality for serplulimab after multiple
doses (power model) (PK data set)

.55 (ugimL))
.. (hugimL))
LY
v
' \n
@oo

In(Cma:
InAUC,
Y
v

o INAUG, ., (NUgimL) = 4 42+ 1. T8in{Dose)

7 In(Cmax,ss (ugimL}) = -0.85 + 1.04In(Dose)
2 2~ ° Slope 90% Cl: (0.950, 1.121) Slope G0t CI: (0.916, 1435)

o
2508 3 4 5 3 7.04 2548 3 4 5 § o
In(Dose (mg) In[Dose {mg))

Target populations

For subjects who received serplulimab + chemotherapy throughout the study HLX10-007-EC301,
the mean serum serplulimab concentration after the first dose and the eighth dose are in Table 10.

Table 10. Summary of Serplulimab PK Parameters (HLX10-007-EC301 pivotal study)

Received serplulimab + chemotherapy Subjects with alternated medication (IN=8)
throughout (N=371)
PK parameters Number of Arithmetic mean + Number of Arithmetic mean + standard
subjects standard deviation subjects deviation
62) (o CV) (n) (% CV)

C1-Cpax (g/mL) 367 54.030+20.263 (37.50) 8 81.641+43 942 (53.82)
C2-Cronen (ng/mL) 350 16.776+7.118 (42.43) 7 26.293+11.775 (44.78)
C8-Cuax (ng/mL) 221 101.730+£33.425 (32.86) 3 113.110+£53.179 (47.02)
C8-Curonen (ng/mL) 215 51.947+20.136 (38.76) 3 44.013+9.307 (21.15)
Ric Cmax 216 4.583+37.917 (827.35) 3 2.178+0.060 (2.76)
Rac_Ctroush 212 3.599+4.014 (111.54) 3 2.322+0.708 (30.47)

Note: The summary of PK parameters of serplulimab 1s based on all subjects who received serplulimab, including
subjects who received serplulimab + chemotherapy throughout and subjects with alternated medication.

Cl-Cyu.: = concentration after the first dose, C2-Cyouey = concentration before the second dose, C8-Cpay =
concentration after the eighth dose, C8-Cyouzn = concentration before the eighth dose.

R cmax = concentration after the eighth dose/concentration after the first dose, R.. cyousx = concentration before
the eighth dose/concentration before the second dose.

PopPK in the target population

All studied subjects were cancer patients. HLX10-007-EC301 is the pivotal trial to evaluate the
efficacy and safety of serplulimab for the targeted patient population, locally advanced/metastatic
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ESCC patients. In the population PK analysis, tumour type was tested as covariate, but it was
considered clinically not relevant.

2.3.3.2. Special populations

No study has been performed in special populations. PK parameters of serplulimab in special
populations were evaluated in the popPK analysis.

Body weight, albumin, sex, and tumour type were significant covariates of PK parameters.

Figure 6. Model-predicted impact of covariates on exposures

g Median (poirks) ) Reference (vertical ine)
40% Cl (horizontal es)  Clinically relavant limits
1 (orey area)
o
Hen=LCo e b Voo
1
Fefraia=  Sm + 10071 0100
1
477 UL 1 - 141 (110113
LY
A28 UL - 1| 0B [B R B
91 ha RS 1 —— (RELRE -]
48,5 g 4 —.— i 088 [B 2.8
B kgHd7 T T S =
Q - — R 5 100
AL :.Iighi.'-' —— e [ iy
#B.5 kg+d2 B —— 1 o7 [B -0 T
B1 kg4 TTULN‘I-LE-- —— EE ]
1 kG325 LU L:Pf';ls L1 mm —a— 0 [ -1 0|
8 kg+a (.7 UL+FamalesNon-LC 5 — | QB B 80096
4,3 5 kg+d2.5 UiL+Famale+Non=LC — — 1 o7 [B -0 7]
08 1o 12
AlICzs fold change relative to typical patient
. Median ipoenzs) ; Refterance [vartical line)
20 Cl (horizontal lines) Clinically relgvant limits
i [gray area)
Han-LG - e : - I 1,08 |1 0108
i
477 UL ' ] [ oo
~n
326U - : [ PR 8]
Fe'n.aa<| LT ‘ : - ‘ l AT |7 06108 ‘
L
¥
a1 kg M —— 1,808 18138
w
48,5k - - sl
21 kig+47 T L X —— RE. ISk
&1 kg+32 5 e 189 |3 81 ¥
46.5 kg+d7 7 I - ' 036 [re8-0.53]
485 k+d2 5 U = = L 077 TE-0
81 hg#d T T LI +Malavl —a— I ET]
G1 kg+37 5 L +Male+[ s 1 e 1157 2 06138
48§ kg4 T OvL+Female+Non-L — 100 -1
#8.5 kg+32.5 UL +ramale+Hon=LC N —lp— 1 - ._ At |
IJ' 5 10
Cmax,ss fold change relative to typmal patient
* Madian (poirts) y  Reference [vertical ing)
a0% CI (horizontal limes) Clnically mlevant bmits
1 |gray area)
Fernale = Be L] : 7 T
1
Map-LC = s I: U T 58|
1
477 UL . - IR R ET]
24Ul - : DI ETE-OTH
91 kg 1 —— 101
46 5 kg — : R -0 8|
Q1 47,7 UL A T 1331 0 LA
91 Hg+32 5 UL 4 —_—— 1 T e
46 & hg+47. T UL 4 —— 1089 - 108
A6 5 kg+52 5 UL 4 —— 1 DB [0 73]
B kg7 7 LiL+Mlale+L X - ‘ [ENErT]
1 k32 5 UiL+hales — 4 o7 e
48 8 kg+a [ T U+Famale+Nan — 087 [e-1.0|
48.5 kg+d2 5 UrL+Female+han-LC 4 —— 1 L [0-0.58]
0.6 a8 in 12 14
Cmin s fold change relative to typical patient
(a) mmpact on steady state AUC.., Ce . and Cpyp, o
Body weight

Assessment report
EMADOC-1700519818-2976092
Page 24 of 141



Figure 7. Impact of body weight on steady state exposure of serplulimab
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Open points are the model-predicted PK exposures. The median 1s represented by the horizontal black line in
the middle of each box. The lower and upper ends of the box plot represent the 25% and 75% percentile (the
lower and upper quartiles, respectively). The bars extend to the most extreme data point which 1s no more than
1.5<IQR from the box. The dashed red horizontal line represents overall geometric mean of post hoc estimates

n all subjects.

Impact of tumour burden on exposure

Figure 8. Impact of tumour burden on steady state exposure of serplulimab
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1.5«IQR from the box. The dashed red horizontal line represents overall geometric mean of post hoc estimates

in all subjects.

Impact of ethnicity on exposure
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Table 11. Impact of ethnicity on geometric mean (%CV) steady state exposure of

serplulimab
Race
Group - —
Asian White
No. of subjects (%) 1845 (87.4) 265 (12.6)
Cavess (Geometrc mean 79.3 (25.3) 71.2 (28.4)
D) [25CW)

i % Change* — -10.1
s (Geometric mean 146 (19.8) 129 (21.9)
[ e

e % Change* — 118
Conines (Geometric mean 52.5(33.1) 471 (37.5)
L) [25CW)

e % Change* — 103

Baseline body weight (kg)
[min, median. max]

[32.9: 60.6: 115]

[40.1; 76: 131]

ALB (2/L)
[min, median. max]

[23.8: 41.7: 67.9]

[25: 40: 50.5]

Baseline tumor burden (mm)
[min, median, max]

[0; 68.8; 350]

L

[5: 99; 324]

ALP (U/L)
[min, median, max]

[30; 93: 910]

[10.7; 96: 512]

(%)

Sex Male (%) 1440(78) 235(88.7)
' [Female (%) 405(22) 30(11.3)
[Hepatocellular -
carcinoma (%) 125(6.78) —
Colorectal cancer
) 151(8.18) —
Squamous non-small
eell lung caneer (%) 303(16.4) 138(52.1)
[Non-squamous nomn-
Tumor small cell lung 498(27) —
type cancer (%)
Small cell lung o
eaneer (%) 263(14.3) 127(47.9)
[Esophageal
squamous cell 389(21.1) —
carcinoma (%)
(Other tumor types 116(6.29) .

? :%change from the geometric mean of Asian subjects.

Figure 9. Impact of ethnicity on steady state exposure of serplulimab
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Impact of tumour type on exposure

Figure 10. Impact of tumor type on steady state exposure of serplulimab
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Open points are the model-predicted PK exposures. The median is represented by the horizontal black line in
the middle of each box. The lower and upper ends of the box plot represent the 25 and 75 percentile (the
lower and upper quartiles. respectively). The bars extend to the most extreme data point which is no more than
1.5%IQR from the box. The dashed red horizontal line represents overall geometric mean of post hoc estimates
in all subjects.
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Table 12 - Impact of tumor type on geometric mean (%CV) steady state exposure of

HLX10
Tumor Type
Squamous Non- Esophageal
Group Hepatocellular|Colorectal| non-small squamuuli Smlall L squamous :)ther
carcinoma cancer cell lung non-sma ung cell umor
cell lung | cancer . types
cancer carcinoma
cancer
0. of subjects (Yo 3 (5. . 20. . 5 . 3.
No. of subj (%) 125 (5.92) 151 (7.16)] 441 (20.9) | 498 (23.6) |390 (18.5)] 389 (18.4) |116(5.5)
Geometric 777
Cavgss  [mean 72.3(20.1) |84.3(25.6)| 69.2 (25.8) | 78.8 (23.5) | 79.7 (24) | 87.2(24.4) (3(}"2)
{I_lg,-"lnL){‘.’fﬁCV) '
% Change® -7.54 7.77 -11.5 0.793 1.83 11.5 -0.634
(Geometric
Cmuxss  [mean 142 (15.6) 157 (19.3) 131 (20) | 148 (18.8) |140(19.5)] 151 (20.3) |154(22)
(ug/mL)|(*aCV)
% Change * -1.66 8.80 -8.75 3.06 -2.95 4.89 6.90
Geometric 48.9
Cminss [mean 45.3(27.5) 56(32.7) [ 44.2(34.7)| 51.6 (30.9) | 54.6 (31)| 60.7(30.3) (4(}'”
(ng/mL)|(%CV) '
% Change*® -12.4 8.10 -14.6 -0.309 5.39 17.3 -5.48
Baseline body . [32.9;
o . . o . . N . .
weight (kg) [45; 63; 86] [41: 61.5:1 [38.2; 65; [35; 613 [33; 673 [37;58:92] | 60.6;
. = 93] 131] 94.2] 120]
|min, median, max] 115]
ALB (g/L) [30.6; 43.2; [30.9; [25;40.2; [[23.8;41.7;([23.9; 41;| [27.4; 41.3; [26;
[min, median, max] 49.2] 42.4; 52.1] 53.8] 51 67.9] 53.2] 42.5; 53]
ALP (U/L) [37: 104: 579] [40.6; 99;| [35:96; [30; 97; [[10.7; 95; [30; 84.9; |[30; 85;
[min, median, max]| i ’ 863] §23] 910] 607] 831] 774]
Baseline tumor
[10.4; 60.8; [10; 65; o, [0; 76.1; [13.%; .20 9< [12.4;
bur_dcn(mg‘n} 166] 241 [0 80O; 298] 2881 117: 324] [11; 39; 250] 58: 350]
[min, median, max]
Sex Male (%) 111(88.8) 98(64.9) | 401(90.9) | 362(72.7) [317(81.3)| 334(85.9) [52(44.8)
) Female (%) 14(11.2) 53(35.1) | 40(9.07) 136(27.3) | 73(18.7) | 55(14.1) |64(55.2)

" :%change from the geometric mean of the all subjects.
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2.3.3.2.1. Impaired renal functions

Figure 11. Effect of renal function on steady-state exposure of serplulimab
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2.3.3.2.2. Impaired hepatic function

Figure 12. Effect of hepatic function on steady-state exposure of serplulimab
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The individual PK parameters estimated from the final model were used to simulate the exposures

in all subjects with body weight records (N = 2109) following multiple dosing regimens (3 mg/kg
Q2W, 4.5 mg/kg Q3W, 200 mg Q2W, 300 mg Q3W and 10 mg/kg Q2W).
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Figure 13. Concentration-time profiles of different dosing regimens
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Table 13. Summary of serplulimab exposures following 3 mg/kg Q2W and 200 mg Q2W

5

Steady state

Cycle 1

=)
=
a0
E
2 Bl
=R
€
@
5
o
o dq
X o . =
=2 rnctar) — 10mgicy
00w 2 T aE 100 ge T P8
B B 1 12 14
Time after last dose (day) Time after first dose (day)
Cycle 1 2 Steady state
=
-
5 I\\J\\l\n\
B g
16 M\\‘
=
@
3]
8
o &
I =
—— gy QI radten — 0TGN ez —— {0y ory = — 4y QI [madmry — 300y I predar)
45y DN EROER)  S00m) QRN SIS 1k rgEm A5y DTN IS DSRS0 O3 FEBER
L] & i2 18 24 ] 38 42 L] 8 i2 i8 24

Time after first dose (day)

Time after last dose (day)

dosing - stratified by body weight quartiles (geometric mean [CV])

Change (%0)*

3mg/kg QIW

Q2 (55.62]
200 mg Q2W

Body Weight (kg)

Change (%0)*

3mgkg QIW

Q3 (62,70.5]
200 mg Q2W

Change (%0)°

3 mgkg QIW

Q4 (70.5,131]
200 mg Q2W

Change (%)%

339.87 (16.2)

[Exposur Q1 [32.9,55]
[ 2 mg/kg Q2W | 200 mg Q2W
latC.,
ug*day/ | 95271 (26.2) |1275.68 (25.6)
fml)
(Caen o N
poy | 1034 (20.6) | 13845 203)
o
‘ 108032 ﬂ
epy | S10462D) | 6834613
68.05(26.2) | 9112 (25.6
weiml) (267) (25.6)
laUC,

455.08 (15.6)

51.29 (16.2)

68.68 (16.8)

14.41 (25.6)

19.3 (24.9)

2428 (16.2)

3251 (15.6)

1051.43 (27.6)

1187.4(27.5)

112.75(21.3)

127.33(21.2)

12.03

56.29 (34.2) | 63.57(34.1)
75.1(27.6) 84 81 (27.5)
377.75(14.4) | 4266 (14.3)
5529 (15.1) 62.44 (15)
16.17(23.4) | 1826 (23.4)
2698 (14.4) | 3047 (14.3)

1089.45 (24.8)

100456 (24.7)

118.36 (19) | 118.91 (18.9)
5736 (30.9) | 57.63(31)
7782 (24.8) | 7818(247)

40987 (13.7)

411.79 (15 4)

5975 (14.3) | 60.03 (14.1)
174(223) | 1748 (22.3)
2028 (13.7) | 29.41 (13.49)

1200.08 (23.6)

906,60 (24.3)

128.51 (18.6)

106.73 (19.3)

63.25(29.3)

52,53 (30.3)

85.72(23.6)

7119 (24.3)

456.84 (13.9)

37942(134)

64.5(14.1)

53.57 (14.4)

19.53 (21)

16.22 (21.1)

3263(13.9)

27.1(13.4)

-16.95

*Cavg1 and Cave - Were calculated by dividing AUC) and AUC; by the dosing interval of the corresponding regimen, respectively.
“Change=(200 mg-3 mg/kg)/(3 mg'kg)*100.
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Table 14. Summary of serplulimab exposures following 4.5 mg/kg Q3W and 300 mg Q3W
dosing - stratified by body weight quartiles (geometric mean [CV])

Body Weight (kg)
Exposur Q1 [32.9,55] Q2 (55,62] Q3 (62.70.5] Q4 (70.5,131]
fes 4.5 mg/k (= s | 4.5mgkg . 4.5 mg/k; . | 45 mglk = || &
Qs{g“}‘g 300 mg Q3W | Change (%) QS“‘LE 300 mg Q3W | Change (%)* Qsa' £ | 300 mg Q3W | Change (%) st‘. £ | 300 mg Q3W | Change (%)

AUC..

ng*day/ |1428 07 (26.1) (191219 (25 5) 157592 (27.5)|1779.72 (27 4) 1633 01 (24.7)| 1640 66 (24.7) 1798 71 (23 5)| 1493 87 (24 3)
mL)

o) | 12433 189) | 16648 (18.8) 135.07 (19.4) | 152.54(19.3) 14243 (17.3) | 1431(172) 15411 (17.1) | 127.99 (17.8)

mLy | 460534 | 61.66(33.4) 5065 (365) | 572(364) 512(331) | 5144(332) 5637(315) | 4682 (326)

2 25.5 75.04 (27.5 75 (27. 7776 (24.7) | 78.13 (24.7 65(23.5) | 7114 (243
1y | S8QSD | 91060255) o 5.04 (27.5) | 8475 (27.4) s 6(24.7) | 7813 (24.7) - 85.65(23.5) | 7114 (24.3) oo
Auc, ; : ! :
ng*day/ | 64644 (18 | 865.58 (17.5) 71933 (16.4) | 81236 (16.3) 7779 (15.5) | 781.54(15.3) 867.33 (15.4) | 720.33 (15.1)
ml)

N‘;ml) 7693 (162) | 10301 (16 8) 8204 (151) | 9366 (15) 8962 (143) | 9004 (14.1) 9676 (14.1) | 8036 (14.4)

;?ﬂ;';i) 1731 (28.5) | 23.18(27.9) 1933 27.1) | 2183 (27.1) 20.54 (25.7) | 20.64 (25.7) 2204(24.2) | 19.05(24.7)

;f;-':lm.r_) 30.78 (18.2) | 4122(17.5) 34.25(164) | 3868 (163) 37.04 (15.5) | 37.22(153) 413(154) | 3430151

*Cavz1 and Cave s Were calculated by dividing AUC) and AUC:; by the dosing inferval of the corresponding regimen, respectively.

“Change= (300 mg-4.5 mg'kg)/(4.5 mg/kg)*100.

2.3.4. Pharmacodynamics

The pharmacodynamics was evaluated in the phase I HLX10-001 study. Pharmacodynamic
analyses included PD-1 receptor occupancy on peripheral CD3+ T cells and interleukin-2 (IL-2)
stimulation ratio, which were used to evaluate the functional regulation of serplulimab on target
activity on peripheral T cells.

Across all dose groups from 0.3 to 10 mg/kg, the PD-1 receptor on the peripheral circulating T cells
was almost completely occupied at 24 hours after serplulimab administration on Cycle 1 Day 1, and
the mean range was 98.13% to 102.4%. The mean PD-1 receptor occupancy remained high

through the end of the study. In all dose groups, the changes in the PD-1 receptor occupancy of
individual subjects were similar to the trend of change in the mean values.

Despite fluctuations in mean serum serplulimab concentrations across dose groups and cycles, the
PD-1 receptor occupancy remained high, indicating that the PD-1 receptor occupancy was
unrelated to dose levels. Serplulimab reached saturation within the dose range of 0.3 mg/kg to 10
mg/kg and remained stable over the 28-day treatment cycle of serplulimab administered once
every 2 weeks (Q2W). The median PD-1 receptor occupancy of subjects receiving 0.3 mg/kg of
serplulimab treatment remained above 88% throughout the study, indicating that the 0.3 mg/kg

dose was sufficient to induce target binding. It was concluded that serplulimab had a high affinity

to the PD-1 receptor.

Before the first drug administration on Cycle 1 Day 1, the mean IL-2 stimulation ratio was
approximately 2 in the 0.3 mg/kg and 3 mg/kg dose groups and 1.5 in the 1 mg/kg and 10 mg/kg
dose groups. At 24 hours after the initial dose of serplulimab on Cycle 1 Day 1, the mean IL-2
stimulation ratio decreased to approximately 1 in all dose groups (range: 0.9400-1.167), indicating
that serplulimab reached maximum functional blockade of peripheral circulation. IL-2 stimulation
ratios remained generally stable at approximately 1 through the end of the study, indicating the
maintenance of functional blockade.

2.3.5. Discussion on clinical pharmacology

No dedicated PK studies have been submitted, which is acceptable given that serplulimab is a
monoclonal antibody (mAb).

Assessment report
EMADOC-1700519818-2976092

Page 31 of 141




Pharmacokinetic data supporting the current application are derived from eleven clinical studies in
cancer patients with serplulimab administered over the dose range of 0.3-10 mg/kg. These clinical
studies were conducted exclusively in adult populations, which is considered appropriate based on
the safety and pharmacodynamic profile of the product.

The eleven clinical studies are primarily conducted outside the EU, with 87.44% of the patients
being of Asian ethnicity. Additionally, studies on patients with ESCC were conducted exclusively in
Asian populations.

While the PK data are derived from 11 studies, the evaluation relevant to the extension of
indication to patients with locally advanced or metastatic ESCC, primarily relies on two studies. The
phase I study HLX10-001 provided PK data from a broader range of weight-based and flat doses
administered to patients with various cancers, while study HLX10-007-EC301 is the pivotal study
for the extension of indication to ESCC patients.

No dedicated PK studies (e.g., bioavailability, renal or hepatic impairment, DDI) have been
performed, which is acceptable for monoclonal antibodies. No dose adjustments for special
populations have been proposed.

PopPK analysis
Population PK modelling was performed using non-linear mixed effect models.

An overview of the baseline demographic characteristics shows that 79.38% of subjects are male,
87.44% are Asian, while 12.56% are Caucasians (Caucasians are only in the studies HLX10-004-
NSCLC303 and HLX10-005-SCLC301, both studies with lung cancer patients). Sparse PK sampling
was performed in pivotal study HLX10-007-EC301, while rich sampling was performed for the FIH
dose escalation and expansion study HLX10-001. The database appears overall appropriate for the
intended use of the model. In total, 545 out of 15,232 (3.58 %) data were excluded from the
PopPK analysis. Overall, the approach used for data cleaning is appropriate.

In general, the popPK model building follows the same approach used in the serplulimab MA with
indication for adult patients with extensive-stage small cell lung cancer (ES-SCLC). The model
building methodology, rationale for model selection and evaluation are in general considered
appropriate for the intended use of the model.

The new PopPK model developed is similar to the previous one (ES-SCLC), and it is based on
14687 serum concentration measurements from 2110 subjects in 11 studies, while the previous
model was based on 6677 concentration samples from 1144 subjects in 8 studies.

The Population PK model is based on a structural two compartment model with time-varying CL
from the central compartment, similarly to the previous model.

The covariates tested appear appropriate, even if more significant covariates are present in the
new PopPK model. Body weight, tumour burden, and race are covariates of specific interest in the
current application. In the pivotal study, and in the dose escalation study, all the patients with
ESCC are Asians (see discussion in the Clinical efficacy section).

The typical subject is a male with a body weight of 62 kg, albumin of 41.4 g/L, tumour burden of
73.0 mm and ALP of 94 U/L, the estimated CLO and Vc for subjects with oesophageal squamous
cell carcinoma was 0.178 L/day and 3.48 L. For a typical subject with any tumour type, the
estimated Q, Vp, exp(Tmax), TC50 and A were 0.405 L/day, 2.98 L, 0.912, 221 days and 2.43.
Interindividual variability of CL, Vc, Q, Vp , and Tmax were 24.0%, 16.3 %, 54.3%, 45.9%, and
34.1%.
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The RSEs for the final model estimates of the PK parameters CLO, Vc, Q, Vp, Tmax, TC50, and A
were no more than 12%, indicating that these parameters were estimated accurately.

The robustness of the model is further supported by prediction-corrected visual predictive check
(pcVPC) plots, which demonstrate adequate alignment with observed data.

The regulatory impact of the model is low as it is mainly used to describe serplulimab PK in cancer
patients, to evaluate the impact of covariates and to inform the SmPC.

Body weight, race, and tumour burden are covariates of specific interest in the current application.
ADME

The absorption, distribution, and elimination of Serplulimab are similar to the characteristics
observed in other monoclonal antibodies.

Special populations

Instead of dedicated clinical studies, PK in special populations have been investigated with
covariates in the popPK modelling, which is supported. Body weight, race, and tumour burden are
covariates of specific interest in the current application.

The initial assessment of body weight based on quartiles was considered unreliable. The MAH was
required to provide exposure data (AUC, Cavg, Cmax, and Cmin) presented in boxplots stratified
by 10 kg weight bands, spanning from 30 kg to 140 kg and a comprehensive table summarizing all
exposure data, including minimum and maximum values for each parameter using the appropriate
dosing regimen. The MAH has provided the requested plots and table under the correct dosing
regimen and no further action is required on this matter as the issue is considered resolved.

The analysis of the impact of tumour burden on drug exposures indicates only minimal variations in
exposure levels.

In the PopPK dataset, 87.44% of patients are Asians, while 12.56% of patients are Caucasians.
However, in this application, all patients with ESCC are Asians, and the difference in exposures
observed between Caucasian and Asian patients ranges between 10% and 11.8%. For this reason,
it can be considered not of importance.

The available data are insufficient to support dosing recommendations for patients with severe
renal impairment or moderate and severe hepatic impairment; therefore, the use of serplulimab is
not recommended in these populations. No dose adjustment is required in patients with mild
hepatic impairment and mild and moderate renal impairment.

ADA
No evidence of ADA impact on pharmacokinetics was observed.
Pharmacodynamics

The PD data were previously assessed in the approved serplulimab application for first-line
treatment of adult patients with extensive stage-small cell lung cancer (ES-SCLC). No new PD data
have been submitted in support of this extension of indication, which is agreed.

2.3.6. Conclusions on clinical pharmacology

The PopPK model is considered appropriate for the intended objectives.

The clinical pharmacology is adequately described in the context of this extension of indication.
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2.4. Clinical efficacy

2.4.1. Dose response study

The phase 1 clinical study HLX10-001 was an open label dose-finding and dose-expansion study
enrolling 66 participants to investigate the safety, tolerability and to determine the maximum
tolerated dose and recommended phase II dose of HLX10 in patients with advanced solid tumours.

The study included a dose-finding cohort assessing intravenous administration of 0.3, 1, 3 and 10
mg/kg every 2 weeks (Q2W), as well as a dose-expansion cohort assessing 200 mg Q2W, 300 mg
every 3 weeks (Q3W), 400 mg every 4 weeks (Q4W) and 600 mg every 6 weeks (Q6W).

Serplulimab was considered safe and tolerable across the dose range 0.3 to 10 mg/kg with no
clinically relevant differences observed between dose cohorts.

The selection of the serplulimab dose (3 mg/kg every 2 weeks) was based on in vitro
pharmacology, in vivo mice tumour model, clinical study results and PopPK analysis. Data from
other authorised PD-1 inhibitors with similar mechanism of action were also taken into account.

2.4.2. Main study
ASTRUM-007

Methods

In ASTRUM-007 eligible subjects were randomised at a 2:1 ratio to Group A (serplulimab +
chemotherapy [cisplatin + 5-FU]) or Group B (placebo + chemotherapy [cisplatin + 5-FU]) for
treatment up to 2 years or until loss of clinical benefit, death, intolerable toxicity, withdrawal of
informed consent or other protocol-specified reasons, whichever occurred first.

Randomisation was stratified by PD-L1 expression level (1 < combined positive score [CPS] < 10
vs. CPS = 10), age (= 65 years vs. < 65 years), and disease status (locally advanced vs.
metastatic disease).

The study included three periods: screening period (28 days), treatment period, and follow-up
period (including safety and survival follow-up). Safety follow-up was performed at 30 days after
the last dose (at the study site) and at 90 days (by telephone) while patients were followed for
survival every 12 weeks.

The study was performed exclusively in China.

CT or MRI test was to be performed at screening, every 6 weeks (£ 7 days) in the first 48 weeks
after randomised medication, and every 12 weeks (£ 7 days) after 48 weeks.

MRI or CT of the brain (MRI was preferred) was performed at baseline and subsequently as
clinically indicated at baseline and during treatment. An independent radiology review committee
(IRRC) was established to develop a standardised imaging acquisition method based on protocol.
The investigator and the IRRC were to separately assess the radiological results per Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1 (the frequency of tumor assessments could be
increased by the investigator as clinically indicated). The investigator was to determine subsequent
treatment based on his/her efficacy assessment.

Assessment report
EMADOC-1700519818-2976092
Page 34 of 141



During the study, patients were allowed to continue treatment beyond first progressive disease
(PD) as per RECIST v1.1, subject to predefined clinical criteria and re-consent.

Patients continuing treatment beyond progression underwent repeated radiological assessment
after 4-8 weeks to confirm progression according to iRECIST, after which treatment was
discontinued if progression was confirmed.

An Independent Data Monitoring Committee (IDMC) was established to oversee the interim
analysis and monitor safety and efficacy.

2.4.3. Study participants

Key inclusion criteria

1. Adult patients (aged 18-75 years) with histologically confirmed, unresectable locally
advanced, recurrent or distantly metastatic ESCC.

2. Patients had not received prior systemic anti-tumour therapy for advanced disease; prior
neoadjuvant/adjuvant or chemoradiotherapy was permitted if completed =6 months before
relapse

3. Patients were required to have at least one measurable lesion according to RECIST version
1.1, PD-L1-positive tumours (CPS >1), and an ECOG performance status of 0-1.

Key exclusion criteria

1. Patients at high risk of gastrointestinal perforation or fistulae within 6 months prior to the
first dose of the study drug, including tumour invasion into adjacent critical structures.

2. Patients with uncontrolled effusions (pleural, pericardial or ascites)

3. Patients previously treating with PD-1/PD-L1 inhibitors or with recent anticancer treatment
4. Patients with unresolved toxicities from prior anticancer therapy

5. Patients with central nervous system metastases

6. Patients with active autoimmune disease or requiring systemic immunosuppressive therapy
7. Patients with clinically significant cardiovascular disease or severe/uncontrolled infections
8. Patients with interstitial lung disease or a history of pneumonitis

9. Patients with active infections, including tuberculosis or hepatitis B

10. Patients with a history of other malignancies within 5 years (with exceptions for low-risk

cancers)

2.4.4. Treatments

Dosing sequence for combination therapy: serplulimab or placebo, cisplatin, and 5-FU were
administered sequentially, with 2 weeks (14 days) as one cycle.

Investigational product or comparator drug: serplulimab (HLX10) or placebo

3 mg/kg, intravenous infusion (IV), administered on Day 1 of each cycle, once every 2 weeks (14
days), with no reduction in dose for up to 2 years or until loss of clinical benefit, intolerable
toxicity, discontinuation decided by the subject or physician, death, withdrawal of informed
consent, pregnancy or other reasons specified in the protocol (whichever occurred first).
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Other study drugs: combination of chemotherapy: cisplatin and 5-fluorouracil (5-FU)

Cisplatin: 50 mg/m?, IV, once every 2 weeks (14 days), administered on Day 1 of each cycle, for up to
8 cycles, or progressive disease or unacceptable toxicity, whichever occurred first.

5-FU: at a total dose of 2400 mg/m?2, continuous IV for 44-48 hours in each cycle, once every 2
weeks (14 days), for up to 12 cycles, or progressive disease or unacceptable toxicity, whichever
occurred first.

2.4.5. Objectives

Primary objective

e To evaluate the clinical efficacy of serplulimab versus placebo in combination with
chemotherapy as first-line therapy in patients with locally advanced or metastatic ESCC.

Secondary objective

e To evaluate the safety and tolerability of serplulimab versus placebo in combination with
chemotherapy as first-line therapy in patients with locally advanced or metastatic ESCC.

2.4.6. Outcomes/endpoints

Primary endpoints
PFS and OS were dual primary endpoints.

e Progression-free survival (PFS) (assessed by Independent Radiology Review Committee
[IRRC] as per Response Evaluation Criteria in Solid Tumors [RECIST] v1.1)

Definition: the time from randomisation to the first record of PD or death due to any cause
(whichever occurred first).

e Overall survival (0OS)
Definition: the time from randomisation to death due to any cause.
The analysis based on the ITT set was the primary analysis.
Secondary endpoints

e PFS (assessed by IRRC as per immune-modified RECIST [iRECIST], and assessed by
Investigator as per RECIST v1.1 and iRECIST);

e ORR (assessed by IRRC and Investigator as per RECIST v1.1 and iRECIST);

Definition: the proportion of subjects with best overall response (BOR) of complete response (CR)
or partial response (PR). Subjects without post-baseline tumor assessments were to be counted as
non-responders in calculating the ORR.

e Relationship between PD-L1 expression of tumor tissues and efficacy;

e Duration of response (DOR) (assessed by IRRC and Investigator as per RECIST v1.1 and
iRECIST);

Definition: the time from the first record response (CR or PR) to the first record of PD or death
(whichever occurred first).

e Incidence of adverse events (AEs) and serious adverse events (SAEs);
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e PK: concentration of HLX10 in serum;

e Immunogenicity evaluation: positive rate of anti-drug antibody (ADA)/neutralizing antibody
(NADb);

e Relationship between microsatellite instability (MSI), tumor mutational burden (TMB) and
efficacy;

Quality of life assessment: Subjects were assessed for quality of life using three instruments:
European Quality of Life Five-Dimension Five-Level Scale (EQ-5D-5L), European Organisation for
Research and Treatment of Cancer Quality of Life Questionnaire - Esophageal Cancer Module
(EORTC QLQ-0OES18), and European Organisation for Research and Treatment of Cancer Quality of
Life Questionnaire Core 30 (EORTC QLQ-C30).

PD-L1 analysis method

The PD-L1 expression of tissue samples was detected in the Sponsor’s contracted bioanalytical
laboratory using a validated quantitative analysis method. According to the MAH, PD-L1 expression
was detected using a methodologically validated immunohistochemistry method. Validation was
performed to assess sensitivity, precision, specificity, and sample stability. PD-L1 expression in
slices was interpreted using the Dako 22C3 pharmDx companion diagnostic product.

Primary estimand PFS
Population: Patients with locally advanced/metastatic ESCC

Treatment: serplulimab/placebo combined with chemotherapy (cisplatin + 5-FU), with every 2
weeks (14 days) as a treatment cycle

Variable: Time from randomisation to the first documented progressive disease (PD) or death due
to any cause, whichever occurs first, as assessed by the IRRC according to RECIST v1.1.

Population-level summary: Hazard ratio (HR)

Intercurrent events and handling strategies are presented below:

Table 15 Intercurrent events and handling strategies:

# Intercurrent events Handling strategies and description

1 No PD/death prior to | Hypothetical strategy: The subjects with intercurrent events are
the initiation of new assumed to have the same risk of disease progression or death as
anti-tumor therapy those without intercurrent events. PFS data will be censored on
for ESCC the date of the last tumor imaging before the intercurrent event.
Emergency Since the independent radiological review committee (IRRC) can
unblinding or make independent judgment without interference from other

accidental unblinding | information and will not communicate with the investigator's

due to other reasons | information, the PFS assessed by IRRC will not be affected by
emergency unblinding of the investigator or accidental unblinding
for other reasons, and only the PFS assessed by the investigator
will be censored on the date of the last tumor imaging
examination before emergency unblinding or accidental unblinding
for other reasons.
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2 Death prior to PD Composite strategy: Death directly reflects the loss of clinical
benefit of patients, so death and PD are jointly used as the target
endpoints of PFS.

3 Temporary treatment | Treatment policy strategy: Temporary treatment interruption,

interruption

Treatment
discontinuation due
to adverse events or
other non-
progressive disease
reasons

Use of rescue
medications

treatment discontinuation due to adverse events or other reasons,
and use of rescue medications reflect clinical practice, so the
treatment policy strategy is adopted to continue to collect imaging
assessment data of patients until PD/death.

PD or death after missing >2 consecutive scheduled imaging follow-ups was to be censored at last

observation prior to missing assessment.

Primary estimand OS

Population: Patients with locally advanced/metastatic ESCC

Treatment: HLX10/placebo combined with chemotherapy (cisplatin + 5-FU), with every 2 weeks

(14 days) as a treatment cycle

Variable: Time from randomisation to death due to any cause.

Population-level summary: Hazard ratio (HR)

Intercurrent events and handling strategies

Table S1: Intercurrent events and handling strategies:

# | Intercurrent events Handling strategies and description
1 | Initiation of new anti- Treatment policy strategy: The initiation of new anti-tumor
tumor therapy for therapy for ESCC, temporary treatment interruption, treatment
ESCC discontinuation, and the use of rescue medications reflect clinical
practice and do not affect the objectivity of OS, so the treatment
Temporary treatment . . . .
. . policy strategy is used to continue to collect survival follow-up
interruption . .
data of patients until death.
Treatment
discontinuation
Use of rescue
medications
Sample size

This study employs PFS and OS as dual primary endpoints. To control the overall type I errors, «

is assigned as follows:

PFS: o = 0.005 (one-sided)

0OS: «= 0.02 (one-sided)
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Considering the sample size required for PFS and OS evaluation, a total of 540 patients (360 in the
HLX10 group and 180 in the control group) were enrolled in this study.

2.4.7. Randomisation

This is a randomised, double-blind study. Eligible subjects are randomised 2:1 into serplulimab or
control groups using an Interactive Web Response System/Interactive Voice Response System
(IWRS/IVRS).

Randomisation is stratified by: PD-L1 expression level (1 < CPS < 10 versus CPS = 10), age (> 65
years versus < 65 years), and tumor state (locally advanced versus distant metastasis).

2.4.8. Blinding (masking)

Subjects, the investigator, the sponsor, and the designees were not aware of the randomised
allocation. Unblinding was only to be performed in cases of emergency medical situations (where
knowledge of the randomised treatment is necessary for urgent medical care) or upon request by
regulatory authorities; otherwise, the blind had to be maintained.

2.4.9. Statistical methods

Statistical analysis sets
Intention to treat (ITT) set

ITT set is defined as all subjects randomised to the study. The ITT population is the primary
analysis population for the efficacy analysis of this study. Analysis for the ITT population is
conducted based on randomised treatment groups.

Modified intention to treat (mITT) set

It was recommended to exclude the efficacy data of subjects with drug dispensing errors from the
ITT set, defining the mITT set that was used for sensitivity analysis.

Per protocol set (PPS)

Subset of ITT include all randomised subjects without major protocol deviations significantly
affecting the primary efficacy evaluation. S

Safety set (SS)
SS is defined as all subjects who have received at least one dose of study drug.
Pharmacokinetic set (PKS)

All subjects who have received at least one dose of serplulimab, and have at least one post-dose
detectable concentration at planned PK time point and have no major protocol deviations that may
impact the PK evaluation significantly., .

Statistical analysis methods

Interim analysis and multiplicity control
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Table 16 Significance levels at each analysis time point

Scenario Progression-free survival (PFS) Overall survival (OS)

Analysis time point Before update After update Before update After update

Z value |P valuell| Z value |P valuel'l| Z value |P valuel!!| Z value | P value!!l

Superiority is not achieved in the final analysis of PFS and the interim analysis of OS

Interim analysis(! 2.580 0.010 / / 2.580 0.010 / /

Final analysis — — — — 2.086 0.037 / /

Superiority is achieved in the final analysis of PFS, but not in the interim analysis of OS (the a assigned to PFS is
reallocated to OS and the test boundary is updated)

Interim analysis/! 2.580 0.010 / / 2.580 0.010 | 2.470 0.014

Final analysis — — — — 2.086 0.037 1.997 0.046

Superiority is not achieved in the final analysis of PFS, but is achieved in the interim analysis of OS (the «
assigned to OS is reallocated PFS and the test boundary is updated)

Interim analysis(! 2.580 0.010 1.960 0.020 2.580 0.010 / /
Final analysis — — — — / / / /
Superiority is achieved in the final analysis of PFS and the interim analysis of OS
Interim analysis®! 2.580 0.010 / / 2.580 0.010 / /
Final analysis — — — — / / / /
Notes:

[1] The P value in the table represents the nominal significance level (two-sided);

[2] The final analysis of PFS will be performed when the target number of events (339 PFS events) is reached, and
the interim analysis of OS will be performed simultaneously with the final analysis of PFS. The final analysis of OS
will be performed when the target number of events (388 OS events) is reached. Therefore, the interim analysis in
the table represents the final analysis of PFS and the interim analysis of OS, and the final analysis represents the
final analysis of OS.

Primary analyses

For the primary analyses of PFS and OS a stratified Log-Rank test was employed. The hazard ratio
(HR) and its 95% confidence interval (CI) was to be estimated using a stratified Cox proportional
hazards model. Median PFS and its 95% CI were calculated using the Kaplan-Meier method, with
standard error estimated via Greenwood’s formula and confidence intervals based on the log-log
transformation (Brookmeyer-Crowley method), and Kaplan-Meier curves were to be plotted. The
Kaplan-Meier method was also be used to calculate the 6-, 9-, and 12-month PFS rates and their
95% Cls.

Sensitivity and supplementary analyses

A total of 8 sensitivity and 2 supplementary analyses were preplanned for PFS including use of
alternative population sets described above. For OS 5 sensitivity and two supplemental analyses
were preplanned. The sensitivity and supplementary analyses were planned to test underlying
assumptions related to the analyses and the impact on protocol violations. Details are found in the
SAP.

Secondary endpoints

The secondary endpoint ORR was to be tested using the stratified Cochran-Mantel-Haenszel (CMH)
method to test the difference in ORR between the two groups and its 95% CI. The collected values
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of the true stratification factors were to be used for analysis. 95% CI in individual treatment groups
were to be calculated using the Clopper-Pearson method.

Disease control rate (DCR) was also be analysed. DCR is defined as the proportion of subjects with
best overall response (BOR) of CR, PR, or SD as assessed by IRRC.

DOR was to be analysed similar to PFS and OS.

Sensitivity and supplemental analyses were preplanned for the secondary endpoints assessing
robustness of results dependent on assumptions.

Quality of Life

The quality of life (QoL) instruments EQ-5D-5L, EORTC QLQ-C30 and EORTC QLQ-OES18 were
collected at baseline and at each visit. Changes in each item of EQ-5D-5L and VAS scores were to
be described by visit, and quality of life questionnaire index scores for EORTC QLQ-C30 and EORTC
QLQ-OES18 were to be calculated by dimension (Fayers et. al., 2001). The baseline and post-
baseline scores for each EQ-5D-5L item were to be described in terms of number and percentage.
Descriptive statistics (number of subjects, mean, standard deviation, median, maximum, and
minimum) were to be calculated for the dimensions of each scale at baseline and post-baseline, as
well as for the changes from baseline, between the two control groups by visit.
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Results

2.4.10. Participant flow

Subject disposition is summarised in the figure below.

Figure 14. Subject Distribution Flowchart (All Subjects) - DCO 09 January 2023

| U76 subjects were screened |

425 subjects failed screening

Primary reason for screening failure:
Violation of inclusion/exclusion criteria (N=390)
Withdrawal of the informed consent by the subject (N=32)
Other (N=3)

551 subjects were randomised

368 subjects were assigned to
the HLX10 group

1 1 subject did not receive
study treatment

367 subjects received at least
one dose of HLX10

183 subjects were assigned to
the control group

183 subjects received at least
one dose of placebo

1 subject was still on treatment

| 25 subjects were still on treatment ‘

342 subjects ended treatment
Primary reason for end of treatment:
Completed (N=16)
Progressive disease (N=216) [

182 subjects ended treatment
Primary reason for end of treatment:
Completed (N=3)

Adverse event (N=23)
Death (N=22)

The investigator determined that it

| 247 subjects completed study |

Progressive disease (N=127)
Adverse event (N=10)
Death (N=12)

—‘ 144 subjects completed study ‘

was Tiot appropriate to continue
the study treatment (N=5)

The subject had poor compliance
and failed to anend follow-up in
time (N=37)

Other (N=23)

The investigator determined that it
was not appropriate to continue
the study treatment (N=4)

The subject had poor compliance
and failed to attend follow-up in
time (N=18)

Other (N=8)

1 subject withdrew from the
study early
Main reason for withdrawal:
Withdrawal of the informed
consent by the subject (N=1)

—‘ 38 subjects were still in follow-up |

Survival follow-up status
Survival (N=3T)
Death (N=129)

—l 95 subjects were still in follow-up

Survival follow-up status
Survival (N=89)
Unknown/Lost to follow-up (N=2)
Death (N=220)

2.4.11. Recruitment

A total of 71 study sites were initiated in China, of which 66 study sites enrolled subjects.
Date of the first subject signing the informed consent form: June 19, 2019.
Date of the last subject enrolment: December 17, 2021.

The submission included clinical data from the interim analysis (data cut-off date: April 15, 2022;
database lock date: May 17, 2022) and clinical data from the updated analysis (database lock date:
November 22, 2023; data cut-off date: January 09, 2023).

2.4.12. Conduct of the study

Protocol amendments

The protocol was amended three times from the initiation of the study, with revised versions 2.0
(version date: October 29, 2019), 3.0 (version date: February 28, 2021), and 4.0 (version date:
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June 26, 2021). The major changes were submitted and assessed with this procedure but not

included in this report.

The statistical analysis plan (SAP) version 1.0 was finalised and implemented on May 11, 2022.

During the study, the SAP was amended one time.

Protocol deviations

Table 17. Major protocol deviations (ITT)

Subjects with at least one major protocol deviation

Deviation from Study Procedure

HLX10 group

(N=368)

224 (60.9%)

211 (57.3%)

Control group
(N=183)
91 (49.7%)

88 (48.1%)

Total
(N=551)
315 (57.2%)

299 (54.3%)

wa ey

war ae—

prn e r

Laboratory measurement missing
Imaging examination nussing

108 (29.3%)

69 (18.8%)

56 (30.6%)
19 (10.4%)

164 (29.8%)
88 (16.0%)

Imaging examination out of window 48 (13.0%) 12 (6.6%) 60 (10.9%)
Randomization error 36 (9.8%) 15 (8.2%) 51 (9.3%)
Out-of-window laboratory measurements 24 (6.5%) 6 (3.3%) 30 (5.4%)
Inconsistent/unqualified imaging examination methods 8(2.2%) 6(3.3%) 14 (2.5%)
Missing visit 1(0.3%) 0 1(0.2%)
Out-of-window visit 0 1 (0.5%) 1(0.2%)
Study Treatment-related Deviation 52 (14.1%) 18 (9.8%) 70 (12.7%)
Use of study treatment (HLX10/Placebo) not according to 41 (11.1%) 10 (5.5%) 51 (9.3%)
dose/dosing regimen/dosing time specified in the protocol
Not meeting the requirement for dosing, but dosed 12 (3.3%) 8 (4.4%) 20 (3.6%)
Use of study treatment (chemotherapy) at a dose/dosing 2 (0.5%) 0 2 (0.4%)
regimen/time not specified in the protocol
Dewviation from Inclusion/Exclusion Criteria 4(1.1%) 0 4 (0.7%)
Not meeting the inclusion criteria, but included in the 3 (0.8%) 0 3 (0.5%)
study
Meeting the exclusion criteria, but included 1n this study 1(0.3%) 0 1(0.2%)
Deviation from Criteria for Discontinuation/Withdrawal 2 (0.5%) 1 (0.5%) 3 (0.5%)
Meeting any of the criteria for discontinuation/withdrawal 2 (0.5%) 1 (0.5%) 3 (0.5%)
specified in the protocol, but continuing study treatment or
participation
Deviation from Informed Consent 0 1 (0.5%) 1(0.2%)
ICF missing/incomplete 0 1 (0.5%) 1(0.2%)

Data cut-off date: 2023-01-09

2.4.13. Baseline data

The demographic characteristics of subjects in the ITT set are summarised in the table below.
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Table 18. Summary of demographic characteristics (ITT)

HLE1D group Control group Total
(MN=368) (14=183) (MN=551)

Age (years)

N 368 183 551

Mean (5D 61.8 (7.96) 62.3 (7.51) 61.9(7.81)

Meadian 4.0 640 &40

Min, Max 34,75 37,75 34,75

= G5 years 199 (534.1%) 08 (53.6%) 297 (53.9%)

=65 years 169 (45 9%3) 85 (46.4%) 254 (46.1%5)
Gender

Total 368 183 551

Male 317 (B6.1%) 153 (83.6%) 470 (85.3%)

Female 51(13.9%) 30 (16.4%) 81 (14.7%)
Heght (em)

N 368 183 551

Mean (5D 166.45 (7.551) 166.25(7.519) Ilﬁﬁ.iﬁ (7.534)

Median 168.00 167.00 167.00

Min, M 145.0, 185.0 141.0, 183.0 141.0, 185.0
Weizht (k=)

N 368 183 551

Mean (SD) 58.903 (9.155) 59.072(9.3TT) 58.959 (9.221)

Median 58000 59.000 58.000

Min Max 40.00, 92.00 34.10, 84.00 34.10, 92.00
BMI (kg/n’)

N 368 183 551

Mean (5D 21.236 (2.818) 21.330(2.865) 21.267 2 83%)

Median 20.721 20,755 20.741

Min Max 15.590, 20675 16219, 29.102 15590, 29675
Baselne ECOG PS

Total 368 183 551

0 92 (25.0%) 53 (29.0%G) 145 (26.3%0)

1 276 (75.00) 130 (7T1.0°4) 406 (73. %)
PD-L] expression level

Total 368 183 551

1=CP5=10 206 (56.0%9) 104 (56.8%) 310 (36.3%0)

CPS =10 162 (44.0%9) 79 (43.2%) M1 (43.7%)
Thumor status

Total 368 183 551

Locally advanced 46 (12.5%) 29 (15.8%) 75 (13.6%)

Distant metastasis 322 (87.5%) 154 (34.2%) 476 (B6.4%0)

Motes: ECOG PS = ECOG Performance Status

The denommator of the percentage was the tofal mmnber of subjects in the comesponding HL X 10 group for each

parameter
Diata cut-off date: 2023-01-09
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Table 19. Summary of demographic characteristics of patients with CPS < 5and CPS = 5

CPS <5 CPS =5
HLX10 Placebo HLX10 Placebo
N=138 N=70 N=230 N=113
Age (years)
N 138 70 230 113
Mean (SD) 61.3 (8.17) 62.0 (7.51) 62.0 (7.84) 62.5 (7.54)
Median 62 62 64 64
Min, Max 34,75 37,75 34,75 46, 74
< 65 years 80 (58.0%) 40 (57.1%) 119 (51.7%) 58 (51.3%)
> 65 years 58 (42.0%) 30 (42.9%) 111 (48.3%) 55 (48.7%)
Gender
Total 138 70 230 113
Male 118 (85.5%) 58 (82.9%) 199 (86.5%) 95 (84.1%)
Female 20 (14.5%) 12 (17.1%) 31 (13.5%) 18 (15.9%)
Height (cm)
N 138 70 230 113
Mean (SD) 166.23 (7.446) 167.54 (7.818) 166.58 (7.627) 165.46 (7.248)
Median 168 168.5 168 165
Min, Max 148.0, 183.0 145.0, 183.0 145.0, 185.0 141.0, 181.0
Weight (kqg)
N 138 70 230 113
Mean (SD) 59.34 (9.968) 59.58 (9.933) 58.642 (8.642) | 58.755 (9.047)
Median 57.75 60 58 58
Min, Max 42.5,92.0 34.1, 82.0 40.00, 81.00 38.00, 84.00
BMI (kg/m?2)
N 138 70 230 113
Mean (SD) 21.428 (2.973) 21.143 (2.751) 21.121 (2.722) | 21.446 (2.940)
Median 20.709 21.007 20.757 20.617
Min, Max 17.175 , 28.720 16.219, 29.053 15.590 , 29.675 16.797 , 29.102
Baseline ECOG PS
Total 138 70 230 113
0 33 (23.9%) 22 (31.4%) 59 (25.7%) 31 (27.4%)
1 105 (76.1%) 48 (68.6%) 171 (74.3%) 82 (72.6%)

PD-L1 expression
level

Total 138 70 230 113

1=CPS<10 138 (100%) 70 (100%) 68 (29.6%) 34 (30.1%)

CPS=10 0 0 162 (70.4%) 79 (69.9%)
Tumour status

Total 138 70 230 113

Locally advanced 18 (13.0%) 9 (12.9%:) 28 (12.2%) 20 (17.7%)

Distant metastasis

120 (87.0%)

61 (87.1%)

202 (87.8%)

93 (82.3%)
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Table 20. Diagnosis of Esophageal Squamous Cell Carcinoma (ITT)

HLX10 group Control group Total
(N=368) (N=183) (w=551)
Time from initial diagnocsis to informed consent (months)
[11
n 3e8 183 551
Mean (SD) 11.68 (21.53%5) .45 (15.971) 10.94 (19.874)
Median 0.e0 0.70 0.0
Min, Max 0.0 140.8 0.0, 83.8 0.0, 140.9
Histopathological type at initial diagnosis
Total 3e8 183 551
Adenocarcincma 4] 0 0
Sguamous cell carcinoma 368 (100.0%) 183 (100.0%) 551 (100.0%)
Adenosgquamous cell carcinoma 0 0 0
Undifferentiated carcinoma 0 0 0
Other 0 0 0
Differentiation grade
Total 3e8 183 551
Gx - Grade cannot be assessed 131 (35.6%) T3 (39.9%) 204 (37.0%)
Gl - Well differentiated 19 (5.2%) 1 (0.5%) 20 (3.6%)
G2 - Mocderately differentiated Te (20.7%) 45 (25.1%) 122 (22.1%)
G3 - Poorly differentiated T3 (19.8%) 26 (14.2%) 99 (18.0%)
Other 69 (18.8%) 37 (20.2%) loe (19.2%)
Location of primary tumour at the initial diagnosis
(multiple selections allowed)
Total 3e8 183 551
Location of single primary tumour
Total 275 (74.7%) 141 (77.0%) 41e (75.5%)
Cervical segment 18 (4.9%) 5 (2.7%) 23 (4.2%
Upper thoracic segment 40 (10.5%) 17 (9.3%) 57 (10.3%
Middle thoracic segment 102 (27.7%) 53 (29.0%) 155 (28.1%)
Lower thoracic segment (excluding esophagogastric 84 (22.8%) 43 (23.5%) 127 (23.0%
junction)
Esophagogastric junction 2 (5.4%) 15 (8.2%) 35 (6.4%)
Net evaluable 11 (3.0%) g (4.4%) 19 (3.4%)
Locations of multiple primary tumours (2 2)
Total 93 (25.3%) 42 (23.0%) 135 (24.5%)
Middle thoracic segment,Lower thoracic segment 50 (13.6%) 26 (14.2%) 76 (13.8%)
Upper thoracic segment,Middle thoracic segment 18 (4.9%) 6 (3.3%) 24 (4.4%)
Lower thoracic segment,Esophagogastric junction 6 (1.6%) 2 (1.1%) 8 (1.5%)
Upper thoracic segment,Middle thoracic segment, Lower 5 (1.4%) 1 (0.5%) 6 (1.1%)
thoracic segment
Cervical segment,Upper thoracic segment 3 (0.8%) 1 (0.5%) 4 (0.7%)
Middle thoracic segment,Esophagogastric junction 0 3 (1.6%) 3 (0.5%)
Upper thoracic segment, Lower thoracic segment 2 (0.5%) 1 (0.5%) 3 (0.5%)
Cervical segment,Upper thoracic segment,Middle 2 (0.5%) 0 2 (0.4%)
thoracic segment
Cervical sesgment,Escphagogastric junction 1 (0.3%) 0 1 (0.2%)
Cervical segment, Lower thoracic segment 0 1 (0.5%) 1 (0.2%)
Cervical segment,Middle thoracic segment 1 (0.3%) 0 1 (0.2%)
Cervical segment,Middle thoracic 0 1 (0.5%) 1 (0.2%)
segment, Esophagogastric junction
Cervical segment,Middle thoracic segment, Lower 1 (0.3%) 0 1 (0.2%)
thoracic segment
Cervical segment,Upper thoracic segment, Lower 1 (0.3%) 0 1 (0.2%)
thoracic segment
Middle thoracic segment,Lower thoracic 1 (0.3%) 0 1 (0.2%)
segment, Esophagogastric junction
Upper thoracic segment,Esophagogastric junction 1 (0.3%) o] 1 (0.2%)
Upper thoracic segment,Lower thoracic 1 (0.3%) 0 1 (0.2%)

segment, Esophagogastric junction
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Initial TNM stage
Primary tumour

Total 368 183 551

Tx 102 (27.7%) 68 (37.2%) 170 (30.9%)

TO 1 (0.3%) 0 1 (0.2%)

Tis 0 0 0

Tl 9 (2.4%) 3 (l.6%) 12 (2.2%)

Tla 2 (0.5%) 2 (1.1%) 4 (0.7%)

Tlb 4 (1.1%) 5 (2.7%) 9 (l.6%)

T2 40 (10.9%) 16 (8.7%) 56 (10.2%)

T3 155 (42.1%) 67 (36.6%) 222 (40.3%)

T4 31 (8.4%) 9 (4.9%) 40 (7.3%)

Tda (2.4%) 8 (4.4%) 17 (3.1%

T4b 12 (3.3%) 2 (1.1%) 14 (2.5%)

Missing 3 (0.8%) 3 (1.6%) 6 (1.1%)
Regional lymph node

Total 368 183 551

Nx 107 (29.1%) 64 (35.0%) 171 (31.0%)

NO 56 (15.2%) 25 (13.7%) 81 (14.7%

N1 66 (17.9%) 25 (13.7%) 91 (16.5%)

N2 76 (20.7%) 39 (21.3%) 115 (20.9%

N3 60 (1l6.3%) 27 (l4.8%) 87 (15.8%)

Missing 3 (0.8%) 3 (l.6%) 6 (1.1%)
Distant metastasis

Total 368 183 551

MO 151 (41.0%) 80 (43.7%) 231 (41.9%)

M1 213 (57.9%) 100 (54.6%) 313 (56.8%)

Missing 4 (1.1%) 3 (1.6%) 7 (1.3%)

Clinical staging at initial diagnosis
Total 368 183 551
Stage 0 1 (0.3%) 0 1 (0.2%)
Stage I 10 (2.7%) 8 (4.4%) 18 (3.3%)
Stage II 42 (11.4%) 15 (8.2%) 57 (10.3%)
Stage III 63 (17.1%) 30 (le.4w) 93 (l6.9%)
Stage IVA 26 (7.1%) 24 (13.1%) 50 (9.1%)
Stage IVB 205 (55.7%) 89 (48.6%) 294 (53.4%
Unknown 21 (5.7%) 17 (9.3%) 38 (6.9%)
TNM stage at the time of ICF signing

Primary tumour

Total 368 183 551

Tx 165 (44.8%) 98 (53.86%) 263 (47.7%

TO 0 0 0

Tis 0 0 0

Tl 4 (1.1%) 2 (1.1%) 6 (1.1%)

Tla 1 (0.3%) 0 1 (0.2%)

Tlb 2 (0.5%) 2 (1.1%) 4 (0.7%)

T2 23 (6.3%) 7 (3.8%) 30 (5.4%)

T3 113 (30.7%) 52 (28.4%) 165 (29.9%

T4 39 (10.6%) 12 (6.6%) 51 (9.3%)

Tda 9 (2.4%) 7 (3.8%) le (2.9%)

Tib 12 (3.3%) 3 (1.6%) 15 (2.7%)
Regional lymph node

Total 368 183 551

Nx 9 (37.8%) 81 (44.3%) 220 (39.9%

NO 24 (6.5%) 11 (6.0%) 35 (6.4%)

N1 51 (13.9%) 25 (13.7%) 76 (13.8%)

N2 84 (22.8%) 32 (17.5%) 116 (21.1%

Assessment report
EMADOC-1700519818-2976092

Page 47 of 141



N3 70 (19.0%) 34 (18.6%) 104 (18.9%)

Distant metastasis

Total 368 183 551
MO 46 (12.5%) 29 (15.8%) 75 (13.0%)
M1 322 (87.5%) 154 (84.2%) 476 (86.4%)

Clinical stage at the time of ICF signing

Total 368 183 551
Stage 0 0 0 0
Stage I 0 0 0
Stage II 2 (0.5%) 0 2 (0.4%)
Stage III 24 (6.5%) 11 (€.0%) 35 (6.4%)
Stage IVA 18 (4.9%) 15 (8.2%) 33 (6.0%)
Stage IVB 322 (87.5%) 154 (84.2%) 476 (86.4%)
Unknown 2 (0.5%) 3 (l.6%) 5 (0.9%)
Tumour status at study entry
Total 368 183 551
Locally advanced 46 (12.5%) 29 (15.8%) 75 (13.6%)
Distant metastasis 322 (87.5%) 154 (84.2%) 476 (86.4%)
Unknown 0 0 0
Time from metastasis to informed consent (months) [2]
N 280 138 418
Mean (SD) 0.53 (1.54¢) 0.36 (0.591) 0.47 (1.312)
Median .20 0.20 0.20
Min, Max -0.4 , 1l6.9 -0.4 , 3.8 -0.4 , 16.9
Metastasized location(s) (multiple selections allowed)
Total 322 154 476
Single metastasized lecation
Total 196 (60.9%) 93 (60.4%) 289 (€0.7%)
Lung metastasis 32 (98.9%) 8 (5.2%) 40 (8.4%)
Liver metastasis 15 (4.7%) 5 (3.2%) 20 (4.2%)
Bone metastasis 6 (1.9%) 0 6 (1.3%)
Skin metastasis 0 0 0
Brain metastasis 0 o] 0
Lymph nodes metastasis 135 (41.9%) T4 (48.1%) 209 (43.9%)
Other metastases 8 (2.5%) 6 (3.9%) 14 (2.9%)
Multiple metastasized locations
Total 126 (39.1%) 61 (39.6%) 187 (39.3%)
Lung, Lymph nodes 29 (9.0%) 11 (7.1%) 40 (8.4%)
Liver, Lymph nodes 16 (5.0%) 14 (9.1%) 30 (€.3%)
Lymph nodes,Other 11 (3.4%) 5 (3.2%) le (3.4%)
Bone, Lymph nodes 12 (3.7%) 2 (1.3%) 14 (2.9%)
Lung, Liver, Lymph nodes 8 (2.5%) 3 (1.9%) 11 (2.3%)
Liver,Bone, Lymph nodes T (2.2%) 3 (1.9%) 10 (2.1%)
Lung, Other 6 (1.9%) 4 (2.6%) 10 (2.1%)
Lung, Liver 6 (1.9%) 2 (1.3%) 8 (1.7%)
Lung, Liver,Bone, Lymph nodes 5 (l.6%) 3 (1.9%) 8 (1.7%)
Lung, Lymph nodes,Other 1 (0.3%) 5 (3.2%) o (1.3%)
Bone, Lymph nodes,Other 3 (0.8%) 1 (0.06%) 4 (0.8%)
Bone, Other 3 (0.9%) 1 (0.06%) 4 (0.8%)
Liver,Lymph nodes,Other 4 (1.2%) 0 4 (0.8%)
Lung, Bone 2 (0.06%) 2 (1.3%) 4 (0.8%)
Liver,BRone 3 (0.8%) 0 3 (0.6%)
Liver,Other 2 (0.06%) 1 (0.06%) 3 (0.8%)
Lung,Bone, Lymph nodes 2 (0.6%) 1 (0.6%) 3 (0.6%)
Lung,Bone, Lymph nodes,Other 1 (0.3%) 1 (0.6%) 2 (0.4%)
Lung, Liver,Bone, Other 1 (0.3%) 1 (0.6%) 2 (0.4%)
Liver,Bone, Lymph nodes,Other 1 (0.3%) 0 1 (0.2%)
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Lung, Liver,Bone 1 (0.3%) 0 1 (0.2%)
Lung, Liver,Bone, Lymph nodes,Other 1 (0.3%) 0 1 (0.2%)
Lung,Liver,Other 1 (0.3%) 0 1 (0.2%)
Lung, Lymph nodes, Skin, Other 0 1 (0.6%) 1 (0.2%)
Was there a recurrence
Total 368 183 551
Yes 131 (35.6%) 64 (35.0%) 195 (35.4%)
No 237 (€4.4%) 119 (65.0%) 356 (64.¢6%)
Time from last recurrence to informed consent (months)
[3]
N 130 64 194
Mean (SD) 0.59 (1.163) 0.51 (0.957) 0.56 (1.098)
Median 0.20 0.20 0.20
Min, Max 0.0 , 10.5 0.0, 5.3 0.0 , 10.5
Notes:[1l] Time from initial diagnosis to informed consent (months) = (Date of signing informed consent form - Date of
initial diagnos of esophageal cell carcinoma) / 30.4375.
[2] Time from initial diac is of met sis to informed consent (months) = (Date of signing informed consent form - Date
of initial diagnosis ¢ i 0.4375. For some sub 3, the value was negative due to metastasis

confirmed by imaging examination of the study site after signing the informed consent form.

[3] Time from last recurrence to informed consent (months) = (Date of signing informed consent form - Date of last recurrence)
/ 30.4375. For some subjects, the wvalue was negative due to recurrence confirmed by imaging examination of

the study site after signing the informed consent form.

Data cut-off date: 2023-01-09

ESCC history of patients with CPS < 5 and CPS = 5 is summarised in the table below:

Table 21. Diagnosis of ESCC of patients with CPS <5and CPS =5

CPS <5 CPS =2 5
HLX10 Control HLX10 Control
(N=138) (N=70) (N=230) (N=113)

Time from initial diagnosis to informed consent (months

N 138 70 230 113

Mean (SD) 12.01 (20.860) 10.36 (17.029) 11.49 (21.972) 8.88 (15.330)

Median 0.55 0.6 0.6 0.7

Min, Max 0.0, 106.7 0.0, 70.1 0.0, 140.9 0.0,83.8
Histopathological type at initial diagnosis

Total 138 70 230 113

Squamous
Ce”qcami"oma 138 (100.0%) 70 (100.0%) 230 (100.0%) 113 (100.0%)

Clinical stage at the time of ICF signing

Total 138 70 230 113
Stage 111 9 (6.5%) 3 (4.3%) 15 (6.5%) 8 (7.1%)
Stage IVA 8 (5.8%) 5 (7.1%) 10 (4.3%) 10 (8.8%)
Stage IVB 120 (87.0%) 61 (B7.1%) 202 (87.8%) 93 (82.3%)
Tumour status at study entry
Total 138 70 230 113
LOCE"\.’ o 3 3 el (o]
advanced 18 (13.0%) 9 (12.9%) 28 (12.2%) 20 (17.7%)
Distant 5 o J— o —
metastasis 120 (87.0%) 61 (87.1%) 202 (87.8%) 93 (82.3%)
Unknown 0 0 0 0

Was there a recurrence

Total 138 70 230 113
Yes 52 (37.7%) 26 (37.1%) 79 (34.3%) 38 (33.6%)
No 86 (62.3%) 44 (62.9%) 151 (65.7%) 75 (66.4%)
Tumour burden at baseline (mm)
n 138 70 230 113
Mean (SD) 50.5 (39.11) 56.5 (42.37) 45.7 (31.29) 47.9 (31.60)
Median 41 48 39 40
Min, Max 11.0, 250.0 10.0, 261.0 11.0, 238.0 15.0, 151.0
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Prior treatment for ESCC

In the ITT set, 120 (32.6%) subjects in the HLX10 group and 60 (32.8%) subjects in the control
group previously received surgery for ESCC; among them, 119 (32.3%) subjects and 59 (32.2%)

subjects received radical therapy, respectively.

A total of 41 (11.1%) subjects and 11 (6.0%) subjects in the two groups previously received
radiotherapy for ESCC; among them, 20 (5.4%) subjects and 5 (2.7%) subjects received adjuvant
radiotherapy, and 17 (4.6%) subjects and 5 (2.7%) subjects received radical radiotherapy.

A total of 86 (23.4%) subjects and 37 (20.2%) subjects in the two groups previously received

systemic therapy for ESCC; all of them previously received chemotherapy, including 81 (22.0%)
subjects and 34 (18.6%) subjects treated with platinum compounds, and 58 (15.8%) subjects and

33 (18.0%) subjects treated with taxanes in the respective group.

The MAH clarified that in the ITT set, 131 (35.6%) subjects in the serplulimab group and 63 (34.4%)
subjects in the control group received prior anti-ESCC therapy and experienced a recurrence more

than 6 months from previous treatment.

Post-hoc analyses of PFS of patients who received and not received prior anti-cancer treatment are
summarised in the table below. The corresponding Kaplan-Meier plots are shown in Figure A

(assessed by IRRC) and B (assessed by Investigator) below:

Table 22 PFS of patients who received and not received prior anti-cancer treatment - ITT

(data cutoff [DCO]: 2023-01-09)

Median (95%CI), Months | gtratified HR I
value
HLX10 Placebo (95%CI) P

Primary analysis | N=368 N=183 0.58 {0.465

submitted 6.5 (5.75, 5.3 (4.30, D:?lﬁj 7| =0.0001

previously (ITT) 7.10) 5.55)

Received prior N=131 N=63

IRRC anti-cancer 7.0 (5.78, 4.6 (3.84, g'?:;]D'BGS’ 0.0011

treatment 8.67) 5.62) ]

Mot Received prior | N=237 N=120 0.53 (0.400

anti-cancer 5.8 (5.59, 5.5 (4.30, 0.696] ' ! <0.0001

treatment 6.97) 5.62) .

Primary analysis | N=368 N=183 0.54 (0.442

submitted 6.9 (6.41, 5.4 (4.34, 0.6?1] B <0.0001

previously (ITT) 7.16) 5.59)

Received prior N=131 N=63 0.62 (0.427

Investigator | anti-cancer 7.0 (5.75, 5.5 (4.17, 0.9{]1] ' ! 0.0102
treatment 9.23) 5.78) ]
i N=237 N=120

Ht]_rt Rece_wed 0.47 (0.357,

prior anti-cancer 6.9 (5.82, 5.4 (4.21, 0.610) <0.0001

treatment 7.23) 5.65) ]
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Figure 15 PFS of patients who received and not received prior anti-cancer treatment by
IRRC - ITT (DCO: 2023-01-09)
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Figure 16 PFS of patients who received and not received prior anti-cancer treatment by
investigator - ITT (DCO: 2023-01-09)

Post-hoc analyses of OS of patients who received and not received prior anti-cancer treatment are
summarised in the table and shown in the Kaplan-Meier plot below.
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Table 23 OS of patients who received and not received prior anti-cancer treatment - ITT

(DCO: 2023-01-09)

Median (95%CI), Months Stratified HR p
HLX10 Placebo (95%CI) value
. . . N=368 N=1832
Primary analysis submitted 0.70 (0.568, 0.0007
previously (ITT) 14.8 (13.11, 11.2 (9.69, 0.862) .
16.66) 13.86)
. . . N=131 N=63
Received prior anti-cancer 0.69 (0.471, 0.0497
treatment 18.9 ({13.60, 14.2 (10.58, 1.008) .
22.77) 17.38)
Not Received prior anti- N=237 N=120 0.66 (0.512, 0.0013
cancer treatment 14.1 (11.93, 10.2 (8.84, 0.854) ’
15.80) 13.08)

Figure 17 OS of patients who received and not received prior anti-cancer treatment - ITT

(DCO: 2023-01-09)
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nti-ca treats
CORTICOSTEROCIDS FOR SYSTEMIC USE 1&g 91 (49.7%) 286 (51.9%)
DEXAMETHASCNE SCDIUM PHCOSEPHATE 13 6l (33.3%) 196 (35.6%)
DEXAMETHRSCNE 3 20 (10.9%) 51 (9.3%)
METHYLPREDNISCLONE SCDIUM SUCCINATE 34 14 (7.7%) 48 (8.7%)
DEXAMETHASONE ACETATE 1 13 (7.1%) 29 )
PREDNISONE ACETATE 2 5 (2.7%) 2
METHYLFREDNISCLCNE 14 3 (1l.e%) 17
PREDNISONE 10 0 10
PREDNISOLONE 5 3 (1.6%) 8
BETAMETHASCHNE SCDIUM FPHOSFPHATE 4 3 (l.6%) 7
QOCCORTISCKE 2 0 2
HYDROCORTISONE ACETATE 2 0 2
HYDROCORTISONE SODIUM SUCCINATE 1 1 2
BETAMETHASONE DIFROFIONATE; BETRAMETHASONE SODIUM PHOSFHATE 1 1 1
BETAMETHASCNE PHOSPHATE 1 1 1
CORTISONE ACETATE 1 (0.3%) ( 1

Subsequent treatment for ESCC
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Subjects’ subsequent anti-cancer therapy is shown in the table below. Of note, the complete
original table is not shown as therapies used by only 1 or 2 patients in either of the two groups are

not included here.

Table 24. Subsequent systemic anti-cancer therapy (ITT)

ATC level HLX10 group Control group Total
Preferred name (EN) (w=368) (n=183) (w=551)
Lny subseguent systemic anti-cancer therapy
Yes 158 (42.9%) 97 (53.0%) 255 (46.3%)
No 210 (57.1%) 86 (47.0%) 296 (53.7%)
Time from first dose to subseguent systemic anti-cancer
therapy (months) [1]
N 158 97 255
Mean (3D) T.76 (5.351) 6.45 (3.433) T.26 (4.749)
Median .85 5.90 .20
Min, Max 1.1, 32.¢ 1.2, 1%.7 1.1, 32.6
Treatment type [Z2][3]
Total 158 (42.9%) 97 (53.0% 255 (46.3%)
Chemotherapy 90 (24.5%) 47 (25.7%) 137 (24.9%)
Targeted therapy 19 (5.2%) 11 (e.0%) 30 (5.4%)
Immunctherapy 11 (2.0%) 10 (5.5%) 21 (2.8%)
Chemotherapy + Immunctherapy 51 (13.9%) 39 (21.3%) 90 (1l6.3%)
Immunotherapy + Targeted therapy 15 (4.1%) 8 (4.4%) 23 (4.2%)
Chemotherapy + Targeted therapy 13 (3.5%) 12 (6.6%) 25 (4.5%)
Other & (1.6%) 4 (2.2%) 10 (1.8%)
Reason for changing treatment [2]
Total 158 (42.9%) 97 (53.0%) 255 (46.3%)
LE 3 (0.8%) 2 (1.1%) 5 (0.9%)
ED 143 (38.9%) 87 (47.5%) 230 (41.7%)
Intolerable drug toxicity 4 (1L.1%) 3 (1.£%) T o(l.3%)
Othsr 25 (&.8%) 18 (92.8%) 43 (7.8%)
Duration of systemic treatmsnt (days) [4]
N 158 ] 255
Mesan (8D) 283.9 (271.79) 246.3 (22%9.18) 26%.6 (256.61)
Median 132.5 1%¢.0 1%¢.0
Min, Max 1, 1018 1, 915 1, 1018
TRXANES 116 (31.5%) B0 (43.7%) 196 (35.6%)
PACLITRXEL NANOPARTICLE ALBUMIN-BCOUND 71 (19.3%) 52 28.4%) 123 (22.3%)
PACLITEXEL 31 (8.4%) 1% (10.4%) 50 (9.1%)
DOCETAXEL 18 (4.9%) 11 (€.0%) 23 (5.3%)
PACLITRXEL LIPOSCOME 4 (1.1%) 4 (2.2%) 8 (1.5%)
PD-1/FDL-1 (PROGRAMMED CELL DEATH FPRCTEIN 1/DEATH LIGAND 70 {(19.0%) 55 (30.1%) 125 (22.7%)
1) INHIBITORS
CRMRELIZUMRE 48 (13.0%) 39 (21.3%) 87 (15.8%)
SINTILIMAE 13 (3.5%) 8 (4.4%) 21 (3.8%)
TISLELIZUMAB 4 (1.1%) 7 (3.8%) 11 (2.0%)
PEMBROLIZUMAE 3 (1.4%) 2 (1.1%) 7
ENVAFCLIMAB 1 (0.3%) a 1
NIVOLUMEB 1 (0.3%) 0 1
PENPULIMAB 1 (0.3%) 0 1
PUCOTENLIMAB 1 (0.3%) 0 1
SCT Il0on 1 (0.3%) a 1
SERPLULIMAE 0 1 (0.5%) 1
TORIPALIMAB 0 1 (0.5%) 1
TQ B2450 1 (0.3%) a 1
PLATINUM COMPOUNDS 76 (20.7%) 46 (25.1%) 122 (22.1%)
NEDRPLRETIN 41 (11.1%) 22 (12.0%) 63 (11.4%)
CARBOPLATIN 15 (4.1%) 12 (6.6%) 27 (4.9%)
CISPLATIN 15 (4.1%) 11 (&.0%) 26 (4.7%)
OXALIPLATIN 9 (2.4%) 3 (1l.6%) 12 (2.2%)
LOBAPLATIN 2 (0.5%) a 2 (0.4%)
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PYRIMIDINE ANALOGUES 50 (13.6%) 21 (11.5%) 71 (12.9%)

GIMERACIL;OTERACIL POTASSIUM; TEGAFUR 20 (8.2%) 14 (7.7%) 44 (8.0%)
FLUOROURACTL 15 (4.1%) 7 (3.8%) 22 (4.0%)
CAPECITABINE S (2.4%) 3 (1.8%) 12 (2.2%)
GEMCITABINE HYDROCHLORIDE 1 (0.3%) 1 (0.5%) 2 (0.4%)
OTHER PROTEIN KINASE INHIEITORS 26 (7.1%) 18 (9.8%) 44 (8.0%)
CATEQUENTINIE 15 (5.2%) 14 (7.7%) 33 (6.0%)
CATEQUENTINIE HYDROCHLORIDE 5 (1.4%) 4 (2.2%) 5 (L.€%)
AL 2846 1 (0.3%) 0 1
REGORLFENIE 1 (0.3%) 0 1
TOPOISOMERASE 1 (TOPLl) INHIBITORS 13 (3.5%) 13 (7.1%) 26 (4.7%)
IRINOTECAN 11 (3.0%) 10 (5.5%) 21 (2.2%)
IRINOTECAN HYDROCHLORIDE 2 (0.5%) 3 (1.6%) 5 (0.9%)
JLSCULAR ENDOTHELIAL GROWTH FACTOR RECEPTFR (VEGFR) 13 (3.5%) 3 (4.4%) 21 (3.8%)
TYROSINE EINASE INHIBITORS
RIVOCERANIE MESYLATE S (2.4%) 5 (2.7%) 14 (2.5%)
RIVOCERANIB 4 (1.1%) 3 (1.€%) 7 (L.3%)
FRUQUINTINIE 1 (0.2%) 0 1 (0.2%)
OTHER ANTINEOPLASTIC AGENTS € (1.6%) 2 (1.1%) 3 (L.5%)
OTHER ANTINECPLASTIC AGENTS 5 (1.4%) 1 (0.5%) & (L.1%)
OHZ 1 (0.2%) 1 (0.5%) 2 (0.4%)
ANTINEOPLASTIC AGENTS 5 (1.4%) 2 (1.1%) 7 (L.3%)
INVESTIGATIONAL ANTINEOPLASTIC DRUGS 5 (1.4%) 2 {1.1%) 7 (1.3%)
EGFR (EPIDERMAL GROWTH FACTOR RECEETOR) INHIBITORS 3 (0.8%) 4 (2.2%) 7 (L.3%)
NIMOTUZUMAB 2 (0.5%) 2 (1.1%) 4 (0.7%)

MNotes: WHO Drug Dictionary Version 202309

[1] If a subject had multiple records of subsegquent systemic anti-cancer therapy, the record closest to the first dose was
included in thes summary. Times from ths first doss to subsegqusnt systemic anti-cancsr therapy (months) = (Start date

of first documented subsequent systemic anti-cancer systemic therapy — Date of first dose +1}/30.4375.

[2] If a subjsct had multiple records of subsequent systemic anti-cancer systemic therapy, the subject was included in
the summary for each relevant category but was counted only once within the same category.

[3] "Chemotherapy", "targeted therapy", and "immunctherapy" referred to cases where only cne same typeof prior treatment was used.
[4] If a subkject had multipls records of subssguent systemic anti-cancer therapy, thes duration of tresatment was calculatsd
as the total duration of subsequent systemic anti-cancer therapy received by the subject, using the following formula: Duraticn
of treatment (days) = End date of the last systemic therapy- Start date of the first systemic therapy+l. The summary was
made only for subjescts without missing start date. If thes end dats was missing, it was imputed with the analysis cut-off dats.
Data cut-off date: 2023-01-0%

Reference Listing: L16_02Z_01_11 03_F; Refsrsnce ADaM Data: ADSL,ADCM.

In the ITT set, 59 (16.0%) subjects in the HLX10 group and 37 (20.2%) subjects in the control
group received subsequent radiotherapy_for ESCC; and the median time from the first
administration of investigational product to the subsequent radiotherapy for ESCC was 7.622
months (range: 1.643-21.585 months) and 5.979 months (range: 1.873-25.363 months),
respectively.
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Table 25. Histories of smoking, alcohol use and drug dependence (ITT)

HLX10 group ntrol group Total
(N=3€13) (H=133) (=551)
Smoking status
Total
Never (33 203
Current &0 1485
Former 55 153
Duration of smcking (years)
] 108 329
Mean (3D) 31.2 (10.87) 31.8 (10.99)
Median 30.0 30.0 30.0
Min, Max 2 &0 2, 50 2, &0
Quantity of consumed cigarsttes (cigarette/day)
| 223 110 333
Mean (3D) 15.51 (10.241) 20.55 (12.6%1) 1%.85 (11.102)
Median Z0.00 20.00 20.00
Min, Max 1, €0 1, 80 1, B0
ol status
Total 368 1383
Never 147 (39.9%) 73 (39.9%)
Current 123 (33.4%) 55 (30.1%)
Former 98 3 35 (30.1%)
Duration of alcohol use (yesars)
i} 202 a4 296
Mean (3D) 2%8.0 (11.82) 30.6 (9.83) 29.5 (11.23)
Median 30.0 30.0 30.0
Min, Max 1, &0 10, 50 1, &0
Any histories of drug allergy
Total 551
Yes 11 (4.9%)
Ho 172 524 (95.1%)
allergies
133
2 (1.1%)

drug dependence

363 183 551
0 0 0
366 (100%) 163 (L00%) 551 (100%)

Data cut-off date:

2023-01-09
Biomarkers

The examination of biomarkers at screening is summarised in the table below.
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Table 26. Biomarkers test at screening (ITT)

HLX10 group Control group Total
(T=368) (B=183) (M=351)
FD-L1
CPs
N 368 183 551
Mean (S0 20.7(28.07) 184 (26.42) 19.9(27.33)
Medizn 6.5 5.0 6.0
Min Max 1,100 1, 100 1, 100
1-CPS=10 206 (56.0%) 104 (56.8%) 310 (56.3%)
o ey yor sy [
CPs=10 162 (44.0%%) 79 (43.2%) 241 (43.7%%)
TPS(%a)
N 363 183 531
Mean (5D} 16.9(27.63) 14.6 (25.68) 16.1 (27.000
Median 20 L0 20
Min Max 0, 100 0.98 0.100
TC%a)
N 20 3 28
Mean (S} 10.5 (12.48) £8(942) 10,0 (11.54)
Median 50 73 30
Min Max 1,50 1,30 1, 50
MIDS Score
N 343 175 523
Mean (5D} 4.1 (4.58) 3.8(4.53) 40477
Median 20 20 20
Min Max 1,50 1,30 1, 50
MIDS B
N 343 175 523
Mean (5D} 27074 27 (0.66) 2700.71)
Median 30 30 30
Min Max 14 1.4 1.4
MELIMME
Totl 363 133 531
MSSMSI-L 35(9.5%) 26 (14.2%) 61 (11.1%)
MSI-H 0 2(11%) 2(0.4%)
Missing 333 (90.5%) 155 (84.7%%) 455 (88.6%)
TMEB (mmtztionsMb)
N 35 28 63
Mean (5D 4643 (44900 3E55(1.841) 4293 (3.562)
Median 3.630 3.435 3540
Min Miax 0.70, 2595 0.76, 10.04 0.70, 25.95
=10 33 (9.07%) 27 (14.8%) 60 (10.9%)
=10 2(0.5%) 1(0.5%) 3(0.5%)
Miszing 333 (90.5%) 155 (84.7%) 453 (58.6%)

Motes: PDML]: programmed cell death-hgand 1, CP5: combined postive score, TPS: tumor proporion score, IC:
mmmne cell, MIDS score: mononuclear immmme-cell denaty score, MESIMME: microsatellite instabiitymmanateh
repar, THEB: tumor mostztonal burden, MS5/MSI-L: Microsatellite stable or mucrosatallite mstabality-low, MSI-H:

Microsatellite mstabiity-lngh
Diata cut-off date: 2023-01-09

2.4.14. Numbers analysed

The analysis sets are summarised in the table below.
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Table 27. Analysis sets (all randomised subjects)

alternated Total
HLX10 group Control group  medication [
Intent-to-tieat (ITT) st 368 (66.8%) 183 (33.7%0) 551 (L00%0)
Subjects excluded from the ITT sat 0 0 0
Subjects pot randovmzed 0 0 0
Modified intent-to-treat (mlTT) set 368 (66.8%) 168 (30.5%) 536 (97.3%)
Subjects excluded from the mITT set 0 15 (2.7%%) 15 (2.7%)
Subjects pot randovmzed 0 0 0
Subjects wath drug dispensing ervor after 0 15 (2.7%%) 15 (2.7%)
randomization ['l
Par protocol set (PPS) 367 (66.6%%) 168 (30.5%) 535 (97.1%)
Subjects excluded from the FPS 1{0.2%3) 15 (2.7%%) 16 (2.9%)
Subjects pot randoruzed 0 ] 0
Suljects whe did not use HLX10Vplacebo 1(0.2%%) ] 1 (02%)
Subjects withowt post-dose fumor zssesmment 0 0 0
or survrval data
Subjects with poor overall medication 0 0 0
compliance
Subjects with drug dispensime arvor after 0 15 (2.7%%) 15 (2.7%)
randormzation [
Submects with other major protocol 0 0 0
deviations affecting the promary efficacy
evaluation
Safety set (55) 374 (67.9%%) 168 (30.5%) 8 550 (99.8%)
Subjects excluded from the 55 1(0.2%) 0 1 {0.2%3)
Subjects whe did not wse HLX10Wplacebo 1(0.2%) 0 1 (0.295)
Pharmzcokimeties sat (PES) 364 (66.1%) 15 (2. T%) 379 (68.8%)
Subjects excluded from the PES 4(0.7%) 168 (30.5%) 172 (31.2%)
Subjects who did not use HLI10 1(0.2%) 168 (30.5%) 169 (30.7%a)
Subjects without HLX10 post-dose 3 (0.5%) 0 3(0.5%)
concentrzhon
Subjects with other major profocol 0 0 0
deviations affeching PE assessment

HNotes: Percentage was calculated using the mimber of enrolled subjects m each group at each =te as denonunator.

[1] On Apml 26, 2020, the TWES system admim strator recerved a reminder email regarding the need for imblinding
due to an SAE m a subject and found that a subject randomized to the control group was recerine HLX10) m
combmation with chemetherapy. Later, an miemnal review revealed that m the drug settings of the TWES system
subjects m the control group with a weaght of 33.3 kg = weight < 66.6 kg were nustakenly aszigned to the HI 10
group. As of Apnl 26, 2020, a total of 31 subjects were emrolled mn this weight Zoup, resulting m some subjects In
the control group being nustzkenky treated with HIX10 in combmation with chemotherapy. Thi= 135u8 was reported
to the Ethics Conmittes of all study ates, megulatory authonfies, and Independent Datz Momtornng Commuties
(IDMIC) 1m a timsely marmer wpon discovery. Therefore, the safety analv=is was performed m 5 proups: "2 meemved
placebo + chemotherapy throughout. b, recenved HLX10 + chemotherapy throughout. ¢ subjects with alternated

medeation. d recerved HLX10 (b and & combined). e total”.

Data cut-off date: 2023-01-09

2.4.15. Outcomes and estimation

Primary endpoints

ASTRUM-007 had dual primary endpoints; OS and PFS. After observing the target number (at least
339) of PFS events, the MAH conducted an interim analysis with 348 PFS events actually observed.
The IDMC indicated that the interim analysis results met the pre-specified superiority criteria for
the primary endpoints as defined in the protocol. Consequently, the MAH performed a database
lock (database lock date: May 17, 2022; data cut-off date: April 15, 2022), unblinded the study
and conducted statistical analyses to evaluate serplulimab versus placebo combined with

chemotherapy.

To evaluate the long-term efficacy and safety in each treatment group, the MAH performed an
updated analysis after observing the target humber (at least 388) of OS events. The data cut-off
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date was January 09, 2023, with a total of 391 OS events actually observed. The OS endpoint was

then fully mature.

Outcomes ITT population

2.4.15.1. Overall survival (0OS)

Primary analysis (ITT) of OS - DCO 15 April 2022

Table 28. OS (ITT) - DCO 15 April 2022

HLY10 group Control group
(MN=368) M=183)
Mumber of deaths. n (%e) 163 (44.3%) 104 (56.8%)
Mumber of Censor, o (%a) 205 (55.7%a) T9 (43.2%)
Alive by end of study'analy=s cut-off date 204 (55.4%) 79 (43.2%)
Lost to follow-up 0 0
Eary withdrawal due to reasons other than lost to follow-up 1(0.3%) 0

Creerall sunvval (05, menths)
Median (95% CT) [
Min Max
6-Month saurival mte (%) (95% CT) [
12-Momth survival rate (%) (95% CTy [
18-Month survival mte (%) (95% CT) [
24-Momth survival rate (%) (93% CT) [
12-Momnth restncted mean suraval tme
FPzhe
24-Month restncted mean suraval tme
Pahe

Stratified log-rank test P vahie #
Stratified HR (35% CT) 1

Unstratified log-rank test Pvalue
Unstratified HE. (95% CT) ]

Max-Combao test &
Follow-up time (months)

Median (95% CT)
Min Max

15.3(13.96. 18.63)
0.16+, 33.64+
§3.9 (79.68, 87.38)
60.4(54.46. 65.75)
443 (37.63, 50.80)
28.8(20.33, 37.81)
10.0 (9.66, 10.33)
0.0197
15.3 (1441, 16.25)
0.0053

0.0020
0.68 (0.529, 0.871)

0.0027
0.69 (0.538. 0.882)

(0.0060

14.9(13.44. 15.77)
0.16, 33.64

11.8(9.69. 14.03)
0.33, 28.78+
78.6 (71.79, 83.96)
49.7 (41.44. 57.41)
30.6 (22.00, 39.64)
19.7 (10.88. 30.33)
9.3 (5.77,5.78)

13.1 (1188, 1438)

Hotes: HR: hazard raho. C1: confidence interval NE: not reached. WE: not evaluable.

[1] The 95% (I of median 0S5 was calculated wsing the Brookmever-Crowlev method based on log-log
transformation. The 95% (I of sunmzl rmate was caleulated wsing the pomtwise method based on los-log
transformation.

[2] The two-mded P valie was based on the shatfied log-renk test with statficaton factors bemg FDAL1
expression level (CPS < 10 ws. CPS = 100, age (= 65 vears vs. < 65 vears), and tumor statws (Jocally advanced vs.
distant metastass).

[3] The HE. and its (1 were estimated nang a shatfied Cox proportonal bazards model, wath treatment group as the
fixed effect and the randonuzation shatification factors beine PDAL] expression level (CFS < 10w, CPS = 100, age
(= 65 vears vs. < 65 years) and hmmor status (locally advanced ws. distant metastazis). The collected trus
strafification factor values were used for anabyas. This study vsed two primary endpoints, PES and 05,

[4] Two-saded P value was based on the unshahfied logrank test.

[5] HE. and itz CT were eshmated using the wnstrabfied Cox proportional bazards model, with only the treatment
group as a fixed effect. This study used two prmary endoomts, PFS and O5.

[6] The Max-Combo test was based on four Flemmg-Hammgton (FH) weight=, 1e, FH (0, 00, FH (0, 13, FH (1, 0),
and FH(], 1}.

Diata cut-off date: 2022-04-15
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Figure 18. Kaplan-Meier curve of OS (ITT) - DCO 15 April 2022
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*: P value was based on the Log-rank test, **: HR (hazard ratio) was based on the Cox proportional hazards model.
Data cut-off date: 2022-04-15

Updated OS analysis - DCO January 09, 2023
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Table 29. OS (ITT) updated analysis (DCO: 09 January 2023)

HLX10 group
(N=368)

Control group
(N=183)

Number of deaths, n (%)

Number of Censor, n (%)
Alive by end of study/analysis cut-off date
Lost to follow-up
Early withdrawal due to reasons other than lost to follow-up

Overall survival (OS, months)
Median (95% CT) [1]
Min, Max
6-Month survival rate (%) (95% CI) 1]
12-Month survival rate (%) (95% CI) 1
18-Month survival rate (%) (95% CT) (I
24-Month survival rate (%) (95% CI) [
12-Month restricted mean survival time

247 (67.1%)

121 (32.9%)
120 (32.6%)
0
1 (0.3%)

148 (13.11, 16.66)
0.16+, 3837+
83.4 (79.16, 86.82)
58.3 (53.09, 63.16)
43.5 (38.22, 48.58)
30.1 (24.91, 35.44)
9.9 (9.57,10.22)

144 (78.7%)

39 (21.3%)
39 (21.3%)
0
0

11.2 (9.69, 13.86)
0.33,37.62+
77.6 (70.84, 82.98)
48.1 (40.69, 55.10)
27.8 (21.24, 34.70)
18.8 (12.96, 25.58)
9.2 (8.75,9.73)

P value 0.0281
24-Month restricted mean survival time 15.1(14.28, 15.89) 12.9(11.83, 14.00)
P value 0.0016

Stratified log-rank test P value P! 0.0007

Stratified HR (95% CT) [ 0.70 (0.568, 0.862)

Unstratified log-rank test P value M 0.0012
Unstratified HR (95% CI) I 0.71 (0.581, 0.878)

Max-Combo test © 0.0028
Follow-up time (months)

Median (95% CI)
Min, Max

243 (23.13, 25.30)
0.16. 38.37

Notes: HR: hazard ratio. CI: confidence interval. NR: not reached, NE: not evaluable.

[1] The 95% CI of median OS was calculated usmng the Brookmeyer-Crowley method based on log-log
transformation. The 95% CI of survival rate was calculated using the pointwise method based on log-log
transformation.

[2] The two-sided P value was based on the stratified log-rank test, with stratification factors being PD-L1
expression level (CPS < 10 vs. CPS = 10), age (= 65 years vs. < 65 years), and tumor status (locally advanced vs.
distant metastasis).

[3] The HR and its CT were estimated using a stratified Cox proportional hazards model, with treatment group as the
fixed effect and the randomization stratification factors being PD-L1 expression level (CPS < 10 vs. CPS > 10), age
(> 65 years vs. < 65 years), and tumor status (locally advanced vs. distant metastasis). The collected true
stratification factor values were used for analysis. This study used two primary endpoints, PFS and OS.

[4] Two-sided P value was based on the unstratified log-rank test.

[5] HR and its CI were estimated using the unstratified Cox proportional hazards model, with only the treatment
group as a fixed effect. This study used two primary endpoints, PFS and OS.

[6] The Max-Combo test was based on four Flemmg-Harrington (FH) weights, 1.e, FH (0, 0), FH (0, 1), FH (1, 0),
and FH (1, 1).

Data cut-off date: 2023-01-09
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Figure 19. Kaplan-Meier curve of OS (ITT) updated analysis (DCO: 09 January 2023)
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*: P value was based on the Log-rank test
Data cut-off date: 2023-01-09

, **: HR (hazard ratio) was based on the Cox proportional hazards model.

2.4.15.2. Progression-free survival (PFS)

Primary analysis as assessed by IRRC based on RECIST v1.1 - DCO 15 April 2022
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Table 30. PFS Assessed by IRRC Based on RECIST v1.1 (ITT) — DCO 15 April 2022

HLX10 group Control group
(N=368) M=183)
Mumber of events, n (¥e) 219 (59.5%) 129 (70.5%)
Progressive disease (FLY) 194 (52. %) 106 (57.9%)
Death 25 (6.8%) 23 (12.6%)
Mumber of censor, n (%) 149 (40.5%) 54 (29.5%)
Mo PD pror to mifiation of new anfi-tumor therapy 47 (12.8%) 22 (12.0%)
PD or death after nussing = 2 consecutive scheduled imazing 13 (3.5%) 10 (5. 5%)
wisHis
Mo PD or death by the end of smdyanabysis cut-off BB (23.9%) 21 (11.5%)
datedropout
Mo post-baseline imaging exammation 1(0.3%) 1 {0.5%)
Major protocol deviation that affected efficacy asseszment 0 0
Progression-free surmvmal (PES, months)
Median (95% CT) [ 5.8(5.68, 6.93) 5.3 (430, 5.55
Min, Max 0.03+, 2763+ 0.03+, 24 90+
&-month PFS rate (%) (93% CT) [ 5000(44.08. 55.55) 35.027.17.42.8%)
Smomnth PFS rate (%) (95% CT) [ 32.8(27.06. 38.55) 12.0(6.89. 18.60)
12-month PFS mate (%) (95% CT) 25.5(20.08,31.25) 9.1 (4.66.1524)
&-month restricted mean surrval fime 4 84,63, 499} 440416 458
Pralue 0.0166
1 2-menth resticted mean swvival time 69643, 7.29) 5.4(488 588
Pralue = 00001
Stratified log-renk test P value = 0.0001
Stratified HR. (95% CT) ¥ 0.60 (0476, 0.74T)
Unstratified log-rank test Pvalua = 00001
Unstratified HE. (95% CT) 5 0.63 (0507, 0.788)
Max-Coambo test ©! = 0.0001

Motes: HR: hazard rahio. {1: confidence interval

[1] The 95% (I of medizn PFS was calenlated wsmg the Brookmever-Crowley method based on log-log
transformation. The 95% CT of FFS 1ate was calenlated using the pointwise methed based on log-log transformation
[2] The two-=mded P value was based on the shatfied lop-rank test with statficabion factors bemg PIML]
expression level (CPS = 10 ws. CPS = 10}, age (= 65 vears v=. = 65 vears), and tumor status (locally advanced ws.

distant metastasis).

[3] HE. and it= 95% CT were estmated using the stranified Cox proportional hazards model with randoruzation
sthrafification factors being PD-L1 expression level (CPS = 10 v=. CPS = 10), age &= 65 vears vs. < 63 years), and

tumeor status (locally advanced vs. distant metastasis).

[4] Two-mded P value was based on the wnstrati fied log-rank test.
[5] HE. and 1ts 95% Cl were estimated usmg the unstratified Cox proporiional hazards medel

[6] The Max-Combo test was based on four Flemmz-Hanington (FH) weight=, ie, FH (0, 0), FH (0, 1), FH (1, 0).

and FH(L, 1.
Drata eut-off date: 2022-04-15
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Figure 20. Kaplan-Meier curve of PFS assessed by IRRC based on RECIST v1.1 (ITT) -
DCO 15 April 2022
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*: P value was based on the Log-rank test, **: HR (hazard ratio) was based on the Cox proportional hazards model.
Data cut-off date: 2022-04-15

Updated analysis as assessed by IRRC based on RECIST v1.1 - DCO 09 January 2023

Summary of PFS assessed by IRRC based on RECIST v1.1 in the ITT set is presented in the table
below, and the Kaplan-Meier curve of PFS is presented in the figure below.
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Table 31. PFS Assessed by IRRC Based on RECIST v1.1 (ITT) — DCO 09 January 2023

HLX10 group Control group
(N=368) (N=183)
Number of Events_n (%) 244 (66.3%) 139 (76.0%)
Progressive disease (PD) 215 (58.4%) 115 (62.8%)
Death 29 (7.9%) 24 (13.1%)

Number of Censor, n (%)

No PD prior to initiation of new anti-tumor therapy

PD or death after missing = 2 consecutive scheduled imaging
Visits

No PD or death by the end of study/analysis cut-off
date/dropout

No post-baseline imaging examination

Major protocol deviation that affected efficacy evaluation

Progression-free survival (PFS. months)
Median (95% CI) !
Min. Max
6-month PFS rate (95% CI) ™!
9-month PFS rate (95% CI) [
12-month PFS rate (95% CI) M
6-month restricted mean survival time

124 (33.7%)
54 (14.7%)
19 (5.2%)

50 (13.6%)

1(0.3%)
0

6.5 (5.75. 7.10)
0.03+.37.91+
51.7 (46.05, 57.02)
35.1(29.66. 40.53)
27.2(22.10, 32.57)
4.8 (4.66,5.01)

44 (24.0%)
26 (14.2%)
10 (5.5%)

7 (3.8%)

1(0.5%)
0

5.3 (4.30. 5.55)
0.03+. 36.21+
34.3 (26.83. 41.94)
11.8 (6.94. 17.95)
9.1 (4.88, 14.92)
4.4(4.17.4.69)

P value 0.0119
12-month restricted mean survival time 7.0(6.59, 7.43) 5.4(491,587)
P value = 0.0001

Stratified log-rank test P value I < 0.0001

Stratified HR (95% CI) B! 0.58 (0.465, 0.716)

Unstratified log-rank test P value ! = 0.0001

Unstratified HR (95% CI) I 0.60 (0.489, 0.746)

Max-Combo test [ < 0.0001

Notes: HR: hazard ratio. CI: confidence interval.

[1] The 95% CI of median PFS was calculated using the Brookmever-Crowley method based on log-log
transformation. The 95% CI of PFS rate was calculated using the pointwise method based on log-log transformation.
[2] The two-sided P wvalue was based on the stratified log-rank test, with stratification factors being PD-L1
expression level (CPS < 10 vs. CPS = 10), age (= 65 years vs. < 65 years), and tumor status (locally advanced vs.

distant metastasis).

[3] HE and 1ts 95% CI were estimated using the stratified Cox proportional hazards model, with randomization
stratification factors being PD-L1 expression level (CPS = 10 vs. CPS = 10). age (= 65 vears vs. < 65 years). and
tumor status (locally advanced vs. distant metastasis).

[4] Two-sided P value was based on the unstratified log-rank test.

[5] HR and 1ts 95% CI were estimated using the unstratified Cox proporiional hazards model.

[6] The Max-Combo test was based on four Fleming-Harmngton (FH) weights. 1.e., FH (0, 0). FH (0, 1). FH (1. 0).
and FH (1, 1).

Data cut-off date: 2023-01-09
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Figure 21. Kaplan-Meier curve of PFS assessed by IRRC based on RECIST v1.1 (ITT) -

DCO 09 January 2023
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*: P value was based on the Log-rank test, **: HR (hazard ratio) was based on the Cox proportional hazards model.

Data cut-off date: 2023-01-09

2.4.15.3. Secondary efficacy endpoints

PFS assessed by Investigator based on RECIST v1.1 - primary analysis (DCO 15 April 2022)
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Table 32. PFS Assessed by Investigator Based on RECIST v1.1 (ITT) - DCO 15 April 2022

HLX10 group
(N=368)

Control group
(N=183)

Number of Events, n (%)
Progressive disease (PD)
Death

Number of Censor, n (%)

No PD prior to initiation of new anti-tumor therapy

Emergency unblinding or accidental unblinding due to
SAE/special or urgent event/other

PD or death after missing = 2 consecutive scheduled imaging
visits

No PD or death by the end of study/analysis cut-off
date/dropout

No post-baseline imaging exanunation

Major protocol deviation that affected efficacy evaluation

Progression-free survival (PFS. months)
Median (95% CI) M
Min, Max
6-meonth PFS rate (95% CI) M
9-month PFS rate (35% CI) M
12-month PFS rate (95% CI) 1!
6-month restricted mean survival time
P value
12-month restricted mean survival time
P value

Stratified log-rank test P value &
Stratified HR (95% CI) B

Unstratified log-rank test P value M
Unstratified HR (95% CD) ¥

Max-Combo test ¥

225 (61.1%)
195 (53.0%
30 (8.2%)

143 (38.9%
26 (7.1%)
2 (0.5%)

14 (3.8%)
100 (27.2%)

1(0.3%)
0

6.9(5.82,7.13)
0.03+, 27.63+
55.3 (49.47. 60.64)
34.9(29.28. 40.63)
27.5(22.12. 33.15)
4.9 (4.70. 5.06)
0.0143
7.1(6.66, 7.51)
<0.0001

<0.0001
0.56 (0.449. 0.697)

= 0.0001
0.60 (0.484. 0.743)

= 0.0001

138 (75.4%)
118 (64.5%)
20 (10.9%)

45 (24.6%
11 (6.0%)
5 (2.7%)

9 (4.9%)
19 (10.4%)

1(0.5%)
0

5.4 (4.27. 5.59)
0.03+, 24.94+
36.0 (28.39. 43.64)
15.1(9.69. 21.74)
7.4 (3.59, 12.96)
4.5(4.25.4.74)

5.5(5.06. 6.03)

Notes: HR: hazard ratio. CI: confidence interval NE.: not reached. NE: not evaluable.
[1] The 95% CI of median PFS was calculated uwsmg the Brookmever-Crowley method based on log-log
transformation. The 95% CI of PFS rate was calculated using the pointwise method based on log-log transformation.
[2] The two-sided P value was based on the stratified log-rank test. with stratification factors being PD-L1
expression level (CPS < 10 vs. CPS = 10), age (= 65 years vs. < 65 years). and tumor status (locally advanced vs.

distant metastasis).

[3] HE. and its 95% CI were estimated using the stratified Cox proportional hazards model. with randomization
stratification factors being PD-L1 expression level (CPS < 10 vs. CPS = 10). age (= 65 years vs. < 65 years), and

tumor status (locally advanced vs. distant metastasis).

[4] Two-sided P value was based on the unstratified log-rank test.
[5]1 HR and 1ts 95% CI were estimated using the unstratified Cox proportional hazards model

[6] The Max-Combo test was based on four Fleming-Hamington (FH) weighis, 1.e., FH (0, 0), FH (0, 1), FH (1, 0).
and FH (1, 1).
Data cut-off date: 2022-04-15
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Figure 22. Kaplan-Meier Curve of PFS Assessed by Investigator Based on RECIST v1.1 (ITT) - DCO
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*: P value was based on the Log-rank test, **: HR (hazard ratio) was based on the Cox proportional hazards model.

Data cut-off date: 2022-04-15

Analysis of PFS based on iRECIST

As immunotherapy can lead to pseudo-progression, PFS assessed by IRRC and by Investigator
based on iRECIST was implemented as secondary endpoints. Data from these analyses are not

shown in the Assessment Report.

Overall tumor response (ORR)

Of note, for ORR, the MAH has submitted results for both confirmed and unconfirmed data.

However, in this Assessment Report, only confirmed data are presented.

ORR assessed by IRRC based on RECIST v1.1 - primary analysis - DCO 15 April 2022

Table 33. Confirmed Overall Tumour Response assessed by IRRC as per RECIST v1.1

(ITT) - DCO 15 April 2022

Eey parameter

Best overall response (BOR) [1]
Complete response (CR)
Partial response (FPR)

sease (5D) [2]

Frog disease (PD)

HNot evaluable (NE) or not applicable (NHA)
Objective response rate (ORR) [3]

CE+ER

5% CI [4]

OBR odds ratio (95% CI) [5]

P walue [3]

Diseass control rate (DCR) [E&]
CB+PR+5D
95% CI [4]
DCR odds ratio (95% CI) [5]
P walus [5]

77T (42.1%)

34.8%, 49.6%
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Notes: [1] Best owerall response was defined as the best assessed response after treatment, i.e., the best response
among all =£fi evaluations (excluding tumour response assessments after PD and after the initiation of new anti-
tumour tTreatments).

= confirmation period for the best owverall response of astable disease (5D) was 42 days. Subjects with 5D were not
counted if the time from randomisation to € best overall response of 5D was < 42 davs.

[3] ORR was defined as the proporticn of subjects with confirmed best overall response of complete response (CR) or
partial response (PR) as per RECIST 1.1.

[ 5% CI in indiwvidual treatment groups was calculated using the Clopper-Pearson exact method.

[5] Calculated using the stratified Cochran-Mantel-Haenszel (CMH) test, with the treatment group as the fixed effect
and the stratification factors being PD-L1 expression level (CPS < 10 wvs. CPS >= 10), age (> €5 years vs. < 65 years),
and tumour status (locally advanced vs. distant metastasis). The collected actual stratification factor wvaluss were
used for analysis.

[€] DCR was defined as the proportion of subjects with confirmed best overall response of complete response (CR),
partial response (PR), or stable disease (5D) as per RECIST 1.1.

Data cut—off date: 2Z022-04-15

2.4.16. Updated analysis — DCO 09 January 2023

Table 34. Confirmed Overall Tumor Response assessed by IRRC based on RECIST v1.1
(ITT) - DCO 09 January 2023

HLX10 group Control group
Characteristic parameters (N=368) (N=183)
Best overall response (BOR) [!]
Complete response (CR) 48 (13.0%) 12 (6.6%)
Partial response (PR) 168 (45.7%) 65 (35.5%)
Stable disease (SD) & 77 (20.9%) 62 (33.9%)
Progressive disease (PD) 49 (13.3%) 28 (15.3%)
Not evaluable (NE) or not applicable (NA) 26 (7.1%) 16 (8.7%)
Objective response rate (ORR) P!
CR+PR 216 (58.7%) 77 (42.1%)
95% C1 ¥ 53.5%, 63.8% 34.8%., 49 6%
ORR odds ratio (95% CI) !l 1.94(1.35,2.77)
P value ] 0.0003
Disease control rate (DCR) [f]
CR4PR+SD 293 (79.6%) 139 (76.0%)
95% CI M 75.1%. 83.6% 69.1%, 82.0%
DCR odds ratio (95% CI) [l 1.26 (0.83, 1.92)
P value 0.2785

Notes: [1] Best overall response was defined as the best assessed response after treatment, i e, the best response
among all efficacy evaluations (excluding tumor response assessments after PD and after the initiation of new anti-
tumor treatments).

[2] The confirmation period for the best overall response of stable disease (SD) was 42 days. Subjects with SD were
not counted if the time from randomization to the best overall response of SD was < 42 days.

[3] ORR was defined as the proportion of subjects with confirmed best overall response of complete response (CR)
or partial response (PR).

[4] 95% CT 1n individual treatment groups was calculated using the Clopper-Pearson exact method.

[5] Calculated using the stratified Cochran—Mantel-Haenszel (CMH) test, with the treatment group as the fixed
effect and the stratification factors being PD-L1 expression level (CPS < 10 vs. CPS > 10), age (= 65 years vs. < 65
years), and tumor status (locally advanced vs. distant metastasis).

[6] DCR was defined as the proportion of subjects with confirmed best overall response of complete response (CR),
partial response (PR), or stable disease (SD).

Data cut-off date: 2023-01-09

2.4.17. Duration of response (DOR)

As for ORR, the MAH has submitted results for both confirmed and unconfirmed data of DOR as
well. However, in this Assessment Report, only the confirmed data are presented.
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Table 35. Confirmed Duration of Response (DOR) assessed by IRRC as per RECIST v1.1

(ITT) - DCO 15 April 2022

HLX10 group

ontrol group

(n=268) (w=183)

Number of subjects with cbjective responses (CR 212 (57.6%) 77 (42.1%)

or PR} [1]

Number of Events 111 (30.2%) 36 (30.6%)
Progressive disease (PD) 107 (29.1%) 51 (27.9%)
Death 4 (1.1%) 5 (2.7%)

Number of Censor 101 (27.4%) 21 (11.5%)

No PD prior to initiation of new anti-tumour 21 (5.7%) 5 (2.7%)
therapy

PD or death after missing 2 2 consscutivs 4 (1.1%) 3 (l.g%)
scheduled imaging visits

No PD or death by the end of study/analysis Te (20.7%) 13 (7.1%)
cut-off date/dropout

Major protocol deviation that affected 0 0
efficacy evaluation

Duration of response (DOR)/months
Median (95% CI) [2] 6.9 (5.62, B.23) 4.6 (4.14, 5.53)
Min, Max 1.28+, 26.32+ 1.02+, 23.39+
G-month DOR rate (95% CI) [2] 53.0 (45.07, 60.23) 31.5 (20.46, 43.22)
9-month DOR rate (95% CI) [Z2] 39.6 (31.70, 47.43) 17.2 (8.84, 27.%0)
12-month DOR rate (95% CI) [2] 35.9 (27.98, 43.84) 15.3 (7.43, 25.76)
18-month DOR rate (95% CI) [2] 20.1 (10.41, 32.01) 11.5 (4.81, 21.22)

[z21]

Z4-month DOR rate (953% CI)

Stratified log-rank test P walue [2]
Stratified hazard ratioc (HR) (%5% CI) [4]

Unstratified log-rank test P walues [5]
Unstratified hazard ratic (HR) (95% CI) [€]

15.1 (5.65, 28.72)

0.000z2

0.53 (0.386, 0.74%)
0.00032

0.55 (0.403, 0.771)

NE (NE, NE)

Notes: NR: not reached, NE: not evaluable [1] Objective response was defined as the proportion of subjects with

confirmed best overall response of complete response

(CR)

or partial response

as per RECIST 1.1.

[2] The 95% CI of the median duration of response was calculated using the Brookmsysr-Crowley method (log-log

transformation) .

[3] Two-sided P value of the stratified log-rank test. Stratification factors:

cps »>= 10), age (>= 65 years wvs. < 65 yesars),

and tumour status

collected actual stratification factor waluss were used for analysis.

[4] HR and %5% CI were sstimated using the stratified Cox proportiocnal hazards model
fixed effect. Randomisation stratification factors included:

(locally advanced vs.

PD-L1 expression level
65 years va. < €5 yesars), and tumour status (locally advanced versus distant mstastasis).
stratification factor waluss were used for analysis.

[5] Two-sided P valus of the unstratifisd log-rank test.

PD-L1 expression lewvel (CP3 < 10 ws.
distant metastasis). The

with the treatment group as a
(CP2 < 10 ws.

CcP3 >= 10), ags (>=

The collescted actual

[6] HR and 95% CI were =stimated using the unstratified Cox proportiocnal hazards model, with treatment group as the

fixed effect only.
Data cut-off dates: 2022-04-15
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Figure 23. Kaplan-Meier curve of confirmed Duration of Response (DOR) assessed by
IRRC as per RECIST v1.1 (ITT) - DCO15 April 2022

100 4 HLKLD group
Control group
+ Censored
— 804 HLXLD group Control group
g N 212 7
z Event (%) . S6{30. 6%)
E 60 Median (95% CI) 4. 6(4, 14, 5. 55}
& T Stratified HRs (95% CI) 0,
:;:_'w Stratified P-valuek
o
=
= 40+
2
=]
204
04
T T T T T T T T T T T T T I— | — T T T T
0 2 4 6 8 10 12 14 16 18 22 24 26 28

Subject at risk
HLELD group 212 199 145 5 b4 11
Control group 77 73 46 18 9 8

Hote: The Eaplan-Meier method and

the bl reachs luable. two-sided P value for the

85% CI were determined using the proportional hazards model. Stratification
1 (CP5 « 10 ws. CP3 >= 10), age (>= &5 years vs. <

metastasis).

Data cut-off date: 2Z022-04-15

DOR - updated analysis - DCO 09 January 2023

Time (Months)

35 16 10 1
8 5 4 4

Crowley method (using log-log transformation) were used to estimate

ified log-rank test. HR and
tors: PD-L1 expression
€5 years), and tumour status (locally advanced vs. distant

Table 36. Confirmed DOR assessed by IRRC based on RECIST v1.1 (ITT) - DCO 09

January 2023

HLX10 group
(N=368)

Control group
(N=183)

Number of subjects with objective response
(CR or PR) 1

Number of Events, n (%)
Progressive disease (PD)
Death

Number of Censor, n (%)

No PD prior to initiation of new anti-tumor
therapy

PD or death after missing > 2 consecutive
scheduled imaging visits

No PD or death by the end of study/analysis
cut-off date/dropout

Major protocol deviation that affected
efficacy evaluation

Duration of response (DOR)/months
Median (95% CTI) (2]
Min. Max
6-month DOR rate (95% CI) P’

216 (58.7%)

134 (36.4%)
127 (34.5%)
7 (1.9%)

82 (22.3%)
27 (7.3%)

7 (1.9%)
48 (13.0%)

0

7.1 (5.75,8.61)
1.28+. 36.60+
54.5 (47.19. 61.22

77 (42.1%)

62 (33.9%)
57 (31.1%)
5 (2.7%)

4.6(4.17.5.55)
1.02+, 34.76+
33.0 (22.35. 44.09)
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HLX10 group Control group

(N=368) (N=183)

9-month DOR rate (95% CT) (2] 41.8 (34.55. 48.89) 17.0 (9.10. 27.08)
12-month DOR rate (95% CT) 36.3 (29.20. 43.50) 15.3(7.82.25.17)
18-month DOR rate (95% CT) ] 25.0(18.15. 32.38) 11.9 (5.40. 21.24)
24-month DOR rate (95% CT) 19.2 (11.57. 28.37) 11.9 (5.40. 21.24)

Stratified log-rank test P value Pl < 0.0001

Stratified HR (95% CI) ¥ 0.52 (0.384. 0.718)

Unstratified log-rank test P value [ < 0.0001

Unstratified HR (95% CT) [°] 0.54 (0.403. 0.740)

NR: not reached. NE: not evaluable

Notes: [1] Objective response was defined as the proportion of subjects with confirmed best overall response of
complete response (CR) or partial response (PR).

[2] The 95% CI of the median duration of response was calculated using the Brookmeyer-Crowley method (log-log
transformation).

[3] Two-sided P value of the stratified log-rank test. Stratification factors: PD-L1 expression level (CPS < 10 vs.
CPS = 10), age (= 65 years vs. < 65 years). and mmor status (locally advanced vs. distant metastasis).

[4] HR and 95% CI were estimated using the stratified Cox proportional hazards model. with the treatment group as
a fixed effect. Randomization stratification factors included: PD-L1 expression level (CPS < 10 vs. CPS = 10), age
(= 65 years vs. < 65 years), and tumor status (locally advanced versus distant metastasis).

[5] Two-sided P value of the unstratified log-rank test.

[6] HR and 95% CI were estimated using the unstratified Cox proportional hazards model. with treatment group as
the fixed effect only.

Data cut-off date: 2023-01-09

Figure 24. Kaplan-Meier curve of confirmed DOR assessed by IRRC based on RECIST v1.1
(ITT) - DCO 09 January 2023
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NR: not reached, NE: not evaluable.

Note: The Kaplan-Meier method and the Brookmeyer-Crowley method (using log-log transformation) were used to
estimate the median and 95% CI. Two-sided P value for the stratified log-rank test. HR and 95% CI were
determined using the stratified Cox proportional hazards model. Stratification factors: PD-L1 expression level (CPS
< 10 vs. CPS > 10), age (= 65 years vs. < 65 years), and tumor status (locally advanced vs. distant metastasis).

2.4.18. Quality of life analyses

EQ-5D-5L
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The MAH concluded that overall health status in the serplulimab group was comparable to the
control group. As the follow-up period extended, the summary utility index in both groups showed
no obvious changes.

EORTC QLQ-OES18

The MAH concluded that treatment with serplulimab improved dysphagia scale and choking item
compared with the control group. For the remaining scales and items, no obvious differences in
quality of life were observed between the serplulimab group and the control group.

EORTC QLQ-C30

The MAH concluded that there were no obvious differences in overall quality of life between the two
groups across the overall health status, five function subscales (physical, role, emotional, cognitive,
and social), and nine symptom subscales/items (fatigue, nausea and vomiting, pain, dyspnoea,
insomnia, appetite loss, constipation, diarrhoea, and financial difficulties).

2.4.18.1. Subgroup analyses

2.4.19. Overall survival - OS

Primary analysis - DCO 15 April 2022

Subgroup analysis of OS in the ITT set is summarised in the table below.

Table 37. Subgroup analysis of Overall Survival (OS) (ITT) - DCO 15 April 2022

HLX10 group Control group
Subgroup (N=3€EE) (N=183)
Age
- 65 years
H L]
Events 61
Me=dian (%5% CI) [1] 9.9 (8.34, 13.83)
Hazard ratio (HR) (95% CI) [Z]
-rank test P wvalue [3]
N B5 (46.4%)
Events 43 (50.6%)
Median (%5% CI) [1] 13.9 (10.45, 168.89)
Hazard ratio (HR) (95% CI) [Z]
Log-rank test P walue [3]
ECOG PS
N 53 (29.0%)
Events 24 (45.3%)
Median (%5% CI) [1] 15.7 (10.61, 2ZZ.47)
Hazard ratio (HR) (95% CI) [Z]
Log-rank test P wvalues [3]
N 130 (71.0%)
Events B0 (el.5%)
Median (95% CI) [1] 10.2 (8.18, 13.08)
Hazard ratic (HR) (95% CI) [Z2]
Log-rank test P value [3]
Gender
Male
] 317 (86.1%) 153 (B3.&%)
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Events 143 (45.1%) BY (58.2%)
Median (95% CI) [1] 15.2 (12.78, 18.6€3) 10.6 (8.97, 14.00)
Hazard ratic (HR) (95% CI) [2] 7 (0.513, 0.BBO)

Log-rank test P walue [3] 0.0034

Female

" 51 (13.9%) 30 (16.4%)
Events 20 (39.2%) 15 (50.0%)
Median (%5% CI) [1] 17.5 (12.88, HE) 13.1 (9.23, 17.61)
Hazard ratic (HR) (95% CI) [Z]

Log-rank test P wvalue [3]

PD-L1 expression level

CP5 <10

" 206 (56.0%) 104 (56.8%)
Events 598 (47.6%) 61 (5B8.7%)
Median (%5% CI) [1] 14.2 (11.47, 15.31) 11.4 (9.17, 14.00)
Hazard ratic (HR) (95% CI) [2] 0.74 (0.537, 1.02€)

Log-rank test P wvalue [3] 0.0&56

CPS z10

N 162 (44.0%) 79 (43.2%)
Events 65 (40.1%) 43 (54.4%)
Median (95% CI) [1] 18.6 (15.28, 20.93) 13.9 (8.25, 18.20)
Hazard ratio (HR) (95% CI) [Z] .59 (0.404, 0.BEB3)

Log-rank test P wvalus [3] 0.0082

Tumour status
Locally advanced

i) 46 (12.5%) 28 (15.3%)
Events 1% (41.3%) 17 (5EB.€%)
Median (95% CI) [1] 18.4 (13.70, HE) 9.2 (7.10, 1B.889)
Hazard ratioc (HR) (95% CI) [Z] 0.52 (0.263, 1.043)
Log-rank test P walue [3] 0.0576

Distant metastasis
N 22 (87. 154 (B4.2%)
Events 144 (44.7% B7 (56.5%)
Median (95% CI) [1] 15.2 (1z.883, 12.6 (%9.76, 14.18)
Hazard ratio (HR) (95% CI) [2] 0.70 (0.540,

Log-rank test P wvalues [3] 0.0100

Notes: HR: hazard ratio. CI: confidence interval. NR: not reached, NE: not evaluable.

[1] The %5% CI of median 05 was calculated using the Brookmeyer-Crowley method based on log-log transformation. The 95%
CI of survival rate was calculated using the pointwise method based on log-log transformation.

[2] HR and 95% CI were estimated using the stratified Cox proportional hazards modsl. The analysis was only performed
in subgroups with corresponding characteristics, with the treatment group as the fixed effect and the stratification
factors being PD-11 expression lewvel (CPS < 10 ws. CPS >= 10), age (>= &5 years vs. < €5 years), and tumour status
(locally advanced ws. distant metastasis). The collected actual stratification factor values were used for analysis. If
the subgroup factor itself was one of the randomisation stratification factors, then this model was eguivalent to a Cox
model or Log-Rank test stratified by the remaining randomisation stratification factors.

[3] The two-sided P wvalue was based on the stratified log-rank test and was only analysed in subgroups with
corresponding characteristics, with the treatment group as the fixed effect and the stratification factors being PD-L1
expression lewvel (CP5 < 10 ws. CP5S »>= age (»>= €5 years wvs. < €5 years), and tumour status (locally advanced wvs.
distant metastasis). The collected actual strati i factor values were used for analysis. If the subgroup factor
itself was e of the randomisation stratification factors, then this model was equivalent to a Cox model or Log-Rank
test stratified by the remaining randomisation stratification factors.

Data cut-off date: 2022-04-15

The subgroup forest plot of OS subgroups is presented in the figure below.
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Figure 25. OS - subgroup forest plot (ITT) DCO 15 April 2022
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Updated analysis - DCO 09 January 2023
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Table 38. Subgroup analysis of Overall Survival (0S) (ITT) - DCO 09 January 2023

HLX10 group Contrel group
Subgroup ({H=36E) (N=183)
Lge
< B5 years
o 99 (54
Events 137 (&8.
Median (9%5% CI) [1] 14.3 (12.186,

Hazard ratioc (HR) (95% CI) [2]
Log-rank test P wvalue [3]

65 years

n

Events

Median (95% CI) [1]

Hazard ratioc (HR) (95% CI) [Z]
Log-rank test P wvalue [3]

[

ECOG P35
0
o}
Events
Median (95% CI) [1]
Hazard ratioc (HR) (95% CI) [2]
Log-rank test P wvalue [3]

o}

Events

Median (93% CI) [1]

Hazard ratioc (HR) (95% CI) [2]
Log-rank test P wvalue [3]

Gender
Male
"

0.70 (0.530,
0.0137

0.934)

92 (25.0%)

59 (64.1%)
19.3 (15.21, 22.6
0.66 (0.423, 1.02&)

0.0603

276 (75.0%)
188 (68.1%)
13.6 (11.43, 15.24)
0.67 (0.52%, 0.B57)
0.0011
317 (86.1%)

85 (46.4%)
67 (78.2%)

13.6é (2.40, 15.51)
53 (20.0
37 (69.9%

16.7 (13.80, 19.08)
130 (71.0%)
107 (82.3%)

9.8 (8.18, 11.43)

153 (83.6%)
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Events 219 (8%.1%) 122 (79.7%)

Median (95% CI) [1] 14.3 (12.53, 16.46) 10.6 (%9.00, 13.83)
Hazard ratio (HR) (95% CI) [2] 0.70 (0.556, 0.874)
Log-rank test P wvalue [3] 0.001e
Female
N 51 (13.9%) 30 (16.4%)
Events 28 (54.9%) 22 (73.3%)
Median (95% CI) [1] 16.4 (12.88, NE) 13.6 (9.40, 17.38)
Hazard ratio (HR) (95% CI) [2] 0.62 (0.332, 1.163)
Log-rank test P wvalue [3] 0.1380

PD-L1 expression lewvel

CP5 <10
N 206 (56.0%) 104 (56.8%)
Events 150 (72.8%) B3 (79.8%)
Median (95% CI) [1] 12.4 (10.71, 10.8 (%.17, 13.83)
Hazard ratio (HR) (95% CI) [2] 0.79 (0.60%,
Log-rank test P value [3] 0.0887
CPS z10
N 162 (44.0%)
Events 97 (59.98%)
Median (9%5% CI) [1] 13.6 (14.42, 22.83)
Hazard ratio (HR) (95% CI) [2] 0.58 (0.421, 0.810)
Log-rank test P wvalue [3] 0.0010

Tumour status
Locally advanced

N 46 (1lz2.5%) 25 (15.8%)
Events 26 (56.5%) 24 (BZ.8%)
Median (95% CI) [1] 18.5 (13.70, HNE) 9.0 (7.1e, 17.38)
Hazard ratic (HR) (95% CI) [2] 0.47 (0.2e2, 0.83%)
Log-rank test P wvalue [3] 0.0083
Distant metastasis
N 22 (87.5%) 154 (54.2%
Events 221 (69.8%) 120 (77.9%)
Median (95% CI) [1] 14.2 (lz.g5, l€.4€) 12.3 (10.22, 14.03)
Hazard ratio (HR) (95% CI) [Z2) 0.931)

Log-rank test P value [3] 0.0080

Notes: HR: hazard r 0. CI: confidence interval. NR: not reached, NE: not evaluable.

[1] The 95% CI of median 05 was calculated using the Brookmeyer-Crowley method based on log-log transformation. The 95%
CI of surwvival rate was calculated using the pointwise method based on log-log transformation.

[2] HR and 95% CI were estimated using the stratified Cox proporticnal hazards model. The analysis was only performed
in subgroups with corresponding characteristics, with the treatment group as the fixed effect and the stratification
factors being PD-L1 expression level (CP5 < 10 ws. CPS »>= 10), ags (»>= &5 years wvs. < &5 years), and tumour status
(locally advanced wsg. distant metastasis). The collected actual stratification factor wvalues were used for analysis. If
the subgroup factor itself was one of the randomisation stratification factors, then this model was egquivalent to a Cox
model or Log-Rank test stratified by the remaining randomisation stratification factors.

[3] The two-sided P value was based on the stratified log-rank test and was only analysed in subgroups with
corresponding characteristics, with the treatment group as the fixed effect and the stratification factors being PD-L1
expression lewvel (CP5S < 10 ws. CP5 »>= 10}, age (>= &5 years v3. < &5 wears), and tumour status (locally adwvanced wvs.
distant metastasis). The collected actual stratification factor values were used for analysis. If the subgroup factor
itself was one of the randomisation stratification factors, then this model was eguivalent to a Cox model or Log-Rank
test stratified by the remaining randomisation stratification factors.

Data cut—off date: 2023-01-09
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Figure 26. OS - Subgroup Forest Plot (ITT) - DCO 09 January 2023
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USS/UST -1 | 22735 21726 0046 (0,232, 0.890)
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Data cut-off date: 2023-01-09

Subgroup PD-L1 expression
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Figure 27. Kaplan-Meier plots of OS for patients with 1 < CPS < 10 (DCO: 2023-01-09)
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Figure 28. Kaplan-Meier plots of OS for patients with CPS = 10 (DCO: 2023-01-09)
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Progression-free survival - PFS

Primary analysis - DCO 15 April 2022
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Table 39. Subgroup Analysis of Progression-Free Survival (PFS) assessed by IRRC as per

RECIST v1.1 (ITT) - DCO 15 April 2022

HLX10 group

Control group

Subgroup {N=3cB) (M=183)
Rge
< 65 years
2| 19% (54.1%) 98 (53.6%)
1t 3 (63.8%) 69 (70.4%)
an (85% CI) [1] 5.7 (5.4%, €.74) 4.¢ (4.07, 5.55)

Hazard ratio (HR) (95% CI) [2] 0.61 (0.454, 0.831)
Log-rank test P walue [3] 0.0013
z 85 yesars
2| 169 (45.9%) B5 (46.4%)
Events 92 (54.4%) T0.€%)
an (85% CI) [1] 6.9 (5.72, B.&7 €.90)
Hazard ratio (HR) (95% CI) [Z2] 0.57 (0.411, 0.809)
Log-rank test P wvalue [3] 0.0012
ECOG PS5
53 (29.0%)
39 (73.6%)
ian (95% CI) [1] £.3 (4.11, 5.7%)
Hazard ratico (HR) (95% CI) [2] 0
Log-rank test P wvalue [3]
ol
Events
M=dian (95% CI) [1]
Hazard ratio (HR) (95% CI) [2] 0
Log-rank test P wvalue [3]
Gender
Male
2| 317 (86.1%) 153 (B3.6%)
201 (63.4%) 110 (71.9%)
(95% CI) [1] 5.7 (5.59, €.87) 4.4 (4.14, 5.49)
Hazard ratio (HR) (95% CI) [2] 0.53 (0.4€3, 0.752)
—-rank test P value [3] <0.000
51 (13.9%) ]
9 (35.3%) 9 (&
(%5% CI) [1] 10.1 (5.78, NE) €.3 (5.49, 10)
Hazard ratioc (HR) (95% CI) [2] 0.41 (0.1%1, 0.B4&)
Log-rank test P value [3] 0.0136
PD-L1 expression lewel
Ce5 <10
n 104 (56.8%)
Events 71 (6B.3%)
ian (95% CI) [1] £.3 (4.17, 5.58)
Hazard ratioc (HR) (95% CI) [2) 0
Log-rank test P value [3]
CPs5 z10
162 (44.0%) 79 (43.
92 (SE.B%) 58 (73
(%5% CI) [1] 7.1 (5.75, §.10) £.3 (4.14, €.01)
Hazard ratio (HR) (95% CI) [2) 0.46 (0.343, 0.6B80)
Log-rank test P value [3] <0.0001
Tumour status
Locally advan
n 4€ (L1Z.5%)
Events 24 (5Z.Z%)
Median (95% CI) [1] 7.4 (5.45, 9.34) 6.
Hazard ratio (HR) (95% CI) [Z2)] 0.71 (0.353, 1.443)
L rank test P wvalue [3] 0.3354
Distant metastasis
ol 322 (87.5%) 154 (B4.2%)
Events 185 (€0.6%) 113 {73.4%)
Median (95% CI) [1] S5.8 (5.59, €.37) 5.2 (4.17, 5.52)
Hazard ratio (HR) (95% CI) [2] 0.58 (0.461, 0.741)

Log-rank test P value [3]
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Notes: MR: not reached, NE: not evaluable, ECOG P53: ECOG Performance Status, MS5/MSI-L: Microsatellite stability or

microsatellite instability-low, MSI-H: Microsatellite instability-high.

[1] The %5% CI of median PFS was calculated using the Brookmeyer-Crowley method based on log-log transformation.

[2] HR and 95% CI were estimated using the stratified Cox proportional hazards model.
group as a fixed effect and stratification
65 years vs.
advanced wvs. distant metastasis). The collected actual stratification factor wvalues were used for analysis.

in subgroups with corresponding characteristics, with treatme
being PD-L1 expression level (CP5 < 10 ws. CP5 >= 10), age |

subgroup factor itself was one of the randomisation stratification factors,
model or Log-Rank test stratified by the remaining randomisat

< &5 years), and tumour status

then this model was eguivalent

n stratification factors.

The analysis was only performed

factors

(1o
If thes

to

[3] The two-sided P walue was based on the stratified log-rank test and was only analysed in subgroups with
corresponding characteristics, with treatment group as a fixed effect and stratification factors being PD-L1
lewvel (CPS < 10 ws. CP5 »>= 10), age (»= &5 years vs. < &5 years), and tumour status (locally advanced vs.

metastasis) . The collected actual stratification factor values were used for analysis.

cally

a Cox

expression
dist
If the subgroup factor itself

ant

was one of the randomisation stratification factors, then this model was eguiwvalent to a Cox model or Log-Rank test

stratified by the remaining randomisation stratification factors.

Data cut—off date: Z0Z2-04-15

Figure 29. PFS assessed by IRRC based on RECIST v1.1 - Subgroup Forest Plot (ITT) -

DCO 15 April 2022

Hazard Ratio (95% CI)

HLX10 Centrel Hazard Ratio
group  group (95% CI)

Tatal - 2197368 1297183 0,60 (0,476, 0.747)
Apo

< 6 yoars —— 127/199 69798  0.61 (0,454, 0.831)

= B yoars —— 927169  60/8H 0057 (0.4L11, 0. 808)
FCOL

0 —— 48793 30/63 0 0.49 (0,304, 0,805)

1 = 1717275 90130 0.65 (0,503, 0.854)
Gender

Male = 200307 L0153 0058 (0,163, 0, 752)

Female | e | 1851 19730 0,41 (00161, 0. 846}
FD-L1 Expression Level

CPs <10 —— 127/206 T1/104 0,70 (0,518, 0,943

Crs =10 —+— 927162  B8/79 (.48 (0.343, 0,680}
Tumour Status

Locally Advanced e 24746 16/29 .71 (00353, 1.443)

M atant MeTastasis e 195/322 1137154 (.58 (0. 481, 0. 741}
MET /MMR

MSS/MST-LL ] 16/35 15726 (.38 (0.144, 0,961}

M3L-H /0 2/2 NE (NE, NE)
IME

<10murs/Mb p——q 1a/35 17727 0,35 (0,134, 0.854)

1wt M 1/2 01 NE (NE, NE)

T T T 1 T T T T
001 0.1 0.25 0.5 1 2 4 Lo 100
HLXTO group better Contral group hetter

Data cut-off date: 2022-04-15

Updated analysis — DCO 09 January 2023
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Table 40. Subgroup analysis of Progression-Free Survival (PFS) assessed by IRRC as per

RECIST v1.1 (ITT) — DCO 09 January 2023

Subgroup

HLX10 group
(N=3&8)

[1] 4,
Hazard ratio (HR) (95% CI) [Z2] i
Log-rank test P wvalue [3] 0.0007
z g5 yesars
N 169 (45.9%) BS (46.4%
Events 0% (64.5%) 67 (78.8%
Median (95% CI) [1] 7.0 (5.78, 8.51) 5.3 (4.30, &.80)
Hazard ratio (HR) (95% CI) [2] 0.54 (0.39%&, 0.749)
Log-rank test P walue [3] 0.0001
ECOG PS5

o]

(85% CI) [1] S.
azard ratio (HR) (95% CI) [2] 0
Log-rank test P wvalue [3]

(85% CI) [1] S.
Hazard ratio (HR) (95% CI) [Z] 0
Log-rank test P wvalue [3]

Gender
Male
N 317 (B&.1%) 153 (B3.&6%)
Events 118 ({77.1%)
an (%5% CI) [1] 4.4 (4.14, 5.4%9)

an (95% CI) [1]

Hazard ratic (HR) (95% CI) [2]

Log-rank test P wvalue [3]

PD-L1 expression level

CP5 <10
N
Events

an (95% CI) [1]

Hazard ratic (HR) (95% CI) [2]

Log-rank test P wvalue [3]

CP5 z10
H
Events

an (95% CI) [1]

Hazard ratio (HR) (95% CI) [2]

Log-rank test P walue [3]

our status
ally advanced

zard ratioc (HR) (95% CI) [2]

<0.0001
51 (13.9%)
ZZ (43.1%)

30 (L6.4%)
21 (70.0%)

.8 (5.49, 7.5§)

=]
[=

104 (56.8%)
T8 (75.0%)

H 29 (15.8%)
ents 168 (62.1%)
an (95% CI) [1] .5 (4.14, 9.23)
Hazard ratio (HR) (95% CI) [2] D
rank test P walue [3] 0.2369
Distant metastasis
N 154 (B4.2%)
E 121 (78.¢6%)

[1]

azard ratioc (HR) (95% CI) [2]

Log-rank test P walue [3]

.56 (0.450, 0.711)

-
L0001
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HNotes: NR: not reached, NE: not evaluable, ECOG PS: ECOG Performance Status, MSS/MSI-L: Microsatellite stability or
microsatellite instability-low, MSI-H: Microsatellite instability-high.

[1] The 95% CI of median PFS was calculated using the Brockmeyer-Crowley method based on log-log transformation.

[2] HR and 95% CI were estimated using the stratified Cox proporticnal hazards model. The analysis was only performed
in subgroups with corresponding characteristies, with treatment group as a fixed effect and stratifiecation factors
being PD-L1 expression level (CPS5 < 10 ws. CP5 >= 10), age (> &5 years vs. < €5 years), and tumour status (locally
advanced vs. distant metastasis). The collected actual stratification factor values were used for analysis. If the
subgroup factor itself was one of the randomisation stratification factors, then this model was eguivalent to a Cox
model or Log-Rank test stratified by the remaining randomisation stratification factors.

[3] The two-sided P walue was based on the stratified log-rank test and was only analysed in subgroups with
corresponding characteristics, with treatment group as a fixed effect and stratification fa
lewvel (CP5S < 10 ws. CPS »= 10), age (»= &5 y=ars vs. < 65 years), and tumour status (locally advanced vs. distcant
metastasis). The collected actual stratification factor wvalues were used for analysis. If the subgroup factor itself
was one of the randomisation stratification factors, then this model was eguivalent to a Cox model or Log-Rank test
stratified by the remaining rand sation stratification factors.

Data cut-off date: 2023-01-08

Figure 30. PFS Assessed by IRRC Based on RECIST v1.1 - Subgroup Forest Plot (ITT) -
DCO 09 January 2023

llazard Ratio (5% CI) HLXIC Control Hazard Raiio
group group 95% C1)

Total | 2117368 1397183 0.58 (0,165, Q.7T16)
Aee

< 65 vears —— 1357199 72798 0.61 (0.453, 0. 816)
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ECOG

i} —e— b2 41753 0.54 (D, 345, 0, 849
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Gender

Walo e 222/317 1187153 0.57 (0. 452, 0.722)

Female P 22/51 217800 0,36 (0,169, 0.733)
PI=L1 Expression Level

CFS ©10 —— 1417206 78/104  0.67 (0,502, 0.889)

s =10 —— 1037162 61779 0.47 (0.339, 0.658)
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Locally Advanced p——q 28/46 18729 0.68 (0,353, 1308

Distunt Melasiasls = 216,322 1217151 0.56 (0,450, 0.710)
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MSS/MST 1. e 18735  15/26  0.38 (0. 142, 0.946)

Ws1-H 00 2/2 NECONE, KE)
THE

<10mits/Mh A 17733 17727 0,34 (0,132, 0.842)

2 10muts /Mo 12 a1 ME INE, NE)

T T T Ll T T Ll T T
0.01 0.1 0.25 0.5 1 2 4 10 100
HEETD group better Control group better

Data cut-off date: 2023-01-09

Additional post-hoc subgroup analyses of baseline PD-L1 expression with cut-off 5%

2.4.20. Ancillary analyses

Additional post-hoc subgroup analyses of baseline PD-L1 expression with cut-off 5%:
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Table 41. Subgroup analyses of OS by baseline PD-L1 expression with CPS cut-off at 5
(DCO: 2023-01-09)

Median (95%CI), Months Stratified HR p value
HLX10 Placebo (95%CI)
N=368 N=183
0.70 (0.568,
ImT 14.8 (13.11, 11.2 (9.69, 0.862) 0.0007
16.66) 13.86)
N=138 N=70
0.88 (0.637,
CPS<5 12.0 (9.99, 12.8 (9.76, 1 5413 0.4702
14.82) 15.05) )
N=230 N=113
0.60 (0.460,
CP5>=5 16.5 (13.83, 10.7 (8.67, 0_5,86) 0.0002
19.48) 13.90)
N=68 N=34
0.61 (0.381,
5<CPS<10 0.0459
13'188 E"é?ﬁ“ 8.9 (6.28, 13.80) 1.006)
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Figure 31. Kaplan-Meier plots of OS for patients with CPS<5 (DCO: 2023-01-09)
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Figure 32. Kaplan-Meier plots of OS for patients with CPS=5 (DCO: 2023-01-09)
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Figure 33. Kaplan-Meier plots of OS for patients with 5=CPS<10 (DCO: 2023-01-09)
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To further inform on the efficacy of serplulimab by baseline PD-L1 status, additional subgroup PFS
analyses by baseline PD-L1 expression status (corresponding to CPS < 5, CPS 2 5and 5 < CPS <
10) were conducted.

Table 42. Subgroup analyses of PFS by baseline PD-L1 expression with CPS cut-off at 5
(DCO: 2023-01-09)

Median (95%CI), Months Stratified HR p value
HLX10 Placebo (95%cCI)
T eh:zﬁﬁ_; e 0.58 (0.465, | _ 4 5001
3 (5.75, 5.3 (4.30, 5.55) 0.716) )
7.10)
CPS<5 5hé=;3382 =10 0.60 (0.424, 0.0039
'6(%;) ! 4.6 (4.11, 5.62) 0.855) '
IRRC N—.230 N=113
— - 0.57 (0.435
CPS=5 6.9 (5.75 ! <0.0001
' 0.752
5.08) 5.3 (4.14, 5.78) )
N=68 N=34
0.87 (0.517
5=CPS<10 5.6 (4.34 ! 0.6069
' 1.505
6.74) 5.3 (3.81, 6.28) )
ITT eh;=26481 - 0.54 (0.442, < 0.0001
9 (6.41, 5.4 (4.34, 5.59) 0.671) )
7.16)
CPS<5 5h;=133% = 0.68 (0.491, 0.0251
7 (4.80, 5.5 (4.17, 5.62) 0.958) '
. 6.93)
Investigator N=230 N=113
- - 0.48 (0.366
CPS=5 7.1 (6.90 ! <0.0001
1 0.624
9.03) 5.4 (4.21, 5.65) )
N=68 N=34
0.51 (0.311
5<CPS<10 ! 0.0063
6"; (552'?2' 4.2 (3.75, 5.55) 0.837)
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Figure 34. Kaplan-Meier plots of PFS in patients with CPS < 5 by IRRC
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Figure 35. Kaplan-Meier plots of PFS in patients with CPS = 5 by IRRC
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Table 43. 13 Subgroup analyses of ORR by baseline PD-L1 expression with CPS cut-off at
5 (DCO: 2023-01-09)

T

ORR {95%CI) ORR odds p value
HLX10 Placebo ratio (95%
CI)
N=368 N=183 1.94 (1.35,
ImT 58.7% (53.5%, | 42.1% (34.8%, 2.77) 0.0003
63.8%) 49.6%)
N=138 N=70
1.09 (0.61,
CPS<5 47.8% (39.3%, 45.7% (33.7%, 1 éﬂr] 0.7708
[+} o "
N=230 No113
— — 2.80 (1.76,
CPS=5 | §5.29% (58.7%, | 39.8% (30.7%, 4_‘{15} <0.0001
71.4%) 49.5%))
N=68 N=34
2.49 (1.07,
5=CPS<10 | 57.4% (44.8%, 35.3% (19.7%, Sém 0.0259
69.3%) 53.5%)
N=368 N=183
1.86 (1.29,
ImT 53.5% (48.3%, | 38.3% (31.2%, 2.68) 0.0008
58.7%) 45.7%)
N=138 N=70
1.20 (0.66,
CP5<5 42.0% (33.7%, 37.1% (25.9%, 2.£8] 0.5496
. 50.7%) 49.5%)
Investigator
N=230 N=113 2.38 (1.50
CPS=5 | 60.4% (53.8%, | 38.9% (29.9%, ' 3_?85] ! 0.0002
66.8%) 48.6%)
N=68 N=34
2.90 (1.21,
5¢CP5<10 | 55.9% (43.3%, | 29.4% (15.1%, e.ézj 0.0138
67.9%) 47.5%)

2.4.21. Summary of main study(ies)

The following tables summarise the efficacy results from the main studies supporting the present
application. These summaries should be read in conjunction with the discussion on clinical efficacy
as well as the benefit risk assessment (see later sections).

Table 44 Summary of efficacy for trial HLX10-007-EC301 (ASTRUM-007)

Title: A Randomised, Double-Blind, Multicenter, Phase Il Clinical Study to Evaluate HLX10

(Recombinant Humanized Anti-PD-1

Monoclonal

Antibody Injection) versus Placebo in

Combination with Chemotherapy (Cisplatin + 5-FU) as First-Line Therapy in Patients with Locally

Advanced or Metastatic Esophageal Squamous Cell Carcinoma (ESCC)

Study identifier

NCT03958890

Design

Randomised, double-blind, multicenter, phase II clinical study to compare
the efficacy and safety of HLX10 versus placebo in combination with
chemotherapy as first-line therapy in patients with locally advanced,
metastatic ESCC.

phase:

Duration

Duration of main phase:
Duration of Run-in phase:

of Extension

June 19, 2019-May 14, 2025
not applicable

not applicable
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Hypothesis

Superiority

Treatments groups

HLX10 group

HLX10 + chemotherapy (cisplatin and 5-FU)
N = 368

HLX10 was administered for a maximum of
2 years, cisplatin was administered for a

maximum of 8 cycles, 5-FU was
administered for a maximum of 12 cycles.

Subjects were treated with HLX10 in
combination with chemotherapy once every
2 weeks, until loss of clinical benefit,
intolerable toxicity, discontinuation decided
by the subject or physician, death,
withdrawal of informed consent, pregnancy
or other reasons specified in the protocol
(whichever occurred first).

Control group

Placebo + chemotherapy (cisplatin and 5-
FU)

N =183

Placebo was administered for a maximum
of 2 years, cisplatin was administered for a
maximum of 8 cycles, 5-FU was
administered for a maximum of 12 cycles.

Subjects were treated with placebo in
combination with chemotherapy once every
2 weeks, until loss of clinical benefit,
intolerable toxicity, discontinuation decided
by the subject or physician, death,
withdrawal of informed consent, pregnancy
or other reasons specified in the protocol
(whichever occurred first).

definitions

Endpoints and

Dual primary | PFS by PFS assessed by IRRC as per RECIST v1.1.
endpoint IRRC

Dual primary | OS Defined as the time from randomization to
endpoint death due to any cause.

Secondary PFS by PFS assessed by IRRC as per iRECIST.
endpoint IRRC

Secondary PFS by PFS assessed by Investigator as per
endpoint Investigator | RECIST v1.1 and iRECIST.

Secondary ORR by ORR assessed by IRRC as per RECIST v1.1.
endpoint IRRC

Secondary ORR by ORR assessed by Investigator as per
endpoint Investigator | RECIST v1.1.

Secondary DOR by DOR assessed by IRRC as per RECIST v1.1.
endpoint IRRC

Secondary DOR by DOR assessed by Investigator as per
endpoint Investigator | RECIST v1.1.

Results and Analysis

Analysis
description

Primary Analysis (DCO 15 April 2022)
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Database lock May 17, 2022
Analysis population Intent-to-treat (ITT) set. The ITT set was defined as all subjects
and time point randomized in the study.
description
Descriptive statistics | Treatment group HLX10 group Control group
and estimate Number of subjects 368 183
variability
PFS assessed by IRRC 5.8 5.3
as per RECIST v1.1
(Median)
95% confidence 5.68, 6.93 4.30, 5.55
interval
0OS (Median) 15.3 11.8
95% confidence 13.96, 18.63 9.69, 14.03
interval
PFS assessed by 6.9 5.4
Investigator as per
RECIST v1.1 (Median)
95% confidence 5.82, 7.13 4.27,5.59
interval
Confirmed ORR 57.6 42.1
assessed by IRRC as
per RECIST v1.1 (%)
95% confidence 52.4,62.7 34.8, 49.6
interval
Confirmed DOR 6.9 4.6
assessed by IRRC as
per RECIST v1.1
(Median)
95% confidence 5.62, 8.25 4.14, 5.55
interval
Effect estimates per PFS assessed by Comparison groups HLX10 group vs control
comparison IRRC as per group
RECIST v1.1 Stratified Hazard Ratio 0.60
95% confidence interval 0.476, 0.747
P-value (By a two-sided < 0.0001
stratified log-rank test)
oS Comparison groups HLX10 group vs control
group
Stratified Hazard Ratio 0.68
95% confidence interval 0.529, 0.871
P-value (By a two-sided 0.0020
stratified log-rank test)
PFS assessed by Comparison groups HLX10 group vs control
Investigator as group
per RECIST vi1.1 Stratified Hazard Ratio 0.56
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95% confidence interval

0.449, 0.697

P-value (By a two-sided
stratified log-rank test)

< 0.0001

Confirmed ORR

Comparison groups

HLX10 group vs control

assessed by group
IRRC as per .
RECIST vi.1 Odds Ratio 1.85
95% confidence interval 1.29, 2.65
P-value 0.0007

Confirmed DOR

Comparison groups

HLX10 group vs control

description

assessed by group

IRRC as per i .

RECIST v1.1 Stratified Hazard Ratio 0.53
95% confidence interval 0.386, 0.749
P-value (By a two-sided 0.0002
stratified log-rank test)

Notes The dual primary endpoints both reached prespecified statistical
significance (alpha = 0.01 [two-sided]) in the interim analysis. HLX10 in
combination with cisplatin and 5-FU for first-line treatment of ESCC
significantly reduced the risk of PD or death compared to standard
chemotherapy (median PFS: 5.8 months vs. 5.3 months, HR = 0.60, 95%
CI: 0.476, 0.747, P < 0.0001; median OS: 15.3 months vs. 11.8 months,
HR = 0.68, 95% CI: 0.529, 0.871, P = 0.0020), prolonging both PFS and
os.

Analysis Updated Analysis (DOC 09 January 2023)

Database lock

November 22, 2023

Analysis population
and time point
description

ITT set. The ITT set was defined as all subjects randomized in the study.

Descriptive statistics

and estimate
variability

Treatment group HLX10 group Control group
Number of subjects 368 183
PFS assessed by IRRC 6.5 5.3

as per RECIST v1.1

(Median)

95% confidence 5.75,7.10 4.30, 5.55
interval

0OS (Median) 14.8 11.2
95% confidence 13.11, 16.66 9.69, 13.86
interval

PFS assessed by 6.9 5.4
Investigator as per

RECIST v1.1 (Median)

95% confidence 6.41, 7.16 4.34, 5.59
interval

Effect estimates per
comparison

Comparison groups HLX10 group vs control

group
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PFS assessed by Stratified Hazard Ratio 0.58
gggsaffﬁrl 95% confidence interval 0.465, 0.716
oS Comparison groups HLX10 group vs control
group
Stratified Hazard Ratio 0.70
95% confidence interval 0.568, 0.862

PFS assessed by

Comparison groups

HLX10 group vs control

Investigator as group
per RECISTVI.1 ™, ratified Hazard Ratio 0.54
95% confidence interval 0.442, 0.671

2.4.22. Discussion on clinical efficacy

Design and conduct of clinical studies

The MAH applied for an extension of indication of serplulimab in combination with fluoropyrimidine-
and platinum-based chemotherapy as first-line treatment of adult patients with unresectable,
locally advanced, recurrent or metastatic esophageal squamous cell carcinoma (ESCC) whose
tumours express PD-L1 with a CPS = 1.

The primary evidence supporting the efficacy of serplulimab in the target indication is derived from
the pivotal study ASTRUM-007, which included 551 patients.

Study design

ASTRUM-007 is a phase 3, randomised, placebo-controlled, multicenter, double-blind study
comparing the efficacy and safety of serplulimab (combined with cisplatin + 5-FU) to placebo
(combined with cisplatin + 5-FU) as first-line treatment. The trial was designed to show superiority
using 2:1 allocation of patients to the serplulimab and placebo groups, respectively.

Stratification factors were PD-L1 expression level (1 < combined positive score [CPS] < 10 vs. CPS
2> 10), age (= 65 years vs. < 65 years), and disease status (locally advanced vs. distant
metastasis).

Patients had the option to continue treatment after first PD if predefined criteria were fulfilled.
From a methodological perspective, continuation of treatment beyond progression may introduce
heterogeneity and potential bias. In addition, there is a potential risk of unblinding. Furthermore,
continuation of treatment beyond progression may obscure the magnitude of efficacy in 1L setting.

Study population

Overall, the inclusion and exclusion criteria largely reflect the target population. However, patients
> 75 years were excluded and only patients with ECOG 0 or 1 were eligible, which limits the
representativeness of the study population, considering that a substantial proportion of patients
with ESCC are = 65 years of age (Lester et al, 2017).

Study participants had histologically confirmed ESCC with locally advanced, recurrent or metastatic
disease that was not resectable or curable by chemoradiotherapy. Histology was evaluated by local
investigator only. Patients were required to have at least one evaluable lesion based on central
imaging per RECIST v1.1 and be PD-L1 positive (CPS = 1).
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Patients were generally required to be treatment-naive in the advanced setting; however, patients
with prior therapy could be included if relapse occurred =6 months after prior treatment. Inclusion
of such patients may complicate the interpretation of study outcomes, as prior treatment could
impact prognosis. Preferably, prior treatment for recurrent disease should have been implemented
as a stratification factor.

A total of 22.3% had received prior systemic anti-cancer therapy. Post-hoc subgroup analyses did
not indicate a reduced treatment effect in patients who had received prior treatment compared
with those who had not. 35.2% of patients received prior anti-cancer treatment including surgery,
radiotherapy and systemic anti-cancer therapy before enrolment in this study.

Treatments

Serplulimab was administered at a dose of 3 mg/kg every 2 weeks. This dose regimen is
considered acceptable from a dose-exposure perspective.

The comparator was cisplatin + 5-FU which is recommended by ESMO (2022) for patients who are
PD-L1 negative or low expression. However, given that ASTRUM-007 was initiated before PD-L1
inhibitors such as pembrolizumab and nivolumab had received marketing authorisation in this
setting, the choice of comparator is considered acceptable.

Endpoints

The dual primary efficacy endpoints were PFS (assessed by IRRC per RECIST v1.1) and OS in the
ITT population. Secondary endpoints were Investigator-assessed PFS, ORR as well as analyses
based on iRECIST and according to PD-1 expression, DOR (both assessed by IRRC and Investigator
as per RECIST v1.1 and per iRECIST), and relationship between PDOS is considered the most
clinically relevant endpoint and is an appropriate primary endpoint.

Statistics

The primary estimand for OS used a treatment policy strategy, which is considered appropriate.
The primary estimand for PFS used a hypothetical strategy for start of next line treatment prior to
documented progression or death. In addition, patients with two or more consecutive missing
assessments prior to documented progression or death were censored at the last observation prior
to the missing visits. This approach is not in line with EMA guidance, where a treatment policy is
preferred. The MAH was requested to provide PFS estimates based on treatment policy strategy,
which were provided by the MAH (see results below).

An interim analysis was planned, and the multiplicity control strategy and propagation of alpha was
in principle acceptable controlling type 1 error. Both primary endpoints were met at interim, and
the trial was unblinded.

For the primary analyses of PFS and OS a stratified Log-Rank test was employed. The hazard ratio
(HR) and its 95% confidence interval (CI) was to be estimated using a stratified Cox proportional
hazards model. The analyses were based on the ITT set. Sensitivity and supplementary analyses as
well as relevant subgroup analyses (e.g. age, gender, PD-L1 expression level and ECOG) were
preplanned.

Study conduct

A higher number of major protocol deviations were observed in the serplulimab group compared
with control group (224 [60.9%] vs. 91 [49.7%], respectively). These were mainly related to
deviations from study procedures (57.3% vs. 48.1%, respectively) and were primarily driven by
“Imaging examination missing” (serplulimab group 69 [18.8%] vs. control group 19 [10.4%]) and
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“Imaging examination out of window” (serplulimab group 48 [13.0%] vs. control group 12
[6.6%]). While the large humber of missing imaging examinations might have influenced the PFS
estimate, it is not expected to impact the OS results. Therefore, this issue is not considered to
affect the overall benefit-risk conclusion.

A total of 976 patients were screened, 551 patients were included and randomly assigned (ratio
2:1) to either serplulimab + cisplatin + 5-FU group (n=368) or the control group i.e., placebo +
cisplatin + 5-FU (n=183). Per DCO 09 January 2023, 6.8% of patients in the serplulimab group
was still on treatment vs. 0.5% of patients in the control group.

The most common reason for study discontinuation was disease progression, with the higher rate
in the control group (69.4% vs. 58.7% in the serplulimab group). The proportion of patients still in
follow-up (included both safety and survival follow-up) was 25.8% in the serplulimab group vs.
20.8% in the control group. No patients in either treatment group were reported lost to follow-up
during the study. Concerning survival follow-up, 2 patients in the serplulimab group were reported
as lost to follow up/unknown.

Baseline and disease characteristics

Overall, demographic and baseline disease characteristics were balanced between the two
treatment arms. The study population was predominantly male (85.3%) with a median age of 64.0
years (range 34 - 75). Considering that esophageal cancer diagnoses are much more common in
males, the imbalance in gender is not unexpected. As only 46% of the included patients were > 65
years, the age distribution of the study population is not considered fully representative considering
that esophageal cancer is more prevalent in elderly people (in their 70s and 80s). According to the
inclusion criteria, the study allowed participation of patients only until the age of 75 years. This is
reflected in section 5.1 of the SmPC. Over 70% of the included patients had ECOG performance
status 1, indicating a relatively fit patient population than would be expected in clinical practice.

All of the patients had ESCC, and the majority had distant metastases with tumour status IVB at
study entry (86.4%). The distribution of patients in the two PD-L1 expression levels categories (1
< CPS < 10 vs. CPS = 10) was balanced between the two treatment groups. A total of 56.3% of
the patients had a PD-L1 expression level of 1<CPS<10 and around 44% had CPS > 10.

With regards to patients whose tumors expressed PD-L1 CPS <5 and CPS > 5, the baseline
demographic and disease characteristics were considered to be generally similar between the
serplulimab + ChT group and the control group for each of the two subgroups and also overall
consistent with the ITT population.

One of the secondary objectives was to study the relationship of efficacy between microsatellite
instability (MSI) and tumor mutational burden (TMB), respectively. However, due to a very high
proportion of missing data (in total 88.6%) in these two biomarker groups and that nearly no
patients had MSI-H or =10 mutations/Mb, no meaningful evaluations could be made.

All patients were recruited in China. Published meta-analyses (Peng et al, 2020 and Ren et al,
2025) have suggested an improved survival benefit of PD-1/PD-L1 inhibitors in Asian patients
compared to non-Asian patients. However, these analyses are subject to methodological issues and
no definitive conclusions can be drawn.

It is acknowledged that treatment standards are broadly similar, with both the National
Comprehensive Cancer Network (NCCN, 2025) and European Society for Medical Oncology (ESMO,
2022 with update in February 2025) recommending PD-1/PD-L1 inhibitors in combination with
chemotherapy as first-line therapy for advanced ESCC.
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The MAH provided a PopPK analysis, indicating that race did not have a statistically significant
impact on the exposures of serplulimab. However, the absence of clinical data in Caucasian
patients remains a key uncertainty as extrapolation of efficacy and safety is not supported by PK
alone.

It is acknowledged that for other PD-1/PD-L1 inhibitors approved for ESCC, pivotal studies included
mainly Asian patients, although some data were available for non-Asian patients. The lack of data
in a European ESCC population for serplulimab remains an uncertainty in terms of the
generalisability of the efficacy study results. However, given the consistent class effect of PD-1/PD-
L1 inhibitors and the overall evidence, this uncertainty is not considered to preclude approval.

The MAH stated that no studies in European patients are planned, but that routine
pharmacovigilance activities will monitor outcomes. However, pharmacovigilance activities are not
designed to detect differences in efficacy and therefore provide limited reassurance regarding
extrapolation.

Efficacy data and additional analyses

Results

The primary analysis had a data cut-off date of 15 April 2022 as well as an updated analysis with
data cut-off date of 09 January 2023. The MAH confirmed that the clinical studies for ESCC were
completed and that the final analysis was included with this application.

OS outcomes (ITT population)
In the primary analysis (DCO 15 April 2022), the median duration of follow-up was 14.9 months.

The median OS for the overall population was 15.3 months (95% CI: 13.96, 18.63) in the
serplulimab group and 11.8 months (95% CI: 9.69, 14.03) in the control group, with HR (stratified
Cox proportional hazards model) of 0.68 (95% CI:0.529, 0.871), p = 0.0020.

The increase in median OS of 3.5 months in favour of the serplulimab group is considered clinically
meaningful for the intended population. Notably, the Kaplan-Meier survival curves demonstrated a
separation after ~ 4 months of treatment in favour of the serplulimab group. This suggests a
relatively early onset of efficacy following add-on immunotherapy with serplulimab.

In the updated analysis (DCO 09 January 2023) the median duration of follow-up was 24.3
months.

The median OS for the overall population was 14.8 months (95% CI: 13.11, 16.66) in the
serplulimab group and 11.2 months (95% CI: 9.69, 13.86) in the control group, with HR (stratified
Cox proportional hazards model) of 0.70 (95% CI: 0.568, 0.862). These results thus confirmed the
results reported from the primary analysis.

Notwithstanding the inherent limitations and risk of bias when comparing results across trials, the
observed OS benefit for serplulimab in combination with ChT was in the same order of magnitude
or somewhat lower than reported for other PD-L1/PD-1-inhibitors (combined with ChT) intended for
use in a similar target population (based on EPAR data from: toripalimab, tislelizumab, nivolumab
and pembrolizumab). For serplulimab all patients had to be PD-L1 positive (CPS = 1).

As already mentioned, several patients received subsequent systemic anti-cancer therapy (ca. 43%
in the serplulimab group [19% PD-1/PDI-1 inhibitors] and 53% in the control group [ca. 30% PD-
1/PDI-1 inhibitors]). This lends uncertainty in the estimation of the true effect of serplulimab on
0OS. Patients had the possibility to continue the original treatment after first PD, which further
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complicates the evaluation of the OS results. Overall, the available analyses are not conclusive
regarding the impact of subsequent treatments or continuation of serplulimab beyond PD on OS.

The various sensitivity analyses and the supplementary analysis (performed in the per-protocol-
set) were consistent with the results from the primary analysis of OS (ITT-set).

PFS outcomes (ITT population)

The primary analysis (DCO 15 April 2022) showed a median PFS as assessed by IRRC (per RECIST
v1.1) of 5.8 months (95% CI: 5.68, 6.93) for the serplulimab group compared with 5.3 months
(95% CI: 4.30, 5.55) for the control group with HR (stratified Cox proportional hazards model) of
0.60 (95% CI: 0.476, 0.747, P < 0.0001). The observed difference in median PFS was very small
(0.5 months in favour of serplulimab).

The updated analysis (DCO 09 January 2023) showed a median PFS as assessed by IRRC (per
RECIST v1.1) of 6.5 months (95% CI: 5.75, 7.10) for the serplulimab group compared with 5.3
months (95% CI: 4.30, 5.55) in the control group with HR (stratified Cox proportional hazards
model) of 0.58 (95% CI: 0.465, 0.716).

Compared to the primary analysis, the updated analysis showed a PFS gain of 1.2 months
favouring serplulimab. As mentioned above for OS, comparisons across studies should be
interpreted with caution. It is noted that relatively small gains in PFS have been reported for
studies in ESCC with other PD-L1/PD-1 inhibitors.

Several sensitivity analyses (including those based on iRECIST) in addition to supplementary
analyses in the per-protocol population, were performed for PFS. Overall, the results of these
analyses were consistent with the main analysis (i.e., PFS as assessed by IRRC based on RECIST
v1.1). A supplementary analysis of PFS using the treatment policy strategy was consistent with the
primary analysis both for the IRRC-assessed PFS and investigator-assessed PFS, which is
reassuring.

Secondary outcomes (ITT population)
PFS assessed by Investigator based on RECIST v1.1

The primary analysis (DCO 15 April 2022) showed a median PFS of 6.9 months (95% CI: 5.82,
7.13) in the serplulimab group vs. 5.4 months (95% CI: 4.27, 5.59) in the control group. HR was
0.56, 95% CI: 0.449, 0.697. The updated analysis (DCO 09 January 2023) showed consistency
with this result (gain in PFS 1.5 months, stratified HR 0.54, 95% CI: 0.442, 0.671).

PFS assessed by IRRC and by Investigator based on immune-modified RECIST (iRECIST) - ITT set

Overall, the PFS analyses assessed by IRRC and by Investigator based on iRECIST in the various
analysis sets were in line with the corresponding analyses when based on RECIST v1.1. This was
valid both for the primary analysis (DCO 15 April 2022) and the updated analysis (DCO 09 January
2023).

ORR

The primary analysis (DCO 15 April 2022) of confirmed ORR assessed by IRRC (based on RECIST
v1.1) demonstrated higher tumour response rates in the serplulimab group than in the control
group (ORR: 57.6% vs. 42.1%, respectively). The results from the updated analysis (DCO 09
January 2023) pointed in the same direction, 58.7% (53.5% - 63.8%) in the serplulimab group
compared with 42.1% (34.8% - 49.6%) in the control group.
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Moreover, both the primary analysis and the updated analysis of ORR assessed by Investigator,
also showed higher response rates for patients in the serplulimab group as compared with the
control group, although slightly lower than seen in the analysis assessed by IRRC.

DOR

The primary analysis (DCO 15 April 2022) of confirmed DOR assessed by IRRC (based on RECIST
v1.1) showed a more durable (although rather small) tumour response in the serplulimab group
than in the control group (6.9 months vs. 4.6 months, respectively). The results from the updated
analysis (DCO 09 January 2023) were in support of the results observed in the primary analysis,
7.1 (5.75, 8.61) months in in the serplulimab group compared with 4.6 (4.17, 5.55) months in the
control group.

The results were supported by the analyses when assessed by Investigator (an overall higher
median DOR was observed for the serplulimab group compared to the assessment made by IRRC).

In conclusion, the results of the secondary endpoints were generally in support of the outcomes of
the primary endpoints.

Subgroups
Efficacy by PD-L1 expression status

The MAH initially sought approval for an indication restricted to patients whose tumours express
PD-L1 with a CPS = 1. Efficacy results by PD-L1 expression in several large phase 3 studies such as
KEYNOTE-590 (pembrolizumab), CheckMate 648 (nivolumab) and RATIONALE-306 (tislelizumab)
all suggested a positive correlation between PD-L1 expression level and the efficacy of PD-1
blockade in combination with chemotherapy.

(O

The results for the subgroups PD-L1 expression level 1<CPS<10 and CPS =10 demonstrated an OS
gain favouring the serplulimab group for both levels. However, a trend of lower benefit in the
subgroup 1 < CPS < 10 was observed in both the primary analysis (2.8 months vs. 4.7 months for
CPS >10) and the updated analysis (1.6 months vs. 6.4 months for CPS >10). The primary
analysis showed a HR of 0.74 (95% CI: 0.537, 1.026) for 1<CPS<10 vs. HR 0.59 (95% CI: 0.404,
0.883) for CPS > 10.

The number of patients in the CPS = 10 group was more limited compared to the 1<CPS<10
group. Due to fewer events in the CPS > 10 subgroup (particularly in the serplulimab group),
rendering the estimate of HR less accurate, it was difficult to draw definite conclusions and make
direct comparisons between the two subgroups. In addition, due to the 2:1 randomisation, the
control group became even smaller.

In order to gain further insight on the efficacy of serplulimab in relation to PD-L1 expression level,
additional post-hoc subgroup analyses of CPS < 5, CPS = 5 and 5 < CPS <10 were requested by
CHMP. For the subgroup of CPS < 5 there was no clear OS benefit for the serplulimab group (12.0
months) compared to the control group (12.8 months), HR 0.88 (95% CI: 0.637, 1.241). In
contrast, the subgroup CPS = 5 showed a clear OS benefit with a difference in median OS of 5.8
months favouring the serplulimab group, HR 0.60 (95% CI: 0.460, 0.786).

Based on these results, it is apparent that the benefit in median OS observed in the ITT population
is primarily driven by patients with CPS = 5.

The MAH conducted landmark analyses at 6 and 12 months, excluding early events. The results
showed that for patients with CPS <5 who survived beyond 6 months, serplulimab reduced the
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subsequent risk of death by 24% (Landmark HR=0.76, 95% CI: 0.52, 1.12). For those surviving
beyond 12 months, the risk reduction reached 38% (Landmark HR=0.62, 95% CI: 0.35, 1.09).
However, landmark analyses are prone to bias, and the observed effects were only slightly lower
compared to the randomised OS analyses. Therefore, greater weight is given to the randomised OS
analyses.

In addition, the MAH provided two supplemental analyses concerning the subgroup of patients with
CPS <5; one excluding patients who had received subsequent immunotherapy and another analysis
where patients were divided by immune checkpoint inhibitor (ICI) exposure (including also
serplulimab and post-study exposure for ICI). These analyses showed HRs of 0.76 and 0.72 (both
with 95% ClIs including 1), respectively, which were not very different from the HRs resulting from
the comparison of the randomised groups (acknowledging the limitations and biases of these
analyses).

Given the biological plausibility of a target-dependent response, the net advantage of serplulimab
as add-on to chemotherapy does not appear convincing in patients with CPS <5. Therefore, the
indication is restricted to ESCC patients whose tumours express PD-L1 with a CPS >5.

Other subgroups

Age: There was no difference in efficacy for subjects <65 years compared to those > 65 years, as
indicated by overlapping 95% CI in the updated analysis (DCO 09 January 2023).

For the subgroups gender, ECOG performance and tumor status, the number of patients within
each subgroup was imbalanced limiting the interpretability of the results. For MSI/MMR (MSS/MSI-I
or MSI-H) and TMB (< 10 muts/Mb or = 10 muts/Mb) the proportion of missing data was very high
(approximately 90%). Hence, no meaningful evaluations are possible.

PFS

Similarly, as observed in the subgroup analysis for OS, a trend for a lower gain in PFS (as assessed
by IRRC based on RECIST v1.1) in favour of the serplulimab group was seen in the 1<CPS<10
group compared to the CPS = 10 group. In the primary analysis, the HR was 0.48 (95% CI: 0.343,
0.680) for CPS = 10 vs. 0.70 (95% CI: 0.518, 0.943) for 1 < CPS < 10. The 95% ClIs partly
overlapped but neither included 1.

Additional post-hoc subgroup analyses of PFS by CPS <5%, CPS > 5 and 5< CPS <10% were
submitted. The results for IRRC-assessed PFS showed the same trends as observed for OS. A
larger benefit in median PFS, in favour of serplulimab, was seen in the subgroup of CPS = 5 (1.6
months, HR 0.57; 95% CI: 0.435, 0.752). For the other subgroups the difference in median PFS in
favour of serplulimab was smaller; 1.2 months for CPS <5; HR 0.60 (95% CI: 0.424, 0.855) and
only 0.3 month in 5 < CPS <10; HR 0.87 (95% CI: 0.517, 1.505).

Overall, the PFS benefit for serplulimab + ChT is modest both in the ITT population and across PD-
L1 expression subgroups.

Other subgroups

For the analyses of age, gender, ECOG score 1 and tumor status, the results pointed in the same
direction as seen for OS. Likewise, for the subgroups MSI/MMR (MSS/MSI-I or MSI-H) and TMB (<
10 muts/Mb or = 10 muts/Mb), it is not possible to conclude due to incomplete and missing data.

ORR

Regarding ORR, the results of the subgroup analyses as assessed by IRRC (based on RECIST v1.1)
pointed in the same direction as those for PFS. Additional post-hoc subgroup analyses by CPS
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<5%, CPS =25% and 5< CPS <10% were submitted for ORR. The same pattern as seen for OS was
observed for ORR (IRRC-assessed). The largest difference in favour of serplulimab was shown in
subgroup CPS = 5 (25.4% compared to the control group), while in the subgroup 5 < CPS < 10 the
difference was 22.1% and in the subgroup CPS <5 it was negligible (2.1%).

2.4.23. Conclusions on the clinical efficacy

The primary efficacy analysis (DCO 15 April 2022) showed a statistically significant and clinically
relevant OS benefit favouring serplulimab as add-on to chemotherapy in the first-line treatment of
adult patients with unresectable, locally advanced, recurrent or metastatic ESCC.

However, the results for patients in the CPS <5 category (constituting around 40% of the study
population), showed no clinically relevant benefit. The PFS benefit did not demonstrate a clinically
meaningful effect and was coupled with no relevant effect in ORR and no clear OS benefit.

The limitations of post-hoc subgroup analyses are acknowledged; however, the approach is
considered to be in line with previous decisions for other PD-L1/PD-1 inhibitors approved for ESCC.

Given the biological plausibility of a target-dependent response, the benefit of serplulimab as add-
on to chemotherapy is not established in patients with CPS <5. The indication is therefore
restricted to ESCC patients whose tumours express PD-L1 with a CPS =5.

2.5. Clinical safety

Introduction

The proposed dose of serplulimab is 3 mg/kg every 2 weeks (Q2W) until disease progression or
unacceptable toxicity.

The safety data of serplulimab are based on the updated analysis (DCO January 09, 2023) of the
pivotal study ASTRUM-007 in locally advanced, recurrent or metastatic ESCC, in combination with
cisplatin + 5-FU. In total, 382 patients received serplulimab in this study.

Supportive safety data was provided by pooled safety data (pooled safety dataset) from 10 clinical
studies (including the pivotal study HLX10-007-EC301) in subjects with various types of solid
tumors. Included studies had a data cut-off within 4 years prior to submission of the current EOI
application. The pooled safety population included all subjects in these studies who received at
least one dose of serplulimab (N=2086), regardless of the amount of treatment administered.
Details of the ten studies included in the pooled safety dataset are listed in the table below.

All adverse events (AEs) were coded using the Medical Dictionary for Regulatory Activities
(MedDRA) coding system version 26.1
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Table 45 - Overview of the Clinical Trials Pooled in Safety Evaluations for Serplulimab

Study No. Title Study Control Serplulimab Dose Number of Study Status | Cutoff
Treatment Subjects in Date for
Analysis * Safety
Data
HLX10-007- A randomized, double-blind, Serplulimab Placebo with | 3 mg/kg, Q2W Serplulimab: 382 Completed January
EC301 multicenter, phase 1l clinical study to with cisplatin cisplatin and 09, 2023
(Pivotal study | evaluate HLX10 (recombinant and 5-FU 5-FU
for targeted humanized anti-PD-1 monoclonal combination
indication) antibody injection) versus placebo in therapy
combination with chemotherapy
(cisplatin + 5-FU) as first-line therapy in
patients with locally
advanced/metastatic esophageal
squamous cell carcinoma (ESCC)
HLX10-001 A prospective open-label dose-escalation | Serplulimab None 0.3 mg/kg Q2W, 3 Completed January
phase I study to investigate the safety monotherapy 1 mg/kg Q2W, 4 05, 2024
and tolerability, and to determine the 3 ma/ke O2W P
maximum tolerated dose and mefkg Q2W,
recommended phase Il dose, of HLX10 10 mg/kg Q2W 16
in patients with advanced solid tumors 200 mg Q2W, 9
300 mg Q3W, 9
400 mg Q4W, 10
600 mg Q6W. 9
Total: 66
HLX10HLX0 | A phase [ clinical study to evaluate the Serplulimab None 1 mg/kg Q2W, 3 Completed October
4-001 safety, tolerability and pharmacokinetics | with HLX04 3 mgrkg Q2W, 3 11,2022
of recombinant anti-PD-1 humanized combination 10 me/ke OIW 20
monoclonal antibody injection (HLX10) | therapy mgfke Q
in combination with recombinant anti- Total: 26
VEGF humanized monoclonal antibody
injection (HLX04) in patients with
advanced solid tumors
HLX10HLX0 | A multiple-center, open-label, phase I Serplulimab None 3 mg/kg, Q2W 13 Completed Septemb
7-001 clinical trial to evaluate the efficacy and with HLX07 er 16,
safety of HLX 10 in combination with combination 2022
HLXO07 in patients with advanced head therapy
and neck tumors
HLX10-010- A single-arm, multi-center, phase 11 Serplulimab None 3 mg/kg, Q2W 108 Completed July 10,
MSI201 clinical study to evaluate the HLX10 monotherapy 2021
monotherapy for the treatment of
unresectable or metastatic microsatellite
instability-high (MSI-H) or mismatch
repair deficient (AMMR) solid tumors
that failed to respond to standard therapy
HLX10-011- A single-arm, open-label, multicenter, Serplulimab None 4.5 mg/kg, Q3W 21 Completed Septemb
CC201 phase II clinical study to evaluate with paclitaxel er22,
efficacy and safety of HLX10 combination 2022
(recombinant humanized anti-PD-1 therapy
monoclonal antibody injection)
combined with albumin-bound
paclitaxel in patients with advanced
cervical cancer who have progressive
disease or intolerable toxicity after first-
line standard chemotherapy
HLX10-008- A single-arm, open, multicenter, phase Serplulimab None 3 mg/kg, Q2W Monotherapy: 21 Completed February
HCC201 1I clinical study evaluating the use of monotherapy or Combination 07,2023
HLX10 (recombinant anti-PD-1 serplulimab therapy: 102
humanized monoclonal antibody with
FTIN R . Total: 123
injection) in combination with HLX04 HLX04
(recombinant anti-VEGF humanized combination
monoclonal antibody injection) for the therapy
treatment of advanced hepatocellular
carcinoma (HCC) patients
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locally advanced or metastatic squamous

NSCLC

HLX10-005- A randomized, double-blind, Serplulimab Placebo with | 4.5 mgkg, Q3W Serplulimab: 389 Completed May 07,
SCLC301 multicenter, phase 11 study to evaluate with carboplatin | carboplatin 2024
HLX10 in combination with and ctoposide and
chemotherapy (carboplatin-ctoposide) in | combination ctoposide
previously untreated patients with therapy
extensive stage small cell lung cancer
(ES-SCLC)
HLX10-002- | A three-arm, randomized, double-blind, Serplulimab Placebo with | 4.5 mg/kg, Q3W Stage I: Ongoing June 15,
NSCLC301 | multicenter, phase 111 clinical study to with carboplatin- Serplulimab + 2023
evaluate HLX10 (recombinant carboplatin- pemetrexed HLX04+chemothe
humanized anti-PD-1 monoclonal pemetrexed or rapy: 6.
antibody injection) in combination with serplulimab plus
chemotherapy (carboplatin-pemetrexed) HLX04 with Stage I!:
versus HLX10 + HLX04 (recombinant carboplatin- Serplulimab +
anti-VEGF humanized monoclonal pemetrexed chemotherapy:
antibody injection) in combination with 214; )
chemotherapy (carboplatin-pemetrexed) Serplulimab +
versus chemotherapy (carboplatin- HLX04 +
pemetrexed) as first-line treatment of chemotherapy:
advanced non-squamous non-small cell 211
lung cancer (NSCLC) Placebo +
chemotherapy
switching to
serplulimab +
HLX04: 72.
Total: 503
HLX10-004- A randomized, double-blind, Serplulimab Placebo with | 4.5 mg/kg, Q3W Serplulimab: Completed January
NSCLC303 multicenter, phase III clinical study of with carboplatin | carboplatin 358/455° 31,2023
HLX10 + chemotherapy (carboplatin and nab- | and nab-
and nab-paclitaxel) vs placebo + paclitaxel paclitaxel
chemotherapy (carboplatin and nab- combination
paclitaxel) as first-line therapy for therapy

Abbreviations: NSCLC=non-small cell lung cancer, Q2W=once every 2 weeks, Q3W=once every 3
weeks, Q4W=once every 4 weeks, Q6W=once every 6 weeks. a Data Source: Table 2.7.4.1.1. b In
the HLX10-004-NSCLC303 study, subjects randomized to the placebo group either ended treatment

or were allowed to crossover to receive serplulimab after the first progressive disease. As of the

cutoff date, 97 subjects in the placebo group crossed over to receive serplulimab monotherapy.
Therefore, 455 subjects received serplulimab (serplulimab + chemotherapy: 358 subjects,
serplulimab monotherapy: 97 subjects).

Patient exposure in pivotal trial - Study ASTRUM-007

Pooled safety population

Table 46: Pooled Safety Population: Summary of Demographic Characteristics

<RP2D/3D =>RP2D/3D
Other Chemotherapy Other Total
Monotherapy ~ Combination Total Monotherapy ~ Combination ~ Combination Total population
(N=T) (N=3) (N=10) (N=285) (N=1364) (N=427) (N=2076) (N=2086)
Treated subjects 7 3 10 285 1364 427 2076 2086
Age (year)
n 7 3 10 285 1364 427 2076 2086
Mean (SD) 60.3 (2.69) 46.3 (13.28) 56.1 (9.46) 57.4(11.24) 61.4 (8.42) 58.6 (9.70) 60.3 (9.26) 60.3 (9.27)
Median 60.0 540 58.5 58.0 63.0 59.0 62.0 61.5
Q1,Q3 57,63 31,54 54,61 52,65 56, 68 53, 66 55,67 55,67
Age Group
<65 T(100) 3(100) 10 (100) 210(73.7) 794 (58.2) 298 (69.8) 1302 (62.7) 1312 (62.9)
=65 0 0 0 75(26.3) 570 (41.8) 129 (30.2) 774 (37.3) 774(37.1)
Sex
Male 4(57.1) 1(33.3) 5(50.0) 205 (71.9) 1123 (82.3) 328 (76.8) 1656 (79.8) 1661 (79.6)
Female 3(42.9) 2(66.7) 5(50.0) 80 (28.1) 241 (17.7) 99 (23.2) 420(202)  425(204)
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Height (cm)

n 7 3 10 284 1359 426 2069 2079
Mean (SD) 158.50 (6.817) 164.00 (8.544) 160.15 (7.366) 165.12 (7.868) 166.66 (8.070) 16591 (7.532) 166.29 (7.950) 166.26 (7.957)
Median 160.00 163.00 160.50 165.50 168.00 167.00 167.00 167.00
Q1,Q3 150.0, 164.0 156.0, 173.0 156.0, 164.0 160.0, 170.0 161.0, 172.0 160.0, 171.0 160.0,172.0 160.0,172.0
Missing 0 0 0 1 5 1 7 7
Weight (kg)
n 7 3 10 285 1363 427 2075 2085
Mean (SD) 57.34 (10.951) B5.20(5.897) 65.70(16.393) 62.21(12.613) 64.14 (13.480) 62.84 (10.229) 63.61 (12.774) 63.62 (12.790)
Median 53.50 82.90 63.85 61.00 62.00 62.00 62.00 62.00
Q1,03 48.3,64.0 80.8,91.9 52.0, 80.8 54.0,68.5 55.0,71.0 55.0,69.0 55.0,70.0 55.0,70.0
Missing 0 0 0 0 1 0 1 1
BMI (kg/m"2)
n 7 3 10 284 1358 426 2068 2078
Mean (SD) 22.99(5.337) 31.70(1.321) 25.61 (6.089) 22.73(3.833) 23.01(4.034) 22.79(3.082) 22.93(3.829) 22.94(3.845)
Median 22.84 31.20 2387 2237 2249 22.87 22.54 22.55
Q1,Q3 19.3, 24.1 30.7,33.2 203,31.2 20.2,24.8 20.1,25.2 20.5,24.8 20.2,25.1 20.2,25.1
Missing 0 0 0 1 6 1 8 8
ECOG at Baseline
0 3(42.9) 1(33.3) 4 (40.0) 104 (36.5) 301 (22.1) 143 (33.5) 5458 (26.4) 552(26.5)
1 3(42.9) 2(66.7) 5 (50.0) 179 (62.8) 1063 (77.9)  283(66.3)  1525(73.5)  1530(73.3)
2 1(14.3) 0 1 (10.0) 2(0.7) 0 0 2(0.1) 3(0.1)
Missing 0 0 0 0 0 1(0.2) 1(<0.1) 1 (=0.1)
Disease Stage
I 0 0 0 1(0.4) 1(0.1) 1(02) 3(0.1) 3(0.1)
I 0 0 0 1(0.4) 4(0.3) 8(1.9) 13 (0.6) 13 (0.6)
I 0 0 0 33(11.6) 205 (15.0) T4(17.3) 312(15.0) 312(15.0)
v 7 (100) 3(100) 10 (100) 249 (R7.4) 1100 (80.6) 330 (77.3) 1679 (80.9) 1689 (81.0)
Missing 0 0 0 1(0.4) 54 (4.0) 14 (3.3) 69(3.3) 69 (3.3)

< RP2D/3D: Doses of serplulimab included 0.3 mg/kg/2 week and 1 mg/kg/2 week. = RP2D/3D:
Doses of 3 mg/kg/2 week, 4.5 mg/kg/3 week, 10 mg/kg/2 week, 200 mg/2 week, 300 mg/3 week,
400 mg/4 week and 600 mg/6 week. Total subjects included all the subjects treated at least one
dose with serplulimab; other combination included all other kinds of combinations with serplulimab
except chemotherapy combination with serplulimab. BMI (kg/m2 ) = Weight (kg)/(Height

[cm]/100)2.

Table 47: Pooled Safety Population: Summary of Exposure to Serplulimab

<RP2D/3D >RP2D/3D
Other Chemotherapy Other Total
Monotherapy  Combination Total Monotherapy ~ Combination  Combination Total population
(N=T) (N=3) (N=10) (N=285) (N=1364) (N=427) (N=2076) (N=2086)
Treated subjects 7 3 10 285 1364 427 2076 2086
Duration  of  treatment
(Month)
N 7 3 10 285 1364 427 2076 2086
Mean (SD) 2.05(1.867) 8A47(2.957) 3.97(3.726) 5.73(6.736) 9.34 (9.498) 8.63 (7.851) 870(8.922) 8.68(8.910)
Median 1.41 9.69 3.06 2.79 6.00 6.28 5.55 5.55
Q1,Q3 0.49,3.25 5.09, 10.61 0.95,5.32 0.99,8.28 3.27,12.68 2.10,13.17 245,1245 2431242
Min, Max 00,53 5.1, 10.6 0.0, 10.6 0.0,30.2 0.0,52.7 0.0,34.1 0.0,52.7 0.0,52.7
=3 months 2 (28.6%) 3 (100%) 5 (50.0%) 133 (46.7%) 1043 (76.5%) 294 (68.9%) 1470 (70.8%) 1475 (70.7%)
= 6 months 0 2 (66.7%) 2(20.0%) 90 (31.6%) 682 (50.0%)  220(51.5%) 992 (47.8%) 994 (47.7%)
= 9 months 0 2 (66.7%) 2(20.0%) 66 (23.2%) 464 (34.0%) 162 (37.9%)  692(33.3%) 694 (33.3%)
Number of administrations
N 7 3 10 285 1364 427 2076 2086
Mean (SD) 5.1(3.80) 19.0 (6.08) 9.3(7.92) 10.6 (11.64) 14.0 (13.00) 134 (12.03)  134(12.68) 13.4(12.66)
Median 4.0 22.0 7.0 6.0 9.0 9.0 9.0 9.0
Q1,Q3 20,70 12.0,23.0 3.0,12.0 3.0,12.0 5.0,19.0 4.0,19.0 4.0,19.0 4.0,19.0
Min, Max 1,12 12,23 1,23 1,47 1,73 1,53 1,73 1,73
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Cumulative dose (mg)

Mean (SD)

Median
Q1,Q3

Min, Max

Drug Compliance (%)

7 3 10 285 1364 427 2076 2086
147.49 1551.20 568.60 2631.99 3792.39 3498.33 3572.61 3558.21
(79.566) (411.524) (708.250) (3022.934) (4041.754) (3409.802) (3810.846) (3807.642)
130.00 1733.60 165.00 1400.00 2346.00 2450.00 2250.00 2244.00
1080.00, 126.40, 600.00, 1051.00, 1050.00, 1043.00,
91.00, 173.00 1840.00 1080.00 3600.00  1203.00,5016.00  5096.00 4821.75 4800.00
52.0,303.0 1080.0, 1840.0 52.0,1840.0 135.0,26994.3 129.0,33561.0 135.0,29818.0 129.0,33561.0 52.0,33561.0

7 3 10 285 1364 427 2076 2086
Mean (SD) 100.66 (3.987) 100.00 (0.000) 100.46 (3.271) 99.94 (0.859) 99.92 (0.800) 99.88 (0.678) 99.91 (0.785) 99.91 (0.813)
Median 101.12 100.00 100.00 100.00 100.00 100.00 100.00 100.00
Q1,03 96.11, 104.00 100.00, 100.00 100.00, 104.00 100.00, 100.00 100.00, 100,00 9993, 100.00 100.00, 100.00 100.00, 100.00
Min, Max 94.7, 104.7 100.0, 100.0 94.7,104.7 86.5,102.6 89.2, 109.1 92.9,102.1 86.5, 109.1 86.5,109.1

Relative Dose Intensity (%)

! 7 3 10 285 1364 427 2076 2086
Mean (SD) 99.81 (4.664) 100.00 (0.000) 99.87 (3.809) 98.66(3.563) 97.54 (4.365) 9835(3.559) 97.86(4.130) 97.87(4.130)
Median 101.12 100.00 100.00 100.00 99.75 99.88 99.92 99.93
Q1,Q3 94,69, 104.00 100.00, 100.00 100,00, 101.92 98.25, 100,00 9642, 100.00 98.13, 100.00 9692, 100.00 96.92, 100.00
Min, Max 92.3, 104.7 100.0, 100.0 92.3,104.7 73.7.113.5 67.7, 109.1 70.0, 103.7 67.7,113.5 67.7,113.5

< RP2D/3D: Doses of serplulimab included 0.3 mg/kg/2 week and 1 mg/kg/2 week. =RP2D/3D:
Doses of 3 mg/kg/2 week, 4.5 mg/kg/3 week, 10 mg/kg/2 week, 200 mg/2 week, 300 mg/3 week,
400 mg/4 week and 600 mg/6 week.

Adverse events

Overall safety evaluation plan

HLX10-007-EC301

Safety analyses were based on all treated patients.

Pooled Safety Population

Safety analyses were focused on patients receiving doses relevant to the proposed indication.

Table 48: Grouping Structure of the Pooled Safety Dataset

Dose Category Treatment

<RP2D3D*: Monotherapy

e 0.3 mg/kg Q2W

. 1 mg/kg Q2W Other Combination

> RP2D/3D:

e 3mgkg Q2W Monotherapy

e 45 mgkgQ3W

: éggmrﬁékég\iw Chemotherapy Combination
e 300mg Q3W

: 233 $§ gzg Other Combination

Abbreviations: RP2D/3D = recommended phase II/III dose, Q2W = once every 2 weeks, Q3W =
once every 3 weeks, Q4W = once every 4 weeks, Q6W = once every 6 weeks. a In the < RP2D/3D
group, no subjects received serplulimab in combination with chemotherapy
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Table 49: Summary of Adverse Events (Safety Set, SS) in HLX10-007-EC301

a. Received placebo +

b. Received HLX10 +

c. Subjects with
alternated medication d. Received HLX10 (b

chemotherapy throughout chemotherapy throughout m and ¢ combined) ¢. Total
(N=168) (N=374) (N=8) (N=382) (N=550)
E (%) E n (%) E (%) E (%) E_ (%
Treatment-emergent adverse events 3645 167 (99.4%) 10671 372(99.5%) 395 8 (100%) 11066 380 (99.5%) 14711 547
(TEAEs) @ (99.5%)
TEAEs with Grade >3 %) 282 103 (61.3%) 751 241 (64.4%) 19 6 (75.0%) 770 247 (64.7%) 1052 350
(63.6%)
HLX10/placebo-related TEAEs [} 1084 131 (78.0%) 4396 312 (83.4%) 110 8 (100%) 4506 320 (83.8%) 5590 451
(82.0%)
HLX10/placebo-related TEAEs with 100 47 (28.0%) 321 133 (35.6%) 6 3 (37.5%) 327 136 (35.6%) 427 183
Grade > 3 Bl (33.3%)
Other drug-related TEAEs [
Cisplatin-related 2494 165 (98.2%) 6599 368 (98.4%) 218 8 (100%) 6817 376 (98.4%) 9311 541
(98.4%)
5-FU-related 2559 165 (98.2%) 6890 370 (98.9%) 242 8 (100%) 7132 378 (99.0%) 9691 543
(98.7%)
Any drug-related TEAEs [ 2785 165 (98.2%) 8040 370 (98.9%) 276 8 (100%) 8316 378(99.0%) 11101 543
(98.7%)
Any drug-related TEAEs with Grade >3 201 82 (48.8%) 535 196(524%) 11 6(75.0%) 546  202(52.9%) 747 284
BIE) (51.6%)
Serious TEAEs (TESAES) 100 54(32.1%) 43 146(39.0%) 11 4(500%) 354 150 (39.3%) 454 204
(37.1%)
Grade > 3 TESAEs P 74 43 (25.6%) 212 111 (29.7%) 7 3 (37.5%) 219 114 (29.8%) 293 157
(28.5%)
HLX10/placebo-related TESAEs [*] 32 22 (13.1%) 157 76 (20.3%) 1 1 (12.5%) 158 77(20.2%) 190 99
(18.0%)
HLX10/placebo-related TESAEs with 23 18 (10.7%) 89 53 (14.2%) 0 0 89 53(13.9%) 112 71
Grade > 3 B4 (12.9%)
Other drug-related TESAEs 14
Cisplatin-related 45 29 (17.3%) 184 82 (21.9%) 7 3 (37.5%) 191 85(22.3%) 236 114
(20.7%)
5-FU-related 44 27 (16.1%) 177 81 (21.7%) 7 3 (37.5%) 184 84 (22.0%) 228 111
(20.2%)
Any drug-related TESAEs ¥ 48 30 (17.9%) 225 99 (26.5%) 7 3(37.5%) 232 102 (26.7%) 280 132
(24.0%
Any drug-related TESAEs with Grade = 32 23 (13.7%) 121 70 (18.7%) 3 2(25.0%) 124 T72(18.8%) 156 95
3 (3] (17.3%
TEAES leading to death 22 22 (13.1%) 47 38 (10.2%) 0 0 47 38 (9.9%) 69 60
(10.9%
Drug-related TEAEs leading to death ! 3 3 (1.8%) 20 12 (3.2%) 0 0 20 12(3.1%) 23 15
(2.7%)
HLX10/placebo-related 2 2(1.2%) 19 11 (2.9%) 0 0 19 11 (2.9%) 21 13
(2.4%)
Cisplatin-related 3 3 (1.8%) 1 7(1.9%) 0 0 1 7(18%) 14 10
(1.8%)
5-FU-related 3 3(1.8%) 10 7(1.9%) 0 0 10 7 (1.8%) 13 10
(1.8%)
TEAE: leading to drug interruption 212 80 (47.6%) 717 212 (56.7%) 18 7 (87.5%) 735 219 (57.3%) 947 299
(54.4%
Grade = 3 TEAEs leading to drug 63 38 (22.6%) 194 112 (29.9%) 7 4 (50.0%) 201 116 (30.4%) 264 154
interruption ! (28.0%
HLX10/placebo-related TEAES leading 91 40 (23.8%) 408 135 (36.1%) 3 2(25.0%) 413 137 (35.9%) 504 177
to drug interruption [ (32.2%
HLX10/placebo-related Grade = 3 25 20 (11.9%) 111 64 (17.1%) 1 1 (12.5%) 112 65(17.0%) 137 85
TEAE:s leading to drug interruption B1% (15.5%
HLX10/placebo-related TEAEs leading
to K
HLX10/placebo interruption 83 36(21.4%) 382 129 (34.5%) 5 2 (25.0%) 387 131 (34.3%) 470 167
(30.4%
Cisplatin interruption 67 30 (17.9%) 255 92 (24.6%) 0 0 255 92 (24.1%) 322 122
(22.2%
5-FU interruption 76 35 (20.8%) 309 107 (28.6%) 2 1 (12.5%) 3 108 (28.3%) 387 143
- (26.0%
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TEAEs leading to drug discontinuation

Grade > 3 TEAESs leading to drug
discontinuation !
HLX10/placebo-related TEAEs leading
to drug discontinuation
HLX10/placebo-related Grade = 3
TEAE:s leading to drug discontinuation
B4
HLX10/placebo-related TEAEs leading
to 14

HLX10/placebo discontinuation

Cisplatin discontinuation

5-FU discontinuation

Adverse events of special interest
(AESIs)
Infusion-related reactions (IRRs)
Immune-related adverse events (irAEs)

AESIs with Grade >3 P

IRRs with Grade = 3 I’
irAEs with Grade >3 Il

Serious AESIs

Serious IRRs
Serious irAEs

Serious AESIs with Grade = 3 P
Serious IRRs with Grade = 3 I*)

Serious irAEs with Grade = 3 ¥

TEAEs with an incidence = 1%

Grade = 3 TEAEs with an incidence =
1% [
TESAEs with an incidence = 1%

TESAEs with Grade = 3 and an
incidence > 1% [
HLX10/placebo-related TEAEs with an
incidence = 1% [

HLX 10/placebo-related Grade = 3
TEAEs with an incidence > 1% P11
HLX10/placebo-related TESAEs with
an incidence = 1% ¥
HLX10/placebo-related TESAEs with
Grade = 3 and an incidence > 1% P14
Any drug-related TEAEs with an
incidence > 1% [

Any drug-related Grade > 3 TEAEs with
an incidence = 1% P14

Any drug-related TESAEs with an
incidence > 1% ¥

Any drug-related Grade > 3 TESAEs

with an incidence = 1% P4

60

57

64

45

1016

68

2697

166

30

16

30 (17.9%)

11 (6.5%)
11 (6.5%)

5 (3.0%)

5 (3.0%)
4(2.4%)

7 (4.2%)

33 (19.6%)

3(1.8%)
32 (19.0%)

6 (3.6%)

1 (0.6%)
5 (3.0%)

3 (1.8%)
0

3 (1.8%)

3 (1.8%)
0

3 (1.8%)

166 (98.8%)
92 (54.8%)
38 (22.6%)
31 (18.5%)

126 (75.0%)

34 (20.2%)
11 (6.5%)
9 (5.4%)

163 (97.0%)

74 (44.0%)
17 (10.1%)

12 (7.1%)

111

41

46

23

24

21

397

12
388

61

34

10154

609

206

109

4067

222

74

37

7719

432

129

57

79 (21.1%)

36 (9.6%)
37 (9.9%)

16 (4.3%)

21 (5.6%)
19 (5.1%)

19 (5.1%)

137 (36.6%)

4(1.1%)
137 (36.6%)

34 (9.1%)

0
34 (9.1%)

29 (7.8%)
0

29 (7.8%)

21 (5.6%)
0

21 (5.6%)

372 (99.5%)
218 (58.3%)
104 (27.8%)
68 (18.2%)

305 (81.6%)

100 (26.7%)
40 (10.7%)
26 (7.0%)

369 (98.7%)

169 (45.2%)
65 (17.4%)

39 (10.4%)

14

0
14

5(62.5%)

0
5 (62.5%)

0

0
0

8 (100%)
6(75.0%)
3(37.5%)
1(12.5%)

8 (100%)

3(37.5%)
1(12.5%)
0

8 (100%)

6(75.0%)
3(37.5%)

0

111

41

46

23

24

21

411

12
402

6l

0
61

52

34

10537

624

215

111

4176

228

75

37

7991

442

136

57

79 (20.7%)

36 (9.4%)
37 (9.7%)

16 (4.2%)

21 (5.5%)
19 (5.0%)

19 (5.0%)

142 (37.2%)

4(1.0%)
142 (37.2%)

34 (8.9%)

0
34 (8.9%)

29 (7.6%)
0

29 (7.6%)

21 (5.5%)
0

21 (5.5%)

380 (99.5%)
224 (58.6%)
107 (28.0%)
69 (18.1%)

313 (81.9%)

103 (27.0%)
41(10.7%)
26 (6.8%)

377 (98.7%)

175 (45.8%)
68 (17.8%)

39 (10.2%)

158

57

62

26

31

31

29

471

16
459

69

68

56

38

14045

855

279

156

5192

296

93

608

166

73
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175
(31.8%)
7 (1.3%)

24
(4.4%)

546
(99.3%)
316
(57.5%)
145
(26.4%)
100
(18.2%)
439
(79.8%)

137
(24.9%)

249
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TEAEs with an incidence > 5% 3051

Grade = 3 TEAEs with an incidence > 139
594 3]

TESAEs with an incidence > 5% 12

TESAEs with Grade > 3 and an 4
incidence > 5% B!

HLX10/placebo-related TEAEs withan 825
incidence > 5% [

HLX10/placebo-related Grade > 3 45
TEAESs with an incidence > 5% [314]
HLX10/placebo-related TESAEs with 0
an incidence = 5% [4]

HLX10/placebo-related TESAEs with 0
Grade > 3 and an incidence > 5% P11

Any drug-related TEAEs with an 2408
incidence > 5% [

Any drug-related Grade > 3 TEAEs with 118
an incidence > 5% Pl

Any drug-related TESAEs with an 4
incidence > 5% (!

Any drug-related Grade > 3 TESAEs 0
with an incidence > 5% P14

TEAEs with an incidence > 10% 2752

Grade > 3 TEAEs with an incidence > 120
10% B

TESAEs with an incidence > 10%
TESAEs with Grade > 3 and an
incidence > 10% F!

==

HLX10/placebo-related TEAEs withan 683
incidence = 10% [

HLX10/placebo-related Grade =3 17
TEAEs with an incidence > 10% Pl
HLX10/placebo-related TESAESs with 0
an incidence = 10% 1

HLX10/placebo-related TESAEs with 0
Grade > 3 and an incidence = 10% P14
Any drug-related TEAEs with an 2270

incidence > 10% ¥

Any drug-related Grade = 3 TEAEs with 118
an incidence = 10% FIi¥]

Any drug-related TESAEs with an 0
incidence = 10% ]
Any drug-related Grade > 3 TESAEs 0

with an incidence > 10% FIH

163 (97.0%)

62 (36.9%)

7 (4.2%)
4 (2.4%)
117 (69.6%)
24 (14.3%)

0

0
163 (97.0%)
56 (33.3%)

2 (1.2%)

162 (96.4%)
56 (33.3%)

0
0

103 (61.3%)

17 (10.1%)
0
0

161 (95.8%)

56 (33.3%)
0
0

8881

352

60

20

3236

129

6636

261

40

7796

275

(=N

372 (99.5%)

149 (39.8%)

38 (10.2%)
19 (5.1%)
297 (79.4%)
64 (17.1%)

0

0
367 (98.1%)
121 (32.4%)

25 (6.7%)

369 (98.7%)
132 (35.3%)

0
0

274 (73.3%)

38 (10.2%)
0
0

367 (98.1%)

121 (32.4%)
]
0

348

10

325

oo

96

8 (100%)

5(62.5%)

1 (12.5%)
0

8 (100%)

3 (37.5%)

0

0
8 (100%)
4 (50.0%)

1 (12.5%)

8 (100%)
4 (50.0%)

0
0

8 (1007%)

0
0
0

8 (100%)

4 (50.0%)
0
0

9229

362

61

20

3340

135

6894

268

41

8121

283

2624

42

6303

268

380 (99.5%)

154 (40.3%)

39(10.2%)
19 (5.0%)
305 (79.8%)
67 (17.5%)

0

0
375 (98.2%)
125 (32.7%)

26 (6.8%)

377 (98.7%)
136 (35.6%)

0
0

282 (73.8%)

38 (9.9%)
0
0

375 (98.2%)

125 (32.7%)
0
0

12280 543
(98.7%)
501 216
(39.3%)
73 46
(8.4%)
24 023
(4.2%)
4165 422
(76.7%)
180 91
(16.5%)
0 0
0 0
9302 538
(97.8%)
386 181
(32.9%)
45 28
(5.1%)
0 0
10873 539
(98.0%)
403 192
(34.9%)
0 0
0 0
3307 385
(70.0%)
59 55
(10.0%)
0 0
0 0
8573 536
(97.5%)
386 181
(32.9%)
0 0
0 0

Notes: AEs were coded according to MedDRA 26.1 [1] On April 26, 2020, the IWRS system
administrator received a reminder email regarding the need for unblinding due to an SAE in a
subject and found that a subject randomized to the control group was receiving HLX10 in
combination with chemotherapy. Later, an internal review revealed that in the drug settings of the

IWRS system, subjects in the control group with a weight of 33.3 kg < weight < 66.6 kg were

mistakenly assigned to the HLX10 group. As of April 26, 2020, a total of 51 subjects were enrolled
in this weight group, resulting in some subjects in the control group being mistakenly treated with
HLX10 in combination with chemotherapy. This issue was reported to the Ethics Committee of all
study sites, regulatory authorities, and Independent Data Monitoring Committee (IDMC) in a timely
manner upon discovery. A total of xx subjects finally received both the treatments of the HLX10
group and the control group, therefore, the safety analysis was performed in 5 groups: "a. received
placebo + chemotherapy throughout. b. received HLX10 + chemotherapy throughout. c. subjects
with alternated medication. d. received HLX10 (b and c combined). e. total". [2] Treatment-
emergent adverse event (TEAE) was defined as an AE that occurred or was worsened on or after
the first dose of the study drug (C1D1), till 90 days after the last dose of the study drug or the
start of a new anti-tumor therapy (whichever occurred first). [3] The highest CTCAE grade, defined
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as the highest CTCAE grade of all TEAEs that occurred in one subject, was only used for calculation
for the subject. [4] A drug-related AE was defined as an AE whose relationship to the study drug
was (1 = related, 2 = possibly related, and 5 = unknown) or missing. Data cut-off date: 2023-01-

09

Pooled safety population

A summary of adverse events reported in the pooled safety population is given below.

Table 50: Pooled Safety Population: Summary of Adverse Events

<RP2D/3D > RP2D/3D
Other Chemotherapy Other
Monotherapy Combination Total Monotherapy Combination Combination Total Total population
N=7) (N=3) (N=10) (N=285) (N=1364) (N=427) (N=2076) (N=2086)
All adverse events 7 (100%) 3 (100%) 10 (100%) 272 (95.4%) 1347 (98.8%) 415(97.2%) 2034 (98.0%) 2044 (98.0%)
TEAEs 7 (100%) 3 (100%) 10 (100%) 270 (94.7%) 1342 (98.4%) 415(97.2%) 2027 (97.6%) 2037 (97.7%)
CTCAE Grade = 3 5(71.4%) 2 (66.7%) 7 (70.0%) 127 (44.6%) 1059 (77.6%) 273 (63.9%) 1459 (70.3%) 1466 (70.3%)
Serplulimab-related
TEAEs 6 (85.7%) 3 (100%) 9 (90.0%) 199 (69.8%) 1073 (78.7%) 369 (86.4%) 1641 (79.0%) 1650 (79.1%)
CTCAE Grade = 3 2 (28.6%) 1(33.3%) 3 (30.0%) 58 (20.4%) 496 (36.4%) 159 (37.2%) 713 (34.3%) 716 (34.3%)
Drug-related TEAEs 6 (85.7%) 3 (100%) 9 (90.0%) 206 (72.3%) 1321 (96.8%) 399 (93.4%) 1926 (92.8%) 1935 (92.8%)
CTCAE Grade > 3 2(28.6%) 2 (66.7%) 4 (40.0%) 58 (20.4%) 928 (68.0%) 233 (54.6%) 1219 (58.7%) 1223 (58.6%)
TESAEs 5(71.4%) 0 5 (50.0%) 92 (32.3%) 601 (44.1%) 173 (40.5%) 866 (41.7%) 871 (41.8%)
CTCAE Grade = 3 4(57.1%) 0 4 (40.0%) 74 (26.0%) 500 (36.7%) 145 (34.0%) 719 (34.6%) 723 (34.7%)
Serplulimab-related
TESAEs 2(28.6%) 0 2 (20.0%) 35(12.3%) 298 (21.8%) 96 (22.5%) 429 (20.7%) 431 (20.7%)
CTCAE Grade = 3 1(14.3%) 0 1(10.0%) 30 (10.5%) 229 (16.8%) 77 (18.0%) 336 (16.2%) 337 (16.2%)
TEAEs  leading to
serplulimab
discontinuation 3 (42.9%) 0 3(30.0%) 32(11.2%) 150 (11.0%) 57(13.3%) 239 (11.5%) 242 (11.6%)
CTCAE Grade > 3 3 (42.9%) 0 3(30.0%) 26 (9.1%) 104 (7.6%) 45 (10.5%) 175 (8.4%) 178 (8.5%)
Serplulimab-related 1(14.3%) 0 1 (10.0%) 14 (4.9%) 94 (6.9%) 41 (9.6%) 149 (7.2%) 150 (7.2%)
TEAEs leading to
serplulimab
interruption 5(71.4%) 2 (66.7%) 7(70.0%) 86 (30.2%) 732 (53.7%) 227 (53.2%) 1045 (50.3%) 1052 (50.4%)
CTCAE Grade = 3 3 (42.9%) 0 3 (30.0%) 39 (13.7%) 436 (32.0%) 123 (28.8%) 598 (28.8%) 601 (28.8%)
Serplulimab-related 3 (42.9%) 0 3(30.0%) 54 (18.9%) 433 (31.7%) 161 (37.7%) 648 (31.2%) 651 (31.2%)
TEAEsS leading to death 2 (28.6%) 0 2 (20.0%) 38(13.3%) 155 (11.4%) 51 (11.9%) 244 (11.8%) 246 (11.8%)
CTCAE Grade > 3 2(28.6%) 0 2(20.0%) 38(13.3%) 155 (11.4%) 51 (11.9%) 244 (11.8%) 246 (11.8%)
Serplulimab-related 1(14.3%) 0 1(10.0%) 9(3.2%) 28 (2.1%) 12 (2.8%) 49 (2.4%) 50 (2.4%)
All serious adverse events 5(71.4%) 0 5(50.0%) 92 (32.3%) 603 (44.2%) 174 (40.7%) 869 (41.9%) 874 (41.9%)
AESIs 1(14.3%) 3 (100%) 4 (40.0%) 93 (32.6%) 487 (35.7%) 151 (35.4%) 731 (35.2%) 735 (35.2%)
CTCAE Grade = 3 0 1(33.3%) 1(10.0%) 24 (8.4%) 127 (9.3%) 38 (8.9%) 189 (9.1%) 190 (9.1%)
IRRs 0 0 0 3(1.1%) 25 (1.8%) 7 (1.6%) 35 (1.7%) 35 (1.7%)
CTCAE Grade > 3 0 0 0 0 5(0.4%) 0 5(0.2%) 5(0.2%)
IrAEs 1 (14.3%) 3 (100%) 4 (40.0%) Y1 (31.9%) 73 (34.7%) 146 (34.2%) 710 (34.2%) 714 (34.2%)
CTCAE Grade >3 0 1 (33.3%) 1 (10.0%) 24 (8.4%) 122 (8.9%) 38 (8.9%) 184 (8.9%) 185 (8.9%)

CTCAE: Common Terminology Criteria for Adverse Events. < RP2D/3D: Doses of serplulimab
included 0.3 mg/kg/2 week and 1 mg/kg/2 week. = RP2D/3D: Doses of 3 mg/kg/2 week, 4.5

mg/kg/3 week, 10 mg/kg/2 week, 200 mg/2 week, 300 mg/3 week, 400 mg/4 week and 600 mg/6
week. Total patients included all the patients treated at least one dose with serplulimab; other
combinations included all other kinds of combinations with serplulimab except chemotherapy
combination with serplulimab. Percentage was based on the safety population as denominator.
TEAEs were AEs that developed or worsened during the on-treatment period. CTCAE 4.03 version
was used in HLX10-001, HLX10HLX04-001 and HLX10-007-EC301, CTCAE 5.0 version was used in
other studies.

Treatment emergent adverse events (TEAEs) — Pivotal trial (ASTRUM-007)
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Table 51: HLX10-007-EC301: Summary of TEAEs with Incidence = 10% in Any Group by

SOC and PT (SS)

a. Received placebo +

b. Received serplulimab + c. Subjects with alternated d.

Received serplulimab (b

System organ class (SOC) chemotherapy throughout chemotherapy throughout medication and ¢ combined) e. Total
Preferred term (PT) (N=168) (N=374) (N=8) (N=382) (N=550)

E n (%) E n (%) E n (%) E n (%) E n (%)

TEAESs with an incidence > 10% 2752 162 (96.4%) 7796 369 (98.7%) 325 8 (100%) 8121 377 (98.7%) 10873 539 (98.0%)

[

Investigations 1129 137 (81.5%) 3109 326 (87.2%) 117 8 (100%) 3226 334 (87.4%) 4355 471 (85.6%)
White blood cell count decreased 398 103 (61.3%) 1029 222 (59.4%) 38 5(62.5%) 1067 227 (59.4%) 1465 330 (60.0%)
Neutrophil count decreased 363 90 (53.6%) 906 212 (56.7%) 34 6 (75.0%) 940 218 (57.1%) 1303 308 (56.0%)
Platelet count decreased 166 69 (41.1%) 512 171 (45.7%) 20 5(62.5%) 532 176 (46.1%) 698 245 (44.5%)
Weight decreased 75 50 (29.8%) 192 127 (34.0%) 3 2(25.0%) 195 129 (33.8%) 270 179 (32.5%)
Blood creatinine increased 35 22 (13.1%) 147 65 (17.4%) 1 1(12.5%) 148 66 (17.3%) 183 88 (16.0%)
Aspartate aminotransferase 20 13 (7.7%) 88 59 (15.8%) 6 3(37.5%) 94 62 (16.2%) 114 75 (13.6%)

increased
Lymphocyte count decreased 54 17 (10.1%) 162 46 (12.3%) 10 2(25.0%) 172 48 (12.6%) 226 65 (11.8%)
Alanine aminotransferase 18 11 (6.5%) 73 47 (12.6%) 5 3(37.5%) 78 50 (13.1%) 96 61 (11.1%)

increased

Blood and lymphatic system 324 134 (79.8%) 812 316 (84.3%) 25 7 (87.5%) 837 323 (84.6%) 1161 457 (83.1%)

disorders
Anaemia 324 134 (79.8%) 812 316 (84.5%) 25 7 (87.5%) 837 323 (84.6%) 1161 457 (83.1%)

Gastrointestinal disorders 664 128 (76.2%) 1572 308 (82.4%) 50 8 (100%) 1622 316 (82.7%) 2286 444 (80.7%)
Nausea 358 108 (64.3%) 878 245 (65.5%) 30 6 (75.0%) 908 251 (65.7%) 1266 359 (65.3%)
Vomiting 214 75 (44.6%) 444 169 (45.2%) 11 5 (62.5%) 455 174 (45.5%) 669 249 (45.3%)
Constipation 62 39 (23.2%) 167 111 (29.7%) 7 3 (37.5%) 174 114 (29.8%) 236 153 (27.8%)
Diarrhoea 30 23 (13.7%) 83 55 (14.7%) 2 2 (25.0%) 85 57 (14.9%) 115 80 (14.5%)

Metabolism and nutrition 435 118 (70.2%) 1656 303 (81.0%) 80 6 (75.0%) 1736 309 (80.9%) 2171 427 (77.6%)

disorders
Decreased appetite 147 67 (39.9%) 458 167 (44.7%) 33 5(62.5%) 491 172 (45.0%) 638 239 (43.5%)
Hyponatraemia 75 46 (27.4%) 250 127 (34.0%) 10 4 (50.0%) 260 131 (34.3%) 335 177 (32.2%)
Hypoalbuminaemia 77 40 (23.8%) 282 127 (34.0%) 18 4 (50.0%) 300 131 (34.3%) 377 171 (31.1%)
Hypokalaemia 48 29 (17.3%) 176 85 (22.7%) 9 2 (25.0%) 185 87 (22.8%) 233 116 (21.1%)
Hypercholesterolacmia 18 13 (7.7%) 124 49 (13.1%) 2 1 (12.5%) 126 50 (13.1%) 144 63 (11.5%)
Hyperglycaemia 19 13 (7.7%) 103 44 (11.8%) 8 2 (25.0%) 111 46 (12.0%) 130 59 (10.7%)

E n (%) E n (%) E n (%) E n (%) E n (%)

Hypomagnesaemia 23 15 (8.9%) 97 42 (11.2%) 0 0 97 42 (11.0%) 120 57 (10.4%)
Hyperuricaemia 20 12 (7.1%) 107 43 (11.5%) 0 0 107 43 (11.3%) 127 55 (10.0%)
Hypocalcaemia 8 7 (4.2%) 59 38 (10.2%) 0 0 59 38 (9.9%) 67 45 (8.2%)

General disorders and 134 70 (41.7%) 370 157 (42.0%) 37 5(62.5%) 407 162 (42.4%) 541 232 (42.2%)
administration site conditions

Asthenia 90 58 (34.5%) 272 127 (34.0%) 35 5(62.5%) 307 132 (34.6%) 397 190 (34.5%)
Pyrexia 44 20 (11.9%) 98 53 (14.2%) 2 1(12.5%) 100 54 (14.1%) 144 74 (13.5%)

Endocrine disorders 18 14 (8.3%) 116 71 (19.0%) 4 3(37.5%) 120 74 (19.4%) 138 88 (16.0%)
Hypothyroidism 18 14 (8.3%) 116 71 (19.0%) 4 3(37.5%) 120 74 (19.4%) 138 88 (16.0%)

Renal and urinary disorders 22 13 (7.7%) 109 63 (16.8%) 6 2(25.0%) 115 65 (17.0%) 137 78 (14.2%)
Proteinuria 22 13 (7.7%) 109 63 (16.8%) 6 2(25.0%) 115 65 (17.0%) 137 78 (14.2%)

Respiratory, thoracic and 26 20 (11.9%) 52 41 (11.0%) 6 2 (25.0%) 58 43 (11.3%) 84 63 (11.5%)

mediastinal disorders

Cough 26 20 (11.9%) 52 41 (11.0%) 6 2 (25.0%) 58 43 (11.3%) 84 63 (11.5%)

Notes: AEs were coded according to MedDRA 26.1 [1] TEAE was defined as an AE that occurred or
was worsened on or after the first dose of the study drug (C1D1), till 90 days after the last dose of

the study drug or the start of a new anti-tumor therapy (whichever occurred first). Data cut-off

date: 2023-01-09
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Table 52: Summary of HLX10/Placebo-related TEAEs with an Incidence = 10% by SOC
and PT (SS) in ASTRUM-007

a. Received b. Received
placebo + HLX10 + c. Subjects with d. Received
System organ class ~ chemotherapy chemotherapy alternated HLX10 (band c
(SOC) throughout throughout medication combined) e. Total
Preferred term (PT) (N=168) (N=374) (N=8) (N=382) (N=550)
E n (%) E n (%) E n (%) E n (%) E n (%)
HLX10/placebo- 683 103 2528 274 96 8 (100%) 2624 282 3307 385
related TEAEs with an (61.3%) (73.3%) (73.8%) (70.0%)
incidence > 10% [112]
Investigations 330 53(31.5%) 1334 185 54 4(50.0%) 1388 189 1718 242
(49.5%) (49.5%) (44.0%)
White blood cell 133 34 (20.2%) 494 114 22 4(50.0%) 516 118 649 152
count decreased (30.5%) (30.9%) (27.6%)
Neutrophil count 114 29(17.3%) 414 111 18 4 (50.0%) 432 115 546 144
decreased (29.7%) (30.1%) (26.2%)
Platelet count 63 25(14.9%) 283 97(25.9%) 13 3(37.5%) 296 100 359 125
decreased (26.2%) (22.7%)
Blood creatinine 13 10(6.0%) 87 41(11.0%) 1 1(12.5%) 88 42 (11.0%) 101 52 (9.5%)
increased
Aspartate 7 6(3.6%) 56 38(10.2%) 0 0 56  38(9.9%) 63 44 (8.0%)
aminotransferase
increased
Blood and lymphatic 113 50 (29.8%) 336 148 6  3(37.5%) 342 151 455 201
system disorders (39.6%) (39.5%) (36.5%)
Anaemia 113 50(29.8%) 336 148 6  3(37.5%) 342 151 455 201
(39.6%) (39.5%) (36.5%)
Gastrointestinal 126 37 (22.0%) 392 105 2 2(25.0%) 394 107 520 144
disorders (28.1%) (28.0%) (26.2%)
Nausea 79 34(20.2%) 242 91 (24.3%) 2 2(25.0%) 244 93 (24.3%) 323 127
(23.1%)
Vomiting 47 20(11.9%) 150 62 (16.6%) 0 0 150 62 (16.2%) 197 82 (14.9%)
General disordersand 44 29 (17.3%) 146 77 (20.6%) 20 4(50.0%) 166 81 (21.2%) 210 110
administration site (20.0%)
conditions
Asthenia 44 29(17.3%) 146 77 (20.6%) 20 4(50.0%) 166 81 (21.2%) 210 110
(20.0%)
Metabolism and 37 24 (14.3%) 137 63(16.8%) 4 2(25.0%) 141 65(17.0%) 178 89 (16.2%)
nutrition disorders
Decreased appetite 37 24 (14.3%) 137 63(16.8%) 4 2(25.0%) 141 65(17.0%) 178 89 (16.2%)
Endocrine disorders 18 14 (8.3%) 109 66 (17.6%) 4 3(37.5%) 113 69 (18.1%) 131 83 (15.1%)
Hypothyroidism 18 14 (8.3%) 109 66 (17.6%) 4 3(37.5%) 113 69 (18.1%) 131 83 (15.1%)
Renal and urinary 15 8(4.8%) 74 43(11.5%) 6 2(25.0%) 80 45(11.8%) 95 53 (9.6%)
disorders
Proteinuria 15 8(48%) 74 43(11.5%) 6 2(250%) 80 45(11.8%) 95 53 (9.6%)

Notes: AEs were coded according to MedDRA 26.1 [1] Treatment-emergent adverse event (TEAE)
was defined as an AE that occurred or was worsened on or after the first dose of the study drug
(C1D1), till 90 days after the last dose of the study drug or the start of a new anti-tumor therapy
(whichever occurred first). [2] A drug-related AE was defined as an AE whose relationship to
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HLX10/placebo was (1 = related, 2 = possibly related, and 5 = unknown) or missing. Data cut-off

date: 2023-01-09

Adverse Events of Special Interest

AESIs included infusion-related reactions (IRRs) and immune-related adverse events (irAEs).

Table 53: Summary of irAEs by SOC and PT (SS)

a. Received b. Received
placebo + HLX10 + c. Subjects with d. Received
System organ class ~ chemotherapy  chemotherapy alternated HLX10 (band ¢
(SOC) throughout throughout medication combined) e. Total
Preferred term (PT) (N=168) (N=374) (N=8) (N=382) (N=550)
E n (%) E n (%) E n (%) E n (%) E n (%)
Immune-related 57 32(19.0%) 388 137 14  5(62.5%) 402 142 459 174
adverse events (irAEs) (36.6%) (37.2%) (31.6%)

Endocrine disorders 12 9(5.4%)
Hypothyroidism 6 5 (3.0%)
Hyperthyroidism 4 4(2.4%)
Immune-mediated 1 1 (0.6%)

hypothyroidism
Immune-mediated 0 0
adrenal insufficiency

Thyroid disorder 0 0

Hypopituitarism 0 0

Immune-mediated 0 0
hyperthyroidism

Immune-mediated 0 0
hypophysitis

Autoimmune 0 0
thyroiditis

Euthyroid sick 1 1 (0.6%)
syndrome

Immune-mediated 0 0
thyroiditis

Secondary 0 0
adrenocortical
msufficiency

104 66 (17.6%)
65 40 (10.7%)
21 16 (4.3%)

3 3(0.8%)
3 3(0.8%)
3 3(0.8%)
2 2(0.5%)
2 2(0.5%)
2 2(0.5%)
1 1(0.3%)
0 0

1 1(0.3%)
1 1(0.3%)

7 4(50.0%)
3 2(25.0%)
4 2(25.0%)
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0

111 70 (18.3%)
68 42 (11.0%)
25 18 (4.7%)

3 3(0.8%)
3 3(0.8%)
3 3(0.8%)
2 2(0.5%)
2 2(0.5%)
2 2(0.5%)
1 1(0.3%)
0 0

1 1(0.3%)
1 1(0.3%)

123 79 (14.4%)
74 47 (8.5%)
29 22(4.0%)

4 4(0.7%)
3 3(0.5%)
3 3(0.5%)
2 2(0.4%)
2 2(0.4%)
2 2(0.4%)
1 1(0.2%)
1 1(0.2%)
1 1(0.2%)
1 1(0.2%)
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Investigations

Blood creatinine
increased

Alanine
aminotransferase
increased

Aspartate
aminotransferase
increased

Amylase increased

Protein urine present

Bilirubin conjugated
increased

Neutrophil count
decreased

Platelet count
decreased

Blood thyroid
stimulating hormone
increased

Blood urea increased

Glucose urine present

Lipase increased

Thyroxine free
increased

White blood cell
count decreased

Albumin urine
present

Angiotensin
converting enzyme
increased

Bile acids increased

Blood alkaline
phosphatase increased

Blood bilirubin
increased

Blood creatine
phosphokinase MB
increased

Blood creatine
phosphokinase
increased

10 (6.0%)
3 (1.8%)

1(0.6%)

1 (0.6%)

1 (0.6%)
1 (0.6%)

1 (0.6%)

1 (0.6%)
0

0
1 (0.6%)

0

106 36 (9.6%)

14

12

rJ

SN

8 (2.1%)

7 (1.9%)

6 (1.6%)

4(1.1%)
4(1.1%)
4(1.1%)
3 (0.8%)
4(1.1%)
3 (0.8%)
2 (0.5%)
1 (0.3%)

1 (0.3%)
2 (0.5%)

2 (0.5%)
0
1(0.3%)
1(0.3%)
1(0.3%)
1(0.3%)

1 (0.3%)

1 (0.3%)

3

o oo

2 (25.0%)
1 (12.5%)

0

0
0
0

1 (12.5%)

109 38 (9.9%)

15

12

9 (2.4%)

7 (1.8%)

6 (1.6%)

4 (1.0%)
4 (1.0%)
4 (1.0%)
4 (1.0%)
4 (1.0%)
3 (0.8%)
2 (0.5%)
1 (0.3%)

1 (0.3%)
2 (0.5%)

2 (0.5%)
0
1(0.3%)
1(0.3%)
1(0.3%)
1(0.3%)

1 (0.3%)

1 (0.3%)

125 48 (8.7%)

20

13

= o5

s

LN

12 (2.2%)

8 (1.5%)

7 (1.3%)

5 (0.9%)
5 (0.9%)
4(0.7%)
4(0.7%)
4(0.7%)
3 (0.5%)
2 (0.4%)
2 (0.4%)

2 (0.4%)
2 (0.4%)

2 (0.4%)
1(0.2%)
1(0.2%)
1 (0.2%)
1(0.2%)
1(0.2%)

1 (0.2%)

1 (0.2%)
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Blood thyroid 1 1(0.6%) 0 0 0 0 0 0 1 1 (0.2%)
stimulating hormone

decreased
Cardiac functiontest 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
abnormal
Gamma- 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
glutamyltransferase
increased
Glomerular filtration 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
rate decreased
Myocardial necrosis 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
marker increased
Myoglobin blood 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
increased
Thyroxine increased 1 1(0.6%) 0 0 0 0 0 0 1 1(0.2%)
Tri-iodothyronine 0 0 2 1 (0.3%) 0 0 2 1 (0.3%) 2 1(0.2%)
free decreased
Tri-iodothyronine 1 1(0.6%) 0 0 0 0 0 0 1 1(0.2%)
increased
Troponin T increased 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
Urinary occult blood 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
positive
Weight decreased 0 0 2 1 (0.3%) 0 0 2 1 (0.3%) 2 1 (0.2%)
Skin and subcutaneous 7 5(3.0%) 57 31(83%) 0 0 57 31(8.1%) 64 36(6.5%)
tissue disorders
Rash 4 4(24%) 28 18(4.8%) 0O 0 28 18(4.7%) 32 22 (4.0%)
Pruritus 1 1(0.6%) 10 8(2.1%) 0 0 10 8(2.1%) 11  9(1.6%)
Immune-mediated 1 1(0.6%) 7 3 (0.8%) 0 0 7 3 (0.8%) 8 4 (0.7%)
dermatitis
Vitiligo 1 1 (0.6%) 2 2 (0.5%) 0 0 2 2 (0.5%) 3 3 (0.5%)
Rash maculo-papular 0 0 3 2(0.5%) 0 0 3 2(0.5%) 3 2 (0.4%)
Dermatitis 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Drug eruption 0 0 3 1 (0.3%) 0 0 3 1 (0.3%) 3 1(0.2%)
Dry skin 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Psorasis 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Skin 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
hypopigmentation
Renal and urinary 8 5(3.0%) 18 14(3.7%) 4 1(12.5%) 22 15(3.9%) 30 20 (3.6%)
disorders
Proteinuria 3 2(12%) 13 9(24%) 4 1(12.5%) 17 10(2.6%) 20 12(2.2%)
Immune-mediated 1 1(0.6%) 2 2 (0.5%) 0 0 2 2 (0.5%) 3 3 (0.5%)
renal disorder
Nephropathy toxic 2 1 (0.6%) 1 1 (0.3%) 0 0 1 1 (0.3%) 3 2 (0.4%)
Immune-mediated 2 1(0.6%) 0 0 0 0 0 0 2 1(0.2%)
nephritis
Renal impairment 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Renal injury 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
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Respiratory, thoracic
and mediastinal
disorders
Immune-mediated
lung disease
Respiratory disorder

Gastrointestinal
disorders
Diarrhoea
Nausea
Abdominal
discomfort
Immune-mediated
enterocolitis
Abdominal pain
Dry mouth
Mouth ulceration
Pancreatitis
Upper
gastrointestinal
haemorrhage

Cardiac disorders
Supraventricular

extrasystoles
Immune-mediated

myocarditis

Atrial fibrillation
Myocardial injury
Atrial tachycardia
Sinus bradycardia
Sinus tachycardia
Ventricular
extrasystoles

Metabolism and

nutrition disorders
Decreased appetite
Hyperglycaemia
Glucose tolerance

impaired
Hyperuricaemia
Hypophosphataemia

General disorders and
administration site
conditions

Asthenia

Pyrexia

O —

oo oo o

cCoo oo —

[

2 (1.2%)

2 (1.2%)
0

1 (0.6%)

1 (0.6%)

0
0

=]

cocoo o

2 (1.2%)
1 (0.6%)

1 (0.6%)

1 (0.6%)

cCCocooo

4(2.4%)
2 (1.2%)
1 (0.6%)
1 (0.6%)

0
0

1 (0.6%)

1 (0.6%)
0

23

22

22

Lh

P = = Lh =

12

h Lh

(F5]

16 (4.3%)

16 (4.3%)
1 (0.3%)
13 (3.5%)

3 (0.8%)
3 (0.8%)
2 (0.5%)

2 (0.5%)

1 (0.3%)
1 (0.3%)
1 (0.3%)
1(0.3%)
1 (0.3%)

10 (2.7%)
3 (0.8%)

2 (0.5%)

1 (0.3%)
2 (0.5%)
1(0.3%)
1(0.3%)
1(0.3%)
1 (0.3%)

6 (1.6%)

2 (0.5%)

2 (0.5%)
0

1 (0.3%)
1 (0.3%)

6 (1.6%)

3 (0.8%)
3 (0.8%)

cocoo o =1 oo o

o o

cCCocoooo

oo o

oo

oo cooo o

oo ooOo o

oo o

23

22

B = el = Lh

12

Lh

16 (4.2%)

16 (4.2%)
1 (0.3%)
13 (3.4%)

3 (0.8%)
3 (0.8%)
2 (0.5%)

2 (0.5%)

1 (0.3%)
1 (0.3%)
1 (0.3%)
1 (0.3%)
1 (0.3%)

10 (2.6%)
3 (0.8%)

2 (0.5%)

1 (0.3%)
2 (0.5%)
1(0.3%)
1 (0.3%)
1(0.3%)
1 (0.3%)

6 (1.6%)

2 (0.5%)

2 (0.5%)
0

1 (0.3%)
1 (0.3%)

6 (1.6%)

3 (0.8%)
3 (0.8%)

25

24

1

23

L F SV e

—_—— b D =

24
5

b = = Lh D

b

18 (3.3%)

18 (3.3%)
1 (0.2%)
14 (2.5%)

4(0.7%)
3 (0.5%)
2 (0.4%)

2 (0.4%)

1(0.2%)
1 (0.2%)
1 (0.2%)
1(0.2%)
1(0.2%)

12 (2.2%)
4(0.7%)

3 (0.5%)

2 (0.4%)
2(0.4%)
1(0.2%)
1(0.2%)
1(0.2%)
1 (0.2%)

10 (1.8%)
4(0.7%)
3(0.5%)
1 (0.2%)

1(0.2%)
1(0.2%)

7(1.3%)

4(0.7%)
3(0.5%)
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Infections and 2 1 (0.6%) 7 5 (1.3%) 0 0 7 5 (1.3%) 9 6(1.1%)
infestations
Pneumonia 2 1 (0.6%) 4 3 (0.8%) 0 0 4 3 (0.8%) 6 4 (0.7%)
Herpes zoster 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
Septic shock 0 0 2 1 (0.3%) 0 0 2 1 (0.3%) 2 1 (0.2%)
Musculoskeletal and 0 0 4 4(1.1%) 0 0 4 4(1.0%) 4 4 (0.7%)
connective tissue
disorders
Arthritis 0 0 1 1(0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Immune-mediated 0 0 1 1(0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
arthritis
Muscular weakness 0 0 1 1(0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
Rhabdomyolysis 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
Blood and lymphatic 0 0 4 3 (0.8%) 0 0 4 3 (0.8%) 4 3 (0.5%)
system disorders
Anaemia 0 0 4 3 (0.8%) 0 0 4 3 (0.8%) 4 3 (0.5%)
Hepatobiliary 0 0 2 2 (0.5%) 0 0 2 2 (0.5%) 2 2 (0.4%)
disorders
Hepatic function 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1(0.2%)
abnormal
Immune-mediated 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
hepatitis
Immune system 1 1(0.6%) 0 0 0 0 0 0 1 1 (0.2%)
disorders
Reactive capillary 1 1(0.6%) 0 0 0 0 0 0 1 1 (0.2%)
endothelial
proliferation
Nervous system 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
disorders
Immune-mediated 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
neuropathy
Vascular disorders 0 0 1 1(0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
Hypotension 0 0 1 1 (0.3%) 0 0 1 1 (0.3%) 1 1 (0.2%)
Notes: AEs were coded according to MedDRA 26.1 Data cut-off date: 2023-01-09
Infusion-related Reactions (IRRs)
Table 54 - Summary of Grade =3 IRRS by SOC and PT (SS)
a. Received b. Received
placebo + HLX10 + . Subjects with d. Received
Systemn organ class chemotherapy chemotherapy alternated HLX10 (b and ¢
(S0C) throughout throughout medication combined) e. Total
Preferred term (PT) (MN=168) (N=374) (N=8) (N=382) [(N=550)
E n (%) E n (%) E n (%) E n (%) E n (%)
IRRs with Grade = 3 1 1 (0.6%) 0 0 0 0 0 0 1 1(0.2%)
General disorders and 1 1 (0.6%) 0 0 0 0 0 0 1 1 00.2%)
administration site
conditions
Pyrexia 1 1 (0.6%5) 0 0 0 0 0 0 1 1 (0.2%)

Notes: AEs were coded according to MedDREA 26.1
Data cut-off date: 2023-01-09

Adverse drug reactions
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The MAH has updated

section 4.8 of the SmPC to include the population of ESCC into the pooled

data, which includes the small cell lung cancer (ES-SCLC) (EMEA/H/C/006170), non-small cell lung
cancer (NSCLC) (EMA/VR/0000282407) and ESCC indication (EMA/VR/0000284402). Therefore,

the changes included

in section 4.8 of the current procedure represent the most updated safety

pool and a consolidated version.

Table 55 - Adverse reactions reported in clinical trial and in post marketing experience
are listed by system organ class and frequency in patients treated with serplulimab*

Serplulimab in combination with chemotherapy

Infections and infest

ations

Very common

pneumonia 2

Common

urinary tract infection ®, respiratory tract infection ¢, skin infection

Uncommon

septic shock, gastrointestinal infection, meningoencephalitis herpetic

Blood and lymphatic

system disorders

Very common

neutropenia, leukopenia, anaemia, thrombocytopenia, lymphopenia

Common

coagulation function test abnormal ¢, granulocytopenia, febrile neutropenia

Uncommon

lymphadenitis

Immune system disorders

Uncommon

infusion-related reaction ¢, anaphylactic reaction

Endocrine disorders

Very common

hypothyroidism f, hyperthyroidism 9, hyperglycaemia or diabetes mellitus "

Common

thyroiditis |, adrenal insufficiency

Uncommon

other thyroid disorder ¥, hyperadrenocorticism, hypophysitis, thyroid
function test abnormal !, hypoparathyroidism

Metabolism and nutrition disorders

Very common

hyperlipidaemia, decreased appetite, hypoproteinaemia, hyperuricaemia,
electrolyte imbalance ™, weight decreased

Common

hypoglycaemia, lipoprotein abnormal

Psychiatric disorders

Very common

insomnia

Nervous system disorders

Common

paraesthesia, headache, dizziness, neuropathy peripheral ", vertigo

Uncommon

immune-mediated encephalitis °, neurotoxicity, motor dysfunction,
cerebral infarction, taste disorder, memory impairment

Eye disorders
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Uncommon

vision blurred, keratitis, conjunctivitis

Cardiac disorders

Very common

arrhythmia P

Common sinus tachycardia, conduction defects 9, sinus bradycardia, cardiac failure ",
troponin increased
Uncommon cardiomyopathy, myocardial ischaemia, pericardial effusion, myocardial

injury, myocarditis

Vascular disorders

Common

hypertension, vasculitis, hypotension,

Respiratory, thoracic and mediastinal disorders

Very common

cough

Common

pneumonitis ¢, dyspnoea, chest pain, dysphonia, pulmonary embolism

Gastrointestinal diso

rders

Very common

nausea, constipation, diarrhoea, vomiting

Common dysphagia, abdominal pain, flatulence, gastrointestinal disorder ¢,
stomatitis, dyspepsia, dry mouth
Uncommon enteritis Y, gastritis, immune-mediated pancreatitis, gingival bleeding,

oesophagitis, gastric ulcer

Hepatobiliary disorders

Very common

alanine aminotransferase increased, aspartate aminotransferase increased,
gamma-glutamyltransferase increased

Common

hyperbilirubinaemia, liver injury v

Skin and subcutaneous tissue disorders

Very common

rash %, alopecia

Common

pruritus, dermatitis X, pigmentation disorder

Uncommon

psoriasis, dry skin, hyperhidrosis

Musculoskeletal and

connective tissue disorders

Very common

musculoskeletal pain

Uncommon

myositis Y, arthritis

Renal and urinary disorders

Very common

protein urine present, blood creatinine increased

Common

blood urea increased, haematuria, renal injury 2

General disorders and administration site conditions
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Very common pyrexia, asthenia

Common malaise, oedema

Uncommon chills

Investigations

Common blood alkaline phosphatase increased, myoglobin blood increased, blood
creatine phosphokinase increased, amylase increased, lipase increased

* Adverse reaction frequencies presented in Table 2 may not be fully attributable to serplulimab
alone but may contain contributions from the underlying disease or from other medicinal products
used in a combination.

The following terms represent a group of related events that describe a medical condition rather
than a single event:

Includes pneumonia, lung abscess.
Includes urinary tract infection, asymptomatic bacteriuria, white blood cells urine positive.

Includes upper respiratory tract infection, pharyngotonsillitis, tonsillitis, influenza-like illness, lower
respiratory tract infection.

Includes activated partial thromboplastin time prolonged, activated partial thromboplastin time,
activated partial thromboplastin time shortened, international normalised ratio decreased,
prothrombin level increased, coagulopathy, hypercoagulation.

Includes drug hypersensitivity, infusion-related reaction.

Includes hypothyroidism, blood thyroid stimulating hormone increased, thyroxine free decreased,
thyroxine decreased, central hypothyroidism, tri-iodothyronine decreased, tri-iodothyronine free
decreased.

Includes hyperthyroidism, blood thyroid stimulating hormone decreased, thyroxine increased, tri-
iodothyronine increased, tri-iodothyronine free increased, thyroxine free increased.

Includes hyperglycaemia, diabetes mellitus, blood glucose increased, impaired fasting glucose,
diabetic ketoacidosis, blood ketone body increased, glucose tolerance impaired, ketoacidosis,
glycosuria.

Includes thyroid disorder, thyroiditis.

Includes adrenal insufficiency, cortisol decreased.

Includes euthyroid sick syndrome, ultrasound thyroid abnormal.
Includes anti-thyroid antibody positive, thyroglobulin increased.

Includes hyponatraemia, hypocalcaemia, hypokalaemia, hypomagnesaemia, hypophosphataemia,
hypochloraemia, hyperphosphataemia, hyperkalaemia, hypermagnesaemia, hypercalcaemia.

Includes neuropathy peripheral, peripheral sensorimotor neuropathy, immune-mediated
neuropathy.

Includes immunemediated encephalitis, encephalitis autoimmune.
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Includes supraventricular extrasystoles, supraventricular tachycardia, arrhythmia, ventricular
extrasystoles, arrhythmia supraventricular, atrial fibrillation, atrial tachycardia, bradyarrhythmia,
early repolarisation syndrome, ventricular arrhythmia, palpitations, electrocardiogram abnormal.

Includes atrioventricular block first degree, bundle branch block right, atrial conduction time
prolongation, bundle branch block left, defect conduction intraventricular.

Includes cardiac failure, cardiac failure acute, left ventricular failure, N terminal prohormone brain
natriuretic peptide increased.

Includes immune-mediated lung disease, pneumonitis, interstitial lung disease.

Includes acquired trachea-oesophageal fistula, gastrointestinal haemorrhage, gastrointestinal
disorder, intestinal obstruction.

Includes enteritis, enteritis infectious, immune-mediated enterocolitis **.

Includes hepatic function abnormal, drug-induced liver injury, liver injury, immune-mediated
hepatitis, immune-mediated hepatic disorder **, hepatic failure **.

Includes rash, rash maculo-papular, eczema, drug eruption, erythema, skin toxicity, palmar-
plantar erythrodysaesthesia syndrome.

Includes autoimmune dermatitis, dermatitis, dermatitis allergic, dermatitis bullous, seborrhoeic
dermatitis.

Includes myositis **, immune-mediated myositis.

Includes acute kidney injury, renal failure, renal impairment, renal injury, chronic kidney disease,
creatinine renal clearance decreased, immune-mediated nephritis.

** Post-marketing event.

Analysis of AESI by SOC and PT

Immune-related TEAEs

A total of 714 (34.2%) subjects experienced at least one irAE.

Among the subjects who experienced irAEs, 154 (7.4%) subjects received high dose
corticosteroids.

Infusion-related Reactions

IRRs were reported in 35 (1.7%) subjects. Most of the events were Grade 1 or Grade 2 in severity.
Five (0.2%) subjects experienced Grade = 3 IRRs.

Analysis of AESI by SMQ and PT
Immune-related TEAEs
Immune-mediated lung disease

Immune-mediated lung disease occurred in 4.9% of subjects, including Grade 3, 4 or 5in 1.2%,
0.2%, and 0.3% of subjects, respectively. 2.5% of subjects received high-dose corticosteroid
treatment. Immune-mediated lung disease led to discontinuation in 1.3% of subjects. The median
time to onset was 4.40 months (range: 0.03 34.53 months). The median duration was 1.76
months (range: 0.10 13.34 months). 2.5% of patients received high dose corticosteroid treatment.
Immune related lung disease led to discontinuation in 1.3% of patients.
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Immune-mediated Colitis

Immune-mediated colitis occurred in 2.0% of subjects, including Grade 3 in 0.6% of subjects and
Grade 5 in < 0.1% of subjects. 0.7% of subjects received high-dose corticosteroid treatment. Immune-

mediated colitis led to discontinuation in 0.2% of subjects. The median time to onset was 3.35

months (range: 0.03 30.55 months). The median duration was 0.43 months (range: 0.03 8.94
months). 0.7% of patients received high dose corticosteroid treatment. Immune related colitis led
to discontinuation in 0.2% of patients.

Immune-mediated Hepatitis

Hepatitis occurred in 0.8% of subjects, including Grade 3 in 0.3% of subjects, Grade 4 in 0.1% of
subjects, and Grade 5 in 0.1% of subjects. 0.4% of subjects received high-dose corticosteroid
treatment. The median time to onset was 2.48 months (range: 0.36-26.78 months). The median
duration was 0.95 months (range: 0.10-8.48 months). 0.4% of patients received high-dose
corticosteroid treatment. Hepatitis led to discontinuation in 0.3% of patients. Abnormal liver
function occurred in 3.7% of patients, including Grade 3 in 0.8% of patients, and Grade 4 in 0.1%
of patients. The median time to onset was 2.30 months (range: 0.07-45.31 months). The median
duration was 1.31 months (range: 0.26-17.54 months). 0.5% of patients received high-dose
corticosteroid treatment. Hepatitis led to discontinuation in 0.3% of subjects. Abnormal liver
function led to discontinuation in 0.2% of patients.

Immune-mediated Nephritis and Renal Dysfunction

Immune-mediated nephritis and renal dysfunction occurred in 3.0% of subjects, including Grade 3
in 0.3% of subjects and Grade 4 in < 0.1% of subjects. 0.4% of subjects received high-dose
corticosteroid treatment. Immune-mediated nephritis and renal dysfunction led to discontinuation
in 0.2% of subjects.

Immune-mediated Endocrinopathies
Hypothyroidism

Hypothyroidism occurred in 11.7% of subjects, including Grade 3 in 0.2% of subjects. The median
time to onset was 3.83 months (range: 0.46-34.10 months). The median duration was 2.73
months (range: 0.13-29.08 months). 6.7% of patients received thyroid hormone replacement
therapy. 6.7% of subjects received thyroid hormone replacement therapy. < 0.1% subjects
discontinued serplulimab due to hypothyroidism.

Hyperthyroidism

Hyperthyroidism occurred in 6.7% of subjects, and there were no Grade = 3 hyperthyroidism. The
median time to onset was 2.73 months (range: 0.62-31.18 months). The median duration was
1.45 months (range: 0.07-17.77 months). No subjects discontinued serplulimab due to
hyperthyroidism.

Thyroiditis

Thyroiditis occurred in 0.7% of patients, and there were no Grade = 3 thyroiditis. The median time
to onset was 6.64 months (range: 0.99 13.50 months). The median duration was 1.30 months
(range: 0.56 11.30 months). 0.2% of patients received thyroid hormone replacement therapy. No
patients discontinued serplulimab due to thyroiditis.

Adrenal gland disorders
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Adrenal gland disorders occurred in 0.5% of patients, including Grade 3 in 0.1% of patients. The
median time to onset was 6.24 months (range: 3.55 21.45 months). The median duration was
4.60 months. < 0.1% of patients received high dose corticosteroid treatment. No patients
discontinued serplulimab due to adrenal gland disorders.

Pituitary disorders

Pituitary disorders occurred in 0.8% of patients, including Grade 3 in 0.1% of patients. The median
time to onset was 6.72 months (range: 1.41 20.53 months). The median duration was 3.25
months. 0.2% of patients received high dose corticosteroid treatment. Pituitary disorders led to
discontinuation in 0.1% of patients.

Diabetes mellitus/hyperglycaemia

Diabetes mellitus/hyperglycaemia occurred in 0.9% of patients, including Grade 3 in 0.4% of
patients and Grade 4 in 0.1% of patients. The median time to onset was 4.34 months (range: 0.69
40.28 months). The median duration was 3.48 months (range: 0.53-10.68). 0.5% of patients
received insulin replacement therapy. Diabetes mellitus/hyperglycaemia led to discontinuation in <
0.1% of patients.

Immune-mediated Skin Adverse Reactions

Immune-mediated skin adverse reactions occurred in 7.8% of subjects, including Grade 3 in 0.8%
of subjects, Grade 4 in < 0.1% of subjects, and Grade 5 in < 0.1% of subjects. 1.2% of subjects
received high-dose corticosteroid treatment. The median time to onset was 2.96 months (range:
0.03-30.52 months). The median duration was 1.56 months (range: 0.07-19.06 months). 1.2% of
patients received high-dose corticosteroid treatment. Immune-mediated skin adverse reactions led
to discontinuation in 0.5% of subjects.

Immune related pancreatitis

Immune related pancreatitis occurred in 1.0% of patients, including Grade 3 in 0.3% of patients,
Grade 4 in 0.1% of patients and Grade 5 in < 0.1% of patients. The median time to onset was 2.86
months (range: 0.23 13.67 months). The median duration was 0.76 months (range: 0.16 10.12
months). 0.1% of patients received high dose corticosteroid treatment. Immune related
pancreatitis led to discontinuation in 0.2% of patients.

Immune related myocarditis

Immune related myocarditis occurred in 0.7% of patients, including Grade 3 in 0.1% of patients,
Grade 4 in < 0.1% of patients and Grade 5 in 0.2% of patients. The median time to onset was 1.71
months (range: 0.26 20.70 months). The median duration was 0.79 months (range: 0.30 5.72
months). 0.5% of patients received high dose corticosteroid treatment. Immune related
myocarditis led to discontinuation in 0.3% of patients.

Immune related uveitis

Immune related uveitis occurred in < 0.1% of patients, which was Grade 1. The time to onset was
6.90 months. The duration of immune related uveitis was 1.35 months. The event resolved for the
patient.

Other immune related adverse reactions

Other clinically significant immune related adverse reactions reported in patients who received
serplulimab were as follows. Severe or fatal cases have been reported for some of these adverse
reactions.
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Blood and lymphatic system: anaemia, leukopenia, thrombocytopenia, neutropenia.

Nervous system: immune mediated encephalitis, neuropathy peripheral, epilepsy, encephalopathy,
peripheral sensorimotor neuropathy.

Eye disorders: vision blurred.

Cardiac/vascular: acute coronary syndrome, myocardial infarction, cardiac failure, cardiotoxicity,
troponin increased, cardiac function test abnormal.

Respiratory, thoracic and mediastinal: dyspnoea, chronic obstructive pulmonary disease,
respiratory failure.

Gastrointestinal: mouth ulceration, vomiting, proctitis, upper gastrointestinal haemorrhage.
General disorders and administration site conditions: asthenia, fatigue, pyrexia.

Other: panic disorder, abnormal behaviour, cholangitis acute, sepsis, peritonitis, blood alkaline
phosphatase increased, blood creatine phosphokinase increased, blood lactate dehydrogenase
increased, n-terminal prohormone brain natriuretic peptide increased, blood cholesterol increased,
electrolyte imbalance, chronic kidney disease, urinary tract inflammation.

Infusion-related Reactions

Infusion-related reactions occurred in 1.7% of subjects, including Grade 3 in 0.1% of subjects and
Grade 4 in 0.1% of subjects. The median time to onset was 1.74 months (range: 0.03-34.04
months). The median duration was 0.07 months (range: 0.03-6.70 months). No subjects
discontinued serplulimab due to infusion-related reactions.

Laboratory Abnormalities

Grade > 3 laboratory abnormality were infrequent. The proportions of patients who experienced a
shift from baseline to a Grade > 3 laboratory abnormality were as follows: 0.5% for platelet count
decreased, 0.3% for neutrophil count decreased, 0.2% for blood creatine phosphokinase increased,
0.1% for white blood cell count decreased, 0.1% for troponin I increased.

Adverse drug reactions (ADRs)
ADRs Based on All-cause AE Frequency

The frequencies of ADRs listed are based on all causality assessment for AE frequency, identified in
985 subjects from HLX10-005-SCLC301 & HLX10-002-NSCLC301 & HLX10-007-EC301 studies.

The most common ADRs (incidence = 10%, maximum 10 PTs) based on all-cause AE frequency
were anaemia (78.6%), neutropenia (72.9%), leukopenia (69.9%), thrombocytopenia (50.7%),
nausea (48.5%), decreased appetite (36.5%), hypoproteinaemia (33.4%), vomiting (31.2%),
constipation (29.0%), and hyperlipidaemia (27.4%).

The most common Grade = 3 ADRs (incidence = 5%) based on all-cause AE frequency were
neutropenia (42.7%), leukopenia (22.5%), anaemia (21.5%), thrombocytopenia (13.7%),
hyponatraemia (7.4%), and hypokalaemia (5.2%). hThe most common serious ADRs (incidence >
2%) based on all-cause AE frequency were thrombocytopenia (8.3%), leukopenia (5.6%),
neutropenia (5.6%), pneumonia (4.7%), anaemia (4.1%), and pneumonitis (3.4%). hThe most
common immune-mediated ADRs (incidence = 1.5%) based on all-cause AE frequency were
hypothyroidism (12.6%), hyperthyroidism (8.7%), immune-mediated skin adverse reactions
(6.8%), immune-mediated lung disease (4.9%), abnormal liver function (3.1%), immune-mediated
nephritis and renal dysfunction (3.1%), and immune-mediated colitis (1.5%). (ADRs leading to
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discontinuation of serplulimab based on all-cause AE frequency occurred in 6.6% of subjects. The
most common ADR leading to treatment discontinuation (incidence > 1.0%) was pneumonitis
(1.3%). (ADRs Based on Serplulimab-related AE Frequency

The frequencies of ADRs are based on serplulimab-related AE frequency identified in 985 subjects
from HLX10-005-SCLC301 & HLX10-002-NSCLC301 & HLX10-007-EC301 studies.

The most common ADRs (incidence = 10%) based on serplulimab-related AE frequency were
anaemia (32.5%), neutropenia (29.1%), leukopenia (28.5%), thrombocytopenia (22.0%),
hypothyroidism (20.1%), nausea (18.1%), alanine aminotransferase increased (16.2%), aspartate
aminotransferase increased (14.6%), asthenia (14.4%), decreased appetite (14.4%),
hyperthyroidism (12.9%), vomiting (11.8%) hyperlipidaemia (10.9%), and hypoproteinaemia
(10.6%).

The most common Grade = 3 ADRs (incidence = 5%) based on serplulimab-related AE frequency
were neutropenia (14.7%), leukopenia (9.0%), anaemia (8.2%), and thrombocytopenia (5.6%).

ADRs leading to discontinuation of serplulimab based on serplulimab-related AE frequency occurred
in 6.2% of subjects. The most common ADR leading to treatment discontinuation (incidence >
1.0%) was pneumonitis (1.3%).

Serious adverse event/deaths/other significant events

Deaths - Pivotal study (ASTRUM-007)
Table 56: HLX10-007-EC301: Summary of TEAEs Leading to Death by SOC and PT (SS)

a. Received b. Received
placebo + serplulimab + c¢. Subjects with  d. Received

System organ class chemotherapy  chemotherapy alternated serplulimab (b
(S0OC) throughout throughout medication  and ¢ combined) e. Total

Preferred term (PT) (N =168) (N =374 (N=8) (N =382) (N =550)

E n (%) E n (%) E n (%) E n (%) E n (%)

TEAE:s leading to 22 22 47 38 0 0 47 38(9.9%) 69 60
death [ (13.1%) (10.2%) (10.9%)
General disordersand 7  7(42%) 13 13(3.5%) O 0 13 13(3.4%) 20 20(3.6%)
administration site
conditions

Disease progression 3 3(1.8%) 7 7(1.9%) 0 0 7 7(1.8%) 10 10(1.8%)

Death 3 3(18%) 5 5(13%) O 0 5(1.3%) &  8(1.5%)

Sudden cardiac 0 0 1 1(03%) 0 0 1 1(03%) 1 1(02%)
death

Sudden death 1 1(0.6%) 0 0 0 0 0 0 1 1(0.2%)
Neoplasms benign, 8 8(M48%) 6 6(1.6%) 0 0 6 6(1.6%) 14 14(2.5%)
malignant and
unspecified (incl
cysts and polyps)

Malignant neoplasm 7 7(42%) 3 3(0.8%) O 0 3 3(08%) 10 10(1.8%)
progression

Neoplasm 0 0 2 2(05%) 0 0 2 2(05%) 2 2(04%)
progression

Tumour I 1(0.6%) 1 1(03%) 0 0 1 1(03%) 2 2(0.4%)
haemorrhage
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Respiratory, thoracic

and mediastinal
disorders
Immune-mediated
lung disease
Respiratory failure
Choking
Pneumonitis
Pulmonary
embolism

Infections and

infestations
Pneumonia
Septic shock

Cardiac disorders
Cardiopulmonary
failure
Immune-mediated
myocarditis
Myocardial
infarction

Gastrointestinal

disorders
Gastrointestinal

haemorrhage

Upper
gastrointestinal
haemorrhage

Haematemesis

Oesophageal fistula

Nervous system
disorders
Cerebral
haemorrhage
Cerebral infarction

Metabolism and

nutrition disorders
Acidosis

Skin and
subcutaneous tissue
disorders
Immune-mediated
dermatitis

0

1(0.6%)

0

0

0

0
1(0.6%)
2 (1.2%)

2 (1.2%)
0

1 (0.6%)
1 (0.6%)

0

0

2 (1.2%)

1 (0.6%)

1 (0.6%)
0

1 (0.6%)
1 (0.6%)
0

0

2

7 (1.9%)

3 (0.8%)

2 (0.5%)

1 (0.3%)

1 (0.3%)
0

5 (1.3%)

2 (0.5%)
3 (0.8%)

5(1.3%)
2 (0.5%)

2 (0.5%)

1 (0.3%)

4(1.1%)

1 (0.3%)

2 (0.5%)
0

1 (0.3%)

1 (0.3%)
0

1 (0.3%)

1(0.3%)

1 (0.3%)

1 (0.3%)

1 (0.3%)

coo o

7 (1.8%)

3(0.8%)
2(0.5%)
1(0.3%)
1(0.3%)
0
5(1.3%)

2 (0.5%)
3(0.8%)

5(1.3%)
2 (0.5%)

2 (0.5%)

1(0.3%)

4(1.0%)

1(0.3%)

2 (0.5%)
0
1(0.3%)
1(0.3%)
0
1(0.3%)
1(0.3%)
1 (0.3%)

1 (0.3%)

1 (0.3%)

2

8 (1.5%)

3 (0.5%)
2 (0.4%)
1 (0.2%)
1 (0.2%)
1 (0.2%)
7 (1.3%)

4 (0.7%)
3 (0.5%)

6 (1.1%)
3 (0.5%)

2 (0.4%)

1 (0.2%)

6 (1.1%)

2 (0.4%)

2 (0.4%)
1 (0.2%)
1 (0.2%)
2 (0.4%)
1(0.2%)
1(0.2%)
1(0.2%)
1 (0.2%)

1 (0.2%)

1 (0.2%)

Notes: AEs were coded according to MedDRA 26.1 [1] TEAE was defined as an AE that occurred or
was worsened on or after the first dose of the study drug (C1D1), till 90 days after the last dose of
the study drug or the start of a new anti-tumor therapy (whichever occurred first). Data cut-off

date: 2023-01-09

Deaths considered treatment related
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Table 57: HLX10-007-EC301: Summary of Serplulimab/Placebo-related TEAEs Leading to
Death by SOC and PT (SS)

System organ class
(SOC)

Preferred term (PT)

-Scrplu]imab/placcbo—. 2

related TEAEs
leading to death 12

Respiratory, thoracic
and mediastinal
disorders
Immune-mediated
lung disease
Pneumonitis
Respiratory failure

Cardiac disorders
Immune-mediated
myocarditis
Cardiopulmonary
failure

General disorders and

administration site
conditions
Death

Infections and
infestations
Septic shock

Gastrointestinal
disorders
Upper
gastrointestinal
haemorrhage

Neoplasms benign,
malignant and
unspecified (incl
cysts and polyps)
Tumour
haemorrhage

Skin and
subcutaneous tissue
disorders
Immune-mediated
dermatitis

a. Received b. Received
placebo + serplulimab +  c. Subjects with  d. Received
chemotherapy  chemotherapy alternated serplulimab (b
throughout throughout medication  and ¢ combined) e. Total
(N=168) (N=374) (N=8) (N=382) (N=550)
E n% _E (%) E n@®% E (% E n(h)
2(12%) 19 11(29%) 0 0 19 11(29%) 21 13(2.4%)

0 0 6 5(13%) 0 0 6 5(13%) 6 5(09%)
0 0 4 3(08%) 0 0 4 3(0.8%) 4 3(0.5%)
0 0 1 1(03%) 0 0 1 1(0.3%) 1 1 (0.2%)
0 0 1 1(03%) 0 0 1 1(0.3%) 1 1 (0.2%)
0 0 4 3(08%) 0 0 4 3(0.8%) 4 3(0.5%)
0 0 3 2(05%) 0 0 3 2(005%) 3 2(04%)
0 0 1 1(03%) 0 0 1 1(0.3%) 1 1 (0.2%)

1 1(06%) 2 2(05%) 0 0 2 2(05%) 3 3(05%)

1 1(06%) 2 2(05%) 0 0 2 2(05%) 3 3(05%)
0 0 4 3(08%) 0 0 4 3(08%) 4 3(0.5%)
0 0 4 3(08%) 0 0 4 3(08%) 4 3(0.5%)
0 0 1 1(03%) 0 0 1 1(0.3%) 1 1 (0.2%)
0 0 1 1(03%) 0 0 1 1(03%) 1 1 (0.2%)
1 1(0.6%) 0 0 0 0 0 0 1 1 (0.2%)
1 1(0.6%) 0 0 0 0 0 0 1 1 (0.2%)
0 0 2 1(03%) 0 0 2 1(03%) 2 1(0.2%)
0 0 2 1(03%) 0 0 2 1(03%) 2 1(0.2%)

[1] TEAE was defined as an AE that occurred or was worsened on or after the first dose of the
study drug (C1D1), till 90 days after the last dose of the study drug or the start of a new anti-
tumor therapy (whichever occurred first). [2] A drug-related AE was defined as an AE whose
relationship to serplulimab/placebo was (1 = related, 2 = possibly related, and 5 = unknown) or

missing. Data cut-off date: 2023-01-09
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Table 58: Pooled Safety Population: Summary of Serplulimab-related TEAEs Leading to
Death (part of table 2.5-19)

<RP2D/3D >RP2D/3D
Other Chemotherapy Other
SOC Monotherapy Combination Total Monotherapy Combination Combination Total Total population
PT (N=7) (N=3) (N=10) (N=285) (N=1364) (N=427) (N=2076) (N=2086)
At least one serplulimab-
related TEAE leading to
death 1(14.3%) 0 1(10.0%) 9(3.2%) 28 (2.1%) 12 (2.8%) 49 (2.4%) 50 (2.4%)
Combined TEAE 1(14.3%) 0 1(10.0%) 7(2.5%) 23 (1.7%) 11 (2.6%) 41 (2.0%) 42 (2.0%)
TESAEs
Table 59: HLX10-007-EC301: Summary of HLX10/Placebo-related TESAEs with an
Incidence = 1% by SOC and PT (SS)
a. Received b. Received
placebo + serplulimab +  c. Subjects with  d. Received
System organ class  chemotherapy  chemotherapy alternated serplulimab (b
(SOC) throughout throughout medication  and ¢ combined) e. Total
Preferred term (PT) (N=168) (N=374) (N=8) (N=382) (N=550)
E n (%) E n (%) E n (%) E n (%) E n (%)
Serplulimab/placebo- 18 11 (6.5%) 74 40 I 1(12.5%) 75 41 93 52 (9.5%)
related TESAEs with (10.7%) (10.7%)
an incidence = 1%
(1721
Investigations 7 3(1.8%) 51 24(64%) 1 1(12.5%) 52 25(6.5%) 59 28 (5.1%)
' Platelet count 1 1(0.6%) 30 18(4.8%) 1 1(12.5%) 31 19(5.0%) 32 20(3.6%)
decreased
White blood cell 1 1(0.6%) 12 12(3.2%) 0 0 12 12(3.1%) 13 13 (2.4%)
count decreased
Neutrophil count 5 2(12%) 9 9(24%) 0 0 9 9(24%) 14 11(2.0%)
decreased
Blood and lymphatic 5 3 (1.8%) 10 10(2.7%) 0 0 10 10(2.6%) 15 13(2.4%)
system disorders
Anaemia 5 3(1.8%) 10 10(2.7%) 0 0 10 10(2.6%) 15 13 (2.4%)
Respiratory, thoracic 0 0 11 8(2.1%) 0 0 11 8(2.1%) 11 8(1.5%)
and mediastinal
disorders
Immune-mediated 0 0 11T 8(2.1%) 0 0 11 8(2.1%) 11 8(1.5%)
lung disease
Infections and 2 2(12%) 2 2(0.5%) O 0 2 2(0.5%) 4 4(0.7%)
infestations
Pneumonia 2 2(12%) 2 2(05%) 0 0 2 2(0.5%) 4  4(0.7%)
Cardiac disorders 2 2(12%) 0 0 0 0 0 0 2 2(0.4%)
Cardiac failure 2 2(12%) 0 0 0 0 0 0 2 2(0.4%)
Gastrointestinal 2 2(12%) 0 0 0 0 0 0 2 2(0.4%)
disorders
Oesophageal fistula 2 2(1.2%) 0 0 0 0 0 0 2 2(0.4%)

Notes: AEs were coded according to MedDRA 26.1 [1] TEAE was defined as an AE that occurred or
was worsened on or after the first dose of the study drug (C1D1), till 90 days after the last dose of
the study drug or the start of a new anti-tumor therapy (whichever occurred first). [2] A drug-
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related AE was defined as an AE whose relationship to HLX10/placebo was (1 = related, 2 =
possibly related, and 5 = unknown) or missing. Data cut-off date: 2023-01-09

Laboratory findings

Haematology

Haematological and biochemical laboratory abnormalities were observed, including decreases in
white blood cells, neutrophils, platelets and haemoglobin, as well as increases in liver enzymes and
creatinine.

Urinalysis

Urinalysis abnormalities were observed, including proteinuria.

Thyroid Function

Thyroid function abnormalities were observed.

Cardiac Marker

Increases in cardiac markers were observed.

Pancreatic Enzyme

Increases in pancreatis enzyme were observed.

Vital Signs

No clinically relevant changes in vital signs were observed between the two groups.
Physical Examination

No clinically relevant finding for physical examination were reported.
Electrocardiogram

12-lead ECG

QT prolongation was reported infrequently.

Electrocardiogram: Pooled Safety Population

In the pooled safety population, QTcF prolongation was observed, with 2.5% of subjects having >
500 ms and 10.6% showing increases >60 ms from baseline.

Safety in special populations

Intrinsic Factors
Paediatric Use
The safety of serplulimab has not been established in paediatric patients.

Geriatric Use
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Table 60 Safety Profile by Age Group

Age <065 Age 65-74 Age 75-84 Age 85+
MedDRA Terms n (%) n (%) n (%) n (%)
Total TEAESs 1284 (97.9%) 715 (97.5%) 37 (92.5%) 1 (100%)
TESAEs — Total 489 (37.3%) 365 (49.8%) 16 (40.0%) 1 (100%)
-Fatal 132 (10.1%) 108 (14.7%) 5 (12.5%) 1 (100%)
-Hospitalization/prolong existing
hospitalization 414 (31.6%) 313 (42.7%) 13 (32.5%) 1 (100%)
-Life-threatening 56 (4.3%) 52 (7.1%) 4 (10.0%) 1 (100%)
-Disability/incapacity 5(0.4%) 1(0.1%) 0 0
-Other (medically significant) 19 (1.4%) 9 (1.2%) 0 0
AE leading to drop-out 135 (10.3%) 103 (14.1%) 3(7.5%) 1 (100%)
Psychiatric disorders 154 (11.7%) 102 (13.9%) 4 (10.0%) 0
Nervous system disorders 265 (20.2%) 168 (22.9%) 10 (25.0%) 0
Accidents and injuries 47 (3.6%) 39 (5.3%) 2 (5.0%) 1 (100%)
Cardiac disorders 277 (21.1%) 196 (26.7%) 7(17.5%) 1 (100%)
Vascular disorders 177 (13.5%) 106 (14.5%) 7(17.5%) 1 (100%)
Cerebrovascular disorders 26 (2.0%) 16 (2.2%) 1(2.5%) 0
Infections and infestations 455 (34.7%) 280 (38.2%) 12 (30.0%) 1 (100%)
Anticholinergic syndrome 319 (24.3%)  215(29.3%) 9 (22.5%) 0
Quality of life decreased 0 0 0 0
Sum of postural hypotension, falls, black
outs, syncope, dizziness, ataxia, fractures 83 (6.3%) 77 (10.5%) 2 (5.0%) 0
Other AE appearing more frequently in
older patients 1161 (88.5%) 678 (92.5%) 37 (92.5%) 1 (100%)
Decreased appetite 362 (27.6%) 286 (39.0%) 12 (30.0%) 1 (100%)
Anaemia 813 (62.0%) 539 (73.5%) 26 (65.0%) 0
White blood cell count decreased 638 (48.6%) 429 (58.5%) 14 (35.0%) 0
Neutrophil count decreased 629 (47.9%) 421 (57.4%) 14 (35.0%) 0
Platelet count decreased 468 (35.7%) 358 (48.8%) 12 (30.0%) 0
Nausea 429 (32.7%) 292 (39.8%) 12 (30.0%) 0
Alanine aminotransferase increased 395 (30.1%) 139 (19.0%) 10 (25.0%) 0
Dyspnoea 89 (6.8%) 52 (7.1%) 10 (25.0%) 0
Asthenia 253 (19.3%) 183 (25.0%) 8 (20.0%) 0
Cough 156 (11.9%) 102 (13.9%) 8 (20.0%) 0
Neutropenia 125 (9.5%) 96 (13.1%) 7(17.5%) 0
Leukopenia 106 (8.1%) 75 (10.2%) 6 (15.0%) 0
Fatigue 84 (6.4%) 49 (6.7%) 6 (15.0%) 0
Constipation 290 (22.1%) 208 (28.4%) 5(12.5%) 0
Pruritus 76 (5.8%) 59 (8.0%) 5(12.5%) 0
Protein urine present 44 (3.4%) 18 (2.5%) 3 (7.5%) 0

MedDRA Version 27.0 AEs leading to drop-out are TEAES leading to permanent treatment
discontinuation. The “Sum of postural hypotension, falls, black outs, syncope, dizziness, ataxia,
fractures” included the PTs of Orthostatic hypotension, Fall, Loss of consciousness, Syncope,
Dizziness, Ataxia, and the HLGT of Fractures. The following AE categories have been analyzed by
MedDRA SMQs (broad and narrow): Accidents and injuries (SMQ: Accidents and Injuries),
Cerebrovascular disorders (SMQ: Central nervous system vascular disorders), and Anticholinergic
syndrome (SMQ: Anticholinergic syndrome). > 5% difference between the < 65, 65-74, 75-84 and

> 85 age categories.

Renal impairment

No effect of creatinine or creatinine clearance (CRCL) (Cockcroft-Gault) was found on serplulimab
CL based on a popPK analysis in patients with mild (CRCL=60-89 mL/min; n=917), moderate
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(CRCL=30-59 mL/min; n=216), and severe (CRCL=15-29 mL/min; n=1) renal impairment, and
normal renal function (CRCL = 90 mL/min, n=973). There are insufficient data in patients with
severe renal impairment for dosing recommendations.

Hepatic impairment

No effect of alanine aminotransferase (ALT), aspartate aminotransferase (AST) or total bilirubin
was found on serplulimab CL based on a popPK analysis in patients with mild (bilirubin [BIL] < ULN
and AST > ULN or BIL > 1 to 1.5 x ULN and any AST; n=279) and moderate (BIL > 1.5to 3 x
ULN and any AST; n=4) hepatic impairment, and normal (BIL < ULN and AST < ULN; n=1819)
hepatic function. There are insufficient data in patients with moderate hepatic impairment for
dosing recommendations. Serplulimab has not been studied in patients with severe (BIL > 3 x ULN
and any AST) hepatic impairment.

Immunological events
HLX10-001

The first-in-human (FIH) study HLX10-001 was dose-finding and dose expansion study initiated in
2018 which included an evaluation of immunogenicity. The study included a dose-finding cohort
assessing intravenous administration of 0.3 mg/kg, 1 mg/kg, 3 mg/kg and 10 mg/kg Q2W doses
as well as a dose-expansion cohort assessing 200mg Q2W, 300mg Q3W, 400mg Q4W and 600mg
Q6W administered intravenously. In the HLX10-001 study, the assay used to detect ADAs was an
electrochemiluminescence immunoassay (BTM-2497) which had an assay sensitivity of 37.9 ng/mL.

Table 61. Summary of the number and percentage of patients with at least one positive
ADA by dose level. (Interim analysis)

Study Treatment Group ADA positive n (%)
Dose finding cohorts 0.3 mg/kg Q2W (N = 3) 1(33.3)
1 mg/kg Q2ZW (N =4) 0
I mgkg Q2W (N =6) 0
10 mg/kg Q2W (N = 16) 0
Total (N = 29) 1(3.4)
Dose expansion cohorts 200 mg Q2W (N =9) 2(22.2)
300 mg Q3W (N=9) 7(77.8)
400 mg Q4W (N = 10) 10 (100)
Total (N = 28) 19 (67.9)

Table 62. Summary of the number and percentage of treatment-emergent ADA positive
patients (Interim analysis)

Study Treatment Group ADA positive n (%)
Dose finding cohorts 0.3 mg'kg Q2W (N = 3) 1(33.3)

| mg'kg Q2ZW (N=4) 1]

I mg'ke QIW (N =6) 1]

10 mgkg Q2W (N = 16) 1]

Total (N =29) 1(3.4)
Dose expansion cohorts 200 mg Q2W (N =9) 20222

300 mg Q3IW (N =19) 4 (44.4)

400 mg Q4W (N = 10) 4 (40.0)

Total (N =28) 10 (35.71)

According to the clinical overview, a small number of subjects developed ADA status across these
cohorts.
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ADA responses were transient. No neutralising antibodies were detected. Clearance and PK values
were similar for subjects with and without ADAs.

Table 63: Summary of the number and percentage of subjects with at least one positive
ADA by dose level. (Final analysis)

Study Treatment Group ADA positive n (%)
Dose finding cohorts 0.3 mg/kg Q2W (N = 3) 1(33.3)
1 mg/kg Q2W (N = 4) 0
3 mg/kg Q2W (N = 6) 0
10 mg/kg Q2W (N = 16) 0
Total (N = 29) 1(3.4)
Dose expansion cohorts | 200 mg Q2W (N = 9) 1(11.1)
300 mg Q3W (N = 9) 4 (44.4)
400 mg Q4W (N = 10) 5 (50.0)
600 mg Q6W (N=9) 2(22.2)
Total (N = 37) 12 (32.4)

Table 64: Summary of the number and percentage of treatment-emergent ADA positive
subjects (Final analysis)

Study Treatment Group ADA positive n (%)
Dose finding cohorts 0.3 mg/kg Q2W (N = 3) 1(33.3)
1 mg/kg Q2W (N =4) 0
3 mg/kg Q2W (N = 6) 0
10 mg/kg Q2W (N = 16) 0
Total (N =29) 1(3.4)
Dose expansion cohorts 200 mg Q2W (N =9) 1 (11:1)
300 mg Q3W (N=9) 4(44.4)
400 mg Q4W (N = 10) 1 (10.0)
600 mg Q6W(N=9) 1(11.1)
Total (N =37) 7(18.9)

At the time of the interim analysis, a provisional ADA assay cut point was applied, which was
subsequently updated and validated using in-study patient samples for the final analysis.

Differences in ADA incidence between the interim and final analyses were attributable to the
application of a final, validated in-study ADA assay cut points.

HLX10-007-EC301

A subject’s ADA status was defined as treatment emergent if at least one of the subject’s samples
was positive for ADA or NAb after receiving serplulimab treatment. Overall, the ADA positive rate
and NAb positive rate after the administration of serplulimab were 5.8% (22/382) and 0.3%
(1/382), respectively.

No apparent impact of immunogenicity on safety was observed.

Immunogenicity - Pooled Safety Population
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Table 65: Summary of immunogenicity results for serplulimab in pooled safety

population
ADA category HLX10- | HLX10 | HLXI10- | HLXI10- | HLX10-| HLX10| HLXI10- | HLX10- | HLXI10- | HLXI0- | Total
001 | HLX04-|  010- 008- 011- | HLX07|  004- 005- 002- 007- |(N=2086)
(N=66) | 001 | MSI201 | HCC201| CC201| -001 | NSCLC303| SCLC301| NSCLC301| EC301
(N=26) | (N=108) | (N=123) | (N=21)| (N=13)| (N=455) | (N=389) | (N=503) | (N=382)
e bascline| ) 300 | o | 209%) | 108%) | o0 0 2(04%) | 1(03%) | 5(1.0%) | 2(0.5%) | 15(0.7%)
ADA positive at any visit| 13 (19.7%)[ 1 (3.8%) | 7 (6.5%) | 3 (2.4%) 0 [1(77%)] 15(3.3%) | 8(2.1%) | 22 (44%) | 24 (6.3%) | 94 (4.5%)
Treatment-emergent : - i) ! 5 S %
ADA poute g 11 (16.7%)| 1 (3.8%) | 5 (4.6%) | 2(1.6%) 0 |1(7.7%)| 13(2.9%) | 7(1.8%) | 17 (3.4%) |22(5.8%) | 79 (3.8%)
Treatment-boosted ADA 0 0 0 0 0 0 0 0 0 0 0
Treatment-induced ADA | 8 (12.1%) [ 1 (3.8%) | 3 (2.8%) | 2(1.6%) 0 0 12(2.6%) | 6(15%) | 15 (3.0%) | 15 (3.9%) | 62 (3.0%)
Persistent positive ADA_| 6 (9.1%) 0 2(1.9%) | 1(0.8%) 0 [1(7.7%)| 3(0.7%) | 2(05%) | 4(08%) | 8(2.1%) | 27 (1.3%)
Transient positive ADA._ | 5 (7.6%) |1(3.8%) ] 3 (2.8%) | 1(0.8%) 0 0 10(2.2%) | 5(13%) | 14 (2.8%) | 14 (3.7%) | 53 (2.5%)
NAD positive at any visit 0 NA 0 0 NA NA 0 0 2 (0.4%) 1(0.3%) | 3(0.1%)

Note: NA: not applicable. NAb testing was not performed in this study.

Definitions for the different categories of ADA-positive patients are as follows:

e Treatment-emergent ADA positive is defined as at least one post-baseline ADA positive.

e Treatment-induced ADA is defined as baseline negative ADA, post-baseline ADA positive.

e Treatment-boosted ADA is defined as baseline positive ADA titer that was boosted to >4 fold
during the study period. If the titer test value is less than 10, it will be calculated as 10.

e Persistently positive is defined as having at least 2 post-baseline ADA positive measurements
with at least 16 weeks between the first and last positive measurements, or an ADA positive
result at the last available assessment, including patients meeting these criteria who are ADA
positive at baseline.

e Transiently positive is defined as having at least one post-baseline ADA positive measurement
and not fulfilling the conditions for persistently positive, including patients meeting these
criteria who are ADA positive at baseline.

e For subjects who switched from placebo to serplulimab, baseline is defined as the last

observation before serplulimab treated.

Immunological Status - Pivotal study HLX10-007-EC301

In the serplulimab group, a total of 22 (5.8%) subjects tested positive for ADA after serplulimab
treatment. The safety profile of ADA-positive patients was comparable to that of the overall
serplulimab-treated population.

Safety related to drug-drug interactions and other interactions

Serplulimab is a humanised monoclonal antibody and has not been investigated for PK interactions
with other drugs. Monoclonal antibodies are not metabolised by Cytochrome P450 enzymes or

other drug metabolic enzymes. The inhibitory effect or induction of the concomitant drugs on these
enzymes was not expected to affect the PK profile of serplulimab.

Before treatment with serplulimab is started, systemic corticosteroids or other
immunosuppressants should be avoided, as they may interfere with the pharmacodynamic activity
of serplulimab. Systemic corticosteroids and other immunosuppressants can be used for treatment
of immune-related adverse reactions after the treatment with this product is started.

Discontinuation due to adverse events
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Table 66: Summary of Adverse Events Leading to Drug Discontinuation

a. Received placebo +

b. Received HLX10 +

c. Subjects with
alternated medication d. Received HLX10 (b
U]

chemotherapy throughout chemotherapy throughout and ¢ combined) e. Total
(N=168) (N=374) (N=8) (N=382) (N=550)
E n (%) E n (%) E n (%) E n (%) E n (%)
TEAE:s leading to drug discontinuation 47 30 (17.9%) 111 79 (21.1%) 0 0 111 79 (20.7%) 158 109
(19.8%)
Grade > 3 TEAES leading to drug 16 11 (6.5%) 41 36 (9.6%) 0 0 41 36 (9.4%) 57 47
discontinuation I*] (8.5%)
HLX10/placebo-related TEAESs leading 16 11 (6.5%) 46 37 (9.9%) 0 0 46 37 (9.7%) 62 48
to drug discontinuation ) (8.7%)
HLX10/placebo-related Grade > 3 8 5(3.0%) 18 16 (4.3%) 0 0 18 16 (4.2%) 26 21
TEAES leading to drug discontinuation (3.8%)
B141
HLX10/placebo-related TEAEs leading
to 11
HLX10/placebo discontinuation 8 5(3.0%) 23 21 (5.6%) 0 0 23 21 (5.5%) 31 26
(4.7%)
Cisplatin discontinuation 7 4 (2.4%) 24 19 (5.1%) 0 0 24 19 (5.0%) 31 23
(4.2%)
5-FU discontinuation 8 7(4.2%) 21 19 (5.1%) 0 0 21 19 (5.0%) 29 26
(4.7%)

Pooled safety population

TEAEs leading to serplulimab discontinuation in the pooled safety population TEAEs leading to
serplulimab discontinuation occurred in 242 (11.6%) subjects.

A total of 150 (7.2%) subjects experienced serplulimab-related TEAEs leading to serplulimab

discontinuation.

Discontinuations were mainly associated pneumonitis.

TEAEs Leading to Dose Modification

Dose modification of serplulimab/placebo was not allowed in this study.

Adverse Events Leading to Drug Interruption

Pivotal ASTRUM-007 study

A total of 299 (54.4%) subjects experienced TEAEs leading to drug interruption, including 219

(57.3%) subjects in the serplulimab group and 80 (47.6%) subjects in the control group. Grade >
3 TEAEs leading to drug interruption, occurred in 116 (30.4%) subjects in the serplulimab group
and 38 (22.6%) subjects in the control group. Interruptions were mainly associated with

haematological toxicities and immune-related adverse events, including immune-mediated lung

disease.

Pooled safety population

TEAEs leading to serplulimab interruption occurred in 1052 (50.4%) subjects.

A total of 651 (31.2%) subjects experienced serplulimab-related TEAEs leading to the serplulimab
interruption. Interruptions were mainly associated with haematological toxicities.

Post marketing experience

Serplulimab was first authorised in China on 30 March 2022 for indications in NSCLC, SCLC and
ESCC combined with chemotherapy. Serplulimab has been approved in the EU for ES-SCLC in

combination with carboplatin and etoposide on February 3, 2025 (EU/1/24/1870/001).

Cumulatively, it was estimated that 93 899 patients used serplulimab injection.
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Adverse Events from Marketing Experience

No new significant safety risks have been identified so far. Neither the regulatory authorities nor
the MAH have taken any actions for safety issues of serplulimab.

2.5.1. Discussion on clinical safety

The safety of serplulimab for the targeted indication is based primarily on the safety data from the
pivotal trial ASTRUM-007 with 382 patients exposed to serplulimab. The study was conducted in
China and enrolled only Asian patients.

Supportive pooled safety data from a total of 10 clinical trials with serplulimab in subjects with
solid tumours is available including a total of 2086 serplulimab treated patients. Of these, only 268
patients are non-Asian. The safety database is considered large enough to sufficiently describe the
safety profile of serplulimab.

The dose of serplulimab given in the pivotal ASTRUM-007 study was 3 mg/kg every 2 weeks until
disease progression or unacceptable toxicity. Adverse drug reactions were handled by treatment
interruption or discontinuation and/or symptomatic treatment (e.g., glucocorticoids).

Immune-related adverse events (irAEs) and infusion related reactions (IRRs) were adverse events
of special interest (AESI) for serplulimab. The total incidence of immune-related TEAEs is in line
with the overall results in the pooled safety population (irAEs: 34.2%, see below). The most
common irAEs by PT were hypothyroidism, hyperthyroidism and rash.

In the pooled safety population, 7.4% received high-dose corticosteroids to treat irAEs. In the
pivotal study, however, the use of high-dose corticosteroids to handle adverse reactions was not
stated, however given upon request to be 7.1% in the serplulimab arm compared to 1.8% in the
placebo arm. The high-dose corticosteroid use in serplulimab-treated patients were mainly driven
by immune-mediated lung disease (2.6% vs. 0.6%) and abnormal liver function (1.0% vs 0), and
the median duration of high-dose corticosteroid treatment was 1.22 months vs. 0.46 months in the
serplulimab and placebo groups, respectively.

Adequate description of how to manage immune-mediated adverse reactions are included in
section 4.4 of the SmPC.

In the pivotal study, IRRs were reported more frequently in placebo treated patients (1.8%) than
patients receiving serplulimab (1.0%), however overall, the incidence was low, consistent with the
pooled safety population (1.7%; =Grade 3: 0.2%).

The MAH has submitted a consolidated SmPC based on the consolidated safety database from
variation procedures EMA/VR/0000284402 and EMA/VR/0000282407.

In the pivotal ASTRUM-007 study, almost all (~99.5%) of the patients reported at least one TEAE,
of which the majority were considered serplulimab/placebo-related (serplulimab: 83.8% vs.
placebo: 78.0%). The rates of Grade =3 TEAEs were 64.7% and 61.3% (serplulimab/placebo-
related: 35.6% and 28.0%), respectively.

The overall safety profiles for the two treatment groups in the pivotal study are quite similar, with
only somewhat higher frequencies of TESAEs (39.3% vs 32.1%) and Grade =3 TESAEs (29.8% vs
25.6%). There were more patients with TESAEs related to any study drug (26.7% vs 17.9%) in the
serplulimab treated patients, and the difference was in part caused by SAEs considered related to
serplulimab/placebo (20.2% vs 13.1%), however, cisplatin and 5-FU contributed, as well (TESAEs
cisplatin-related: 22.3% vs. 17.3%, and TESAEs 5-FU-related: 22.0% vs. 16.1%).
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There were slightly more TEAEs leading to permanent discontinuation in serplulimab treated
patients than in the placebo treated patients (20.7% vs. 17.9%, considered serplulimab/placebo-
related in 9.7% vs. 6.5%, respectively). Serplulimab/placebo-related TEAEs led to
serplulimab/placebo discontinuation almost twice as frequent (5.5%) in serplulimab treated
patients compared to the placebo treated patients (3.0%).

There were also more TEAEs leading to drug interruptions in serplulimab treated patients than in
placebo treated patients (57.3% vs. 47.6%, serplulimab/placebo-related: 35.9% vs. 23.8%,
respectively). Almost all cases of serplulimab/placebo interruption were due to
serplulimab/placebo-related TEAEs (34.3% vs. 21.4%, respectively), however,
serplulimab/placebo-related TEAEs also led to interruption of the chemotherapy treatment
(cisplatin: 24.1% vs. 17.9% and 5-FU: 28.3% vs. 20.8%). The large proportion of TEAEs reported
as related to serplulimab in placebo treated patients (78.0%) indicates that most of the TEAEs are
not related to the study drug, or they are caused by the chemotherapy backbone in both study
arms.

There were more TEAEs reported as leading to death in the control arm (13.1%) than in the
serplulimab arm (9.9%); however, a higher proportion of deaths were considered treatment-
related in serplulimab arm [2.9% (11 patients) vs 1.2% (2 patients)], mostly driven by immune-
related AEs (in 6 of 11 cases in the serplulimab arm).

There is no apparent trend in the cause of death due to AEs in the pivotal trial. The MAH has
confirmed that none of the additional fatal cases were considered related to serplulimab/placebo.

The most common TEAEs were haematological events which occurred more frequently in the
serplulimab arm and were often considered treatment-related. TEAEs considered attributable to
serplulimab included hypothyroidism, hyperthyroidism and rash, which are common immune-
mediated AEs reported for serplulimab and other immune checkpoint inhibitors.

The SAEs with incidence 22% occurring at a similar rate or more frequently in the serplulimab arm
than the placebo arm were platelet count decreased (6.8% vs. 1.8%), anaemia (5.0% vs. 2.4%),
white blood cell count decreased (4.5% vs. 0.6%), pneumonia (4.2% vs. 3.6%), neutrophil count
decreased (3.9% vs. 2.4%), pneumonitis (2.1% vs. 1.2%), and immune-mediated lung disease
(2.1% vs. 0).

QT prolongation

No dedicated QT studies were performed, which is acceptable for monoclonal antibodies with low
potential for direct ion channel interactions. In the pivotal trial, small imbalances in QT-related
events were observed; however, the absolute numbers were low. No SAEs that were related to
increases in QTc were identified. Arrythmia is already listed as a very common ADR in section 4.8
of the SmPC.

Race

The majority of the patients in the clinical trials were Asian. In the pooled safety population, 1818
subjects were Asian and 268 were non-Asian. Despite the limited number of non-Asians, the safety
profile was considered overall comparable between Asian and non-Asians. However, the
frequencies of the TEAEs were generally lower in the non-Asian subset.

Age

In the pooled safety set, 37% of the patients were > 65 years. In this population, higher
frequencies of Grade >3 TEAEs, SAEs and deaths were observed compared to patients <65 years.
The incidence of irAEs was similar between age groups (35.4% vs 32.2%). Some of the observed
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differences could be related to the chemotherapy backbone (e.g. haematological toxicities). No
dose adjustments are considered necessary in elderly patients, based on PK analyses. A statement
has been added in section 5.1 of the SmPC clarifying that data for patients = 75 of age are too
limited to draw conclusions on this population.

Gender

No dedicated gender analysis has been submitted for the pivotal trial or the updated pooled safety
population. Available data from the MAA indicated no consistent or robust differences in safety
profile between men and women across analyse. No further analyses are considered necessary.

Immunogenicity

Anti-drug antibodies (ADA) were assessed in both the phase 1 HLX10-001 and pivotal phase 3
study HLX10-007-EC301.

Differences in ADA incidence between interim and final analyses were attributed to the use of the
updated validated assay cut-points.

The immunogenicity of serplulimab was evaluated in 382 patients treated with serplulimab at

3 mg/kg Q2W in the ASTRUM-007 trial. A total of 24 patients (6.3%) were ADA positive at any
visit, of whom 22 patients (5.8%) were treatment-emergent ADA positive, defined as at least one
post-baseline ADA positive. 19 (5.1%) subjects that received serplulimab + chemotherapy
throughout the study were detected positive for ADA at least once at visits after administration,
and 1 (0.3%) subject was detected positive for NAb at least once; 3 (37.5%) subjects with
alternated medication were detected positive for ADA at least once at visits after administration,
with negative NAb detected in the further test.

In dose escalation and dose expansion study HLX10-001, the overall percentage of treatment-
emergent ADA for dose finding cohorts and dose expansion cohorts were 3.4% and 18.9%
respectively. All the ADA positive samples were detected with negative NAbs.

Serplulimab showed a low potential immunogenicity risk. There were no apparent altering or
clinically meaningful differences in PK, pharmacodynamics and safety profiles in individuals that
were ADA positive compared to ADA negative. However, data is still limited.

2.5.2. Conclusions on clinical safety

The reported safety profile is overall consistent with the known safety profile of serplulimab and
comparable to other PD-1/PD-L1 inhibitors. The observed safety profile reflects the contribution of
both the chemotherapy backbone (predominantly haematological toxicities) and serplulimab
(immune-related events). In general, irAEs were of low-grade nature and manageable with dose
interruptions or corticosteroids. An increased incidence of serious adverse events, treatment
discontinuations and treatment-related events was observed in the serplulimab arm, including
events related to immune-mediated toxicity; however, the overall safety profile is considered
manageable and in line with the class effects.

Overall, the safety profile of serplulimab in combination with cisplatin and 5-FU is considered
acceptable.
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2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines’ web-portal.

2.6. Risk management plan

The MAH submitted an updated RMP version 2.0 with this application.
The CHMP received the following PRAC Advice on the submitted Risk Management Plan:

The PRAC considered that the risk management plan version 2.0 is acceptable.

Safety concerns

Table 67 Summary of safety concerns

Summary of safety concerns

. Immune-mediated adverse reactions
Important identified risks
. Severe infusion reactions

Important potential risks ¢« None

Missing information . Long-term safety in immunocompromised patients

Pharmacovigilance plan

No routine pharmacovigilance activities are planned beyond adverse reactions reporting and signal
detection.

Risk minimisation measures

No update to the risk minimisation measures was introduced with this procedure.

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC have
been updated. The Package Leaflet has been updated accordingly.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package
leaflet has been submitted by the MAH and has been found acceptable for the following reasons:

No significant changes have been made to the package leaflet. The variation is intended to extend
the already existing marketing authorisation of Hetronifly (serplulimab) with a new indication.

Accordingly, package leaflet is amended. The changes do not affect key messages for the safe use
of the medicinal product. The design, layout and format of the package leaflet will not be affected.

Thus, the justification for not performing a full user testing is considered acceptable.
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3. Benefit-Risk Balance
3.1. Therapeutic Context

3.1.1. Disease or condition

The agreed indication is serplulimab in combination with fluoropyrimidine- and platinum-based
chemotherapy, for the first-line treatment of adult patients with unresectable, locally advanced,
recurrent or metastatic oesophageal squamous cell carcinoma whose tumours express PD-L1 with a
CPS > 5.

The proposed dose is 3.0 mg/kg serplulimab every 2 weeks until disease progression or
unacceptable toxicity. Dose escalation or reduction of serplulimab is not recommended.

3.1.2. Available therapies and unmet medical need

Patients with esophageal cancer that is metastatic or unresectable and cannot be treated with
curative-intent chemoradiotherapy have a poor prognosis. Survival in clinical trials has historically
been <1 year; however, the use of immune checkpoint inhibitors with chemotherapy has recently
improved survival for this patient group (ESMO guideline, 2022).

According to the ESMO Clinical Practice Guideline on esophageal cancer (2022), first-line
chemotherapy (ChT) with a platinum- fluoropyrimidine doublet is recommended as a standard
treatment for advanced untreated esophageal SCC. Dose-reduced oxaliplatin-capecitabine is an
alternative option for patients who are unsuitable for full-dose chemotherapy. However, in recent
years, new trials of immune checkpoint inhibitors have confirmed their efficacy in combination with
chemotherapy. Consequently, ESMO (2022, with update from February 2025) now recommends
first-line treatment with a platinum-fluoropyrimidine doublet for patients who are PD-L1 negative,
low or unknown. For the first-line treatment of PD-L1 positive patients the recommended treatment
is pembrolizumab-ChT for PD-L1 CPS = 10; nivolumab-ChT or nivolumab-ipilimumab (lower grade
of recommendation compared with nivolumab-ChT due to risk of early progression and death for
patients treated without ChT) for PD-L1 TPS >1% and tislelizumab-ChT for PD-L1 TAP score 25%.
Even though also toripalimab-ChT has been authorised in the EU, ESMO does not, at present,
provide any recommendation due to the treatment being evaluated in Chinese patients only.

ESCC is a severe and life-threatening condition and there remains a need for additional treatment
options, including for patients with tumours characterised by different levels of PD-L1 expressions.

3.1.3. Main clinical studies

The MAH has provided one pivotal study called ASTRUM-007 (HLX10-007-EC301) to support the
current application.

ASTRUM-007 was a randomised (2:1), placebo-controlled, multicenter, double-blind phase 3
clinical trial comparing the efficacy and safety of treatment with serplulimab in combination with
cisplatin + 5-FU versus placebo in combination with cisplatin + 5-FU when given as first-line
treatment in adult patients with unresectable, locally advanced, recurrent or metastatic ESCC.

The trial included 551 patients recruited in China, with 368 patients randomised to serplulimab in
combination with chemotherapy and 183 patients to placebo in combination with chemotherapy.

The dual primary endpoints were PFS assessed by IRRC according to RECIST v1.1 and OS.
Secondary endpoints included ORR, DOR and safety.
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Randomisation was stratified by PD-L1 expression level (1 £ CPS < 10 vs. CPS >10), age (= 65
years vs. < 65 years), and disease status (locally advanced vs. distant metastasis).

The data presented within this application were based on a primary analysis with data cut-off date
of 15 April 2022 as well as an updated analysis with data cut-off date of 09 January 2023. The
study is completed.

3.2. Favourable effects

Patients whose tumours expressed PD-L1 with a CPS = 5 (DCO 09 January 2023), based on post-
hoc analysis:

For OS the stratified HR was 0.60 (95% CI: 0.460, 0.786). Median OS was 16.5 months (95% CI:
13.83, 19.48) for serplulimab in combination with cisplatin + 5-FU vs. 10.7 months (95% CI: 8.67,
13.90) for placebo in combination with cisplatin +5-FU.

Median IRRC-assessed PFS according to RECIST v.1.1 was 6.9 months (95% CI: 5.75, 8.08) for
serplulimab in combination with cisplatin + 5-FU vs. 5.3 months (95% CI: 4.14, 5.78) for placebo
in combination with cisplatin + 5-FU, stratified HR was 0.57 (95% CI: 0.435, 0.752).

Results for the ITT population are presented for context:
e Primary analysis (DCO 15 April 2022)

The dual primary endpoint OS was met with a stratified HR of 0.68 (95% CI: 0.529 - 0.871, p =
0.0020). Median OS was 15.3 months (95% CI: 13.96, 18.63) for serplulimab in combination with
cisplatin + 5-FU vs. 11.8 months (95% CI: 9.69, 14.03) for placebo in combination with cisplatin +
5-FU.

The dual primary endpoint IRRC-assessed PFS (per RECIST v.1.1) was also met with a stratified HR
of 0.60 (95% CI: 0.476, 0.747, P < 0.0001). Median PFS was 5.8 months (95% CI: 5.68, 6.93) for
serplulimab in combination with cisplatin + 5-FU vs. 5.3 months (95% CI: 4.30, 5.55) for placebo
in combination with cisplatin + 5-FU.

e Updated analysis (DCO 09 January 2023)

For OS the stratified HR was 0.70 (95% CI: 0.568 - 0.862). Median OS was 14.8 months (95% CI:
13.11, 16.66) for serplulimab in combination with cisplatin + 5-FU vs. 11.2 months (95% CI: 9.69,
13.86) for placebo in combination with cisplatin + 5-FU.

Median IRRC-assessed PFS (per RECIST v.1.1) was 6.5 months (95% CI: 5.75, 7.10) for
serplulimab in combination with cisplatin + 5-FU vs. 5.3 months (95% CI: 4.30, 5.55) for placebo
in combination with cisplatin + 5-FU, stratified HR 0.58 (95% CI: 0.465, 0.716).

Results of the main secondary endpoints (PFS by Investigator, ORR and DOR) were supportive of
the primary endpoint.

3.3. Uncertainties and limitations about favourable effects

e Only patients enrolled in China were included in the study; therefore, generalisability of the
study results to the European population remains uncertain.

e Patients > 75 years were excluded from the study; therefore, no efficacy data are available
in this population. A sentence has been added in section 5.1 of the SmPC stating that data
for patients = 75 years of age are too limited to draw conclusions on this population.
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e The primary analysis for the ITT population was based on patients with CPS >1 while the
results in the agreed indication (patients with CPS =5) were based on post-hoc subgroup
analyses.

3.4. Unfavourable effects

Almost all patients reported at least one TEAE in both treatment groups. Grade > 3 TEAEs occurred
in 64.7% of patients in the serplulimab group and 61.3% in the placebo group.

TEAEs leading to death were reported more frequently in the control arm (13.1%) than in the
serplulimab arm (9.9%). However, a higher proportion of these were considered related to study
treatment in the serplulimab group (2.9%) compared to the control arm (1.2%), mainly driven by
immune-related AEs.

Serious TEAEs were reported more frequently in the serplulimab arm than in the control arm
(39.3% vs. 32.1%). Similarly, serious TEAEs considered related to study treatment occurred more
often in the serplulimab treated patients than in the control group (26.7% vs 17.9%).

TEAESs leading to treatment discontinuation were reported more frequently in the serplulimab group
than in the control group (20.7% vs. 17.9%), including TEAEs considered related to study
treatment (5.5% vs 3.0%).

TEAEs leading to treatment interruption occurred more frequently in the serplulimab arm than in
the control arm (57.3% vs. 47.6%), mainly due to serplulimab associated adverse events.

The most frequently reported adverse events were consistent with the known safety profile of the
chemotherapy backbone and included haematological and gastrointestinal toxicities.

Immune-related adverse events (irAEs), which are expected with PD-1 inhibitors, were reported
more frequently in the serplulimab arm than in the control arm (37.2% vs 19.0%). Infusion related
reactions (IRR) were uncommon in both treatment groups.

The pooled safety database including 2086 patients did not reveal new safety concerns, and the
safety profile of serplulimab was consistent with that observed in the pivotal study and with the
known class effects of PD-1 inhibitors.

3.5. Uncertainties and limitations about unfavourable effects

3.6. Effects Table

Table 68 Effects Table for serplulimab in combination with fluoropyrimidine- and
platinum-based chemotherapy for the first-line treatment of adult patients with
unresectable, locally advanced, recurrent or metastatic esophageal squamous cell
carcinoma whose tumours express PD-L1 witha CPS =5

Effect Short Serplulimab + Placebo Uncertainties/ References
description cisplatin + 5-

+ cisplatin + 5- Strength of
FU evidence

FU

Favourable Effects (PD-L1 CPS 25; N= 343, data cut-off 09 January 2023)

(01 Duration of Months 16.5 10.7 Data only from ASTRUM-
survival from (median) Asian patients 007- study
randomisatio (13.83, (8.67, 3.90)

n to death (95% CI)  19.48)
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Effect

Short
description

regardless of

Serplulimab + Placebo

cisplatin + 5-

FU + cisplatin + 5-

FU

Uncertainties/  References

Strength of
evidence

CSR

No efficacy data

cause from patients >
75 years
Double-blind
study
Updated analysis
HR 0.60 consistent with
primary analysis
(95% CI) (0.460, 0.786)
Supplemental
PFS analysis
- based on
PFS - by IRRC Durgtlon of Months 6.9 5.3 treatment policy
RECIST v1.1. survival (median) supports the
without (5.75, (4.14,5.78) e
, 95% CI)  8.08) P Y
progression ( analysis
from
randomisatio
n to first
record of PD  HR 0.57
or death 0
weheer (95% CI) (0.435, 0.752)
occurred
first)
Unfavourable Effects
(treatment emergent adverse events, all-cause incidences)
ASTRUM-007 (DCO 09 Jan 2023) - Safety set, n=550
Unit Ser+CFU PLA+CFU >99%
experienced
N=382 N=168 AEs in both
arms
Anaemia % 84.6 79.8 The majority
of these
Nausea % 65.7 64.3 adverse
events are
_ likely related
White blood % 59.4 61.3 to
cell count chemotherapy
decreased , taking into
consideration
the quite
similar
incidences in
the two
treatment

arms and the
known safety
profile of the
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Effect Short Serplulimab + Placebo Uncertainties/ References

description cisplatin + 5-
FU + cisplatin + 5- Strength of
FU evidence
chemotherapy
backbone.
Immune- % 37.2 19.6
mediated
TEAEs
SAEs % 39.3 32.1
Grade 3/4 AEs % 64.7 61.3
TEAEs leading % 9.9 13.1
to death
Ser-related % 2.9 1.2
TEAEs leading
to death
TEAEs leading % 57.3 47.6
to drug
interruption
tr TEAE % 34.3 21.4
leading to
ser/PLA
interruption
TEAEs leading % 20.7 17.9
to drug
discontinuatio
n
tr TEAEs % 5.5 3.0
leading to
Ser/PLA
discontinuatio
n

Abbreviations: Ser: Serplulimab, CFU: cisplatin and 5-fluorouracil, PLA: placebo, tr: treatment-
related (i.e. here: serplulimab/placebo-related)

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

Initially the MAH sought approval for an indication restricted to patients whose tumours express
PD-L1 with a CPS = 1.

Post-hoc subgroup analyses of OS and PFS according to PD-L1 CPS did not demonstrate a clear OS
benefit for patients with CPS < 5 (difference in median OS of 0.8 months in favour of the control
group; HR 0.88, 95% CI: 0.64, 1.24). In this subgroup, the Kaplan-Meier curves did not separate
in favour of the serplulimab group until approximately 14 months.
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In contrast, for patients with CPS = 5, a clinically relevant improvement in OS was observed, with
a difference in median OS of 5.8 months (HR 0.60, 95% CI: 0.460, 0.786) in favour of serplulimab
+ ChT. In this subgroup, the Kaplan-Meier curves separated in favour of the serplulimab group.

These findings indicate that the benefit in OS observed in the overall ITT population is primarily
driven by patients having the highest PD-L1 CPS.

Of note, the primary efficacy analysis (DCO 15 April 2022) of the ASTRUM-007 study showed a
statistically significant OS benefit of 3.5 months (HR 0.68, 95% CI: 0.529 - 0.871) in favour of
serplulimab + ChT as first line treatment of adult patients with unresectable, locally advanced,
recurrent or metastatic ESCC expressing PD-L1 with a CPS > 1.

The updated analysis (DCO 09 January 2023) confirmed this result (gain of 3.6 months in favour of
serplulimab + ChT; HR 0.70, 95% CI: 0.568 — 0.862).

The OS results were supported by the statistically significant dual primary endpoint PFS (assessed
by IRRC, based on RECIST v1.1). However, the magnitude of the PFS benefit was limited (median
difference 0.5 months in the primary analysis [HR 0.60, 95% CI: 0.476, 0.747] and 1.2 months in
the updated analysis [HR 0.58, 95% CI: 0.465, 0.716].

The higher number of missing imaging examinations in the serplulimab group compared with the
control group, together with the handling of intercurrent events using a hypothetical strategy, may
have influenced the estimation of PFS relative to the more robust OS estimate. A supplementary
sensitivity analysis applying a treatment policy strategy supported the primary PFS analysis, which
is considered reassuring. In addition, it is noted that relatively small gains in PFS have been also
reported in ESCC studies with other PD-L1/PD-1 inhibitors.

The results for patients with CPS<5 (representing approximately 40% of the study population),
showed an overall limited clinical efficacy. While the limitations of post-hoc subgroup analyses are
acknowledged, the approach is considered consistent with previous CHMP decisions for other PD-
L1/PD-1 inhibitors in ESCC (Tevimbra, EMEA/H/C/005919/11/0003; Opdivo,
EMEA/H/C/003985/11/010) and with the principles outlined in the relevant guideline on subgroup
analyses (Guideline on the investigation of subgroups in confirmatory clinical trials).

Furthermore, given the biological plausibility of a PD-L1-dependent treatment effect, the benefit of
serplulimab in combination with chemotherapy is considered insufficiently demonstrated in patients
with CPS <5. Therefore, the indication is restricted to ESCC patients whose tumours express PD-L1
with a CPS >5.

The study population was enrolled in China only, which introduces uncertainty regarding the
generalisability of the results to the European population. Considering that the incidence of ESCC is
substantially lower in Western countries compared to Asia, clinical experience in European patients
is limited. However, when taking into account the extensive experience with PD-1/PD-L1 inhibitors
in this indication, the absence of data in European patients is not considered to preclude the
applicability of the study results to the target population.

The safety profile of serplulimab is consistent with that of other PD-1/PD-L1 inhibitors approved for
the same indication. Immune-related AEs, which are known class effects, can be serious and
potentially life-threatening; however, they are generally manageable and adequately addressed
through warnings and precautions in the SmPC, including treatment interruption and
discontinuation. No new safety signals were identified.
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The pooled safety data were mainly obtained in an Asian population, with only Asian patients
included in the pivotal study in ESCC. However, the safety profile of serplulimab is not expected to
be significantly different in the non-Asian patient population.

3.7.2. Balance of benefits and risks

Based on the available efficacy data showing a statistically significant and clinical relevant PFS and
OS benefit, and the reported safety profile of serplulimab, which is consistent with other immune
checkpoint inhibitors used for the same indication and considered manageable, the benefit-risk is
considered positive in the agreed indication for the first-line treatment of adult patients with
unresectable, locally advanced, recurrent or metastatic esophageal squamous cell carcinoma whose
tumours express PD-L1 with a CPS = 5.

3.7.3. Additional considerations on the benefit-risk balance
Not applicable.
3.8. Conclusions

The overall benefit-risk of serplulimab in combination with fluoropyrimidine- and platinum-based
chemotherapy for the first-line treatment of adult patients with unresectable, locally advanced,
recurrent or metastatic oesophageal squamous cell carcinoma whose tumours express PD-L1 with a
CPS = 5 is positive.

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable
and therefore recommends the variation to the terms of the Marketing Authorisation, concerning
the following changes:

Variation accepted Type Annexes

affected

C.l.6.a C.I.6.a Addition of a new therapeutic indication or Variation | I and IIIB
modification of an approved one type II

Extension of indication to include, in combination with fluoropyrimidine- and platinum-based
chemotherapy, the first-line treatment of adult patients with unresectable, locally advanced,
recurrent or metastatic oesophageal squamous cell carcinoma whose tumours express PD-L1 with a
CPS > 5 for HETRONIFLY, based on results from study HLX10-007-EC301; this is a randomized,
double-blind, multi-center, phase III clinical study comparing the clinical efficacy and safety of
HLX10 or placebo combined with chemotherapy in first-line treatment of locally
advanced/metastatic esophageal squamous cell carcinoma (ESCC) patients. As a consequence,
sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet is updated in
accordance. Version 2.0 of the RMP has also been submitted.

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annexes I and IIIB and to the
Risk Management Plan are recommended.
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Conditions or restrictions with regard to the safe and effective use of the
medicinal product

¢ Risk management plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

In addition, an updated RMP should be submitted:
e At the request of the European Medicines Agency;

e Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile

or as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.

e Additional risk minimisation measures

The MAH shall ensure that in each Member State where HETRONIFLY is marketed, all
patients/caregivers who use HETRONIFLY are provided with the patient educational material.

e Composition of educational material package:
o Summary of product characteristics/package leaflet (will be voluntarily provided)
o Patient card
e Risks covered by the educational material:
o Immune-mediated adverse reactions
o Severe infusion reactions

The Education Material includes information on the signs and symptoms of immune-related adverse
reactions and infusion-related reactions, as well as the guidance for the importance of patient
monitoring and the clinical management of these events. The material will be distributed to
relevant HCPs as a package and patients will receive their materials through the HCP.
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