Tislelizumab monotherapy for patients with previously treated advanced hepatocellular carcinoma (HCC):

RATIONALE-208 Chinese subpopulation

Authors: *'Zhenggang Ren,! Zhiwei Li,2 Tao Zhang,® Weijia Fang,* Sheng Hu,” Hongming Pan,® Chia-Jui Yen,” Jinlin
Hou,® Yajin Chen,® Guo-Liang Shao,° Chiun Hsu,!! Bai Yuxian,'? Zhigiang Meng,** Ming-Mo Hou,* Congying Xie,®®
Yong Liu,*® John Wu,*” Bai Li,*® Sandra Chica-Duque,*® Ann-Lii Cheng?°

Affiliations:

Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; *Division of Hepatobiliary and Pancreatic Surgery,
The First Affiliated Hospital, Zhejiang University, Hangzhou, China; 3Abdominal Oncology Department, Union Hospital, Tongji
Medical College, Huazhong University of Science and Technology, Wuhan, China; *Department of Medical Oncology, The First
Affiliated Hospital, Zhejiang University, Hangzhou, China; *Department of Internal Medicine-Oncology, Hubei Cancer Hospital,
Wuhan, China; °Department of Medical Oncology, Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, Zhejiang,
China; “Clinical Medicine Research Center, National Cheng Kung University Hospital, Tainan, Taiwan; 8Southern Medical
University, Hepatology Unit, Nanfang Hospital, Guangzhou, China; °Department of Hepatobiliary Surgery, Sun Yat-Sen Memorial
Hospital, Sun Yat-Sen University, Guangzhou, China; 1°Department of Radiology, Zhejiang Cancer Hospital, Hangzhou, China;
Ipepartment of Oncology, National Taiwan University Hospital, Taipei, Taiwan; 12Department of Medical Oncology, Harbin
Medical University Cancer Hospital, Harbin, China; *Department of Integrative Oncology, Shanghai Cancer Hospital, Fudan
University, Shanghai, China; **Division of Hematology and Oncology, Chang Gung Memorial Hospital and Chang Gung University,
Taoyuan, Taiwan; °Radiation and Medical Oncology Department, The First Affiliated Hospital of Wenzhou Medical University,
Wenzhou, China; *°Xuzhou Central Hospital, Xuzhou, China; ”BeiGene (Ridgefield Park) Co., Ltd., Ridgefield Park, NJ, USA;
18BejGene (Beijing) Co., Ltd., Beijing, China; 1°BeiGene (San Mateo) Co., Ltd., San Mateo, CA, USA; *°Department of Oncology,

National Taiwan University Cancer Center and National Taiwan University Hospital, Taipei, Taiwan

Abstract text:

Background:

Tislelizumab, an anti-programmed cell death protein 1 monoclonal antibody, demonstrated clinical activity and was
well tolerated in patients with previously treated advanced HCC in the Phase 2 RATIONALE-208 study

(NCT03419897). Here, we report results for the Chinese subpopulation.

Methods:

Eligible patients who had received > 1 prior line of systemic therapy for advanced HCC, excluding immune checkpoint
inhibitors, received tislelizumab 200 mg intravenously once every three weeks. The primary endpoint was objective
response rate by independent review committee (IRC) (ORRirc) per Response Evaluation Criteria in Solid Tumors
version 1.1. Secondary endpoints included ORR by investigator (INV) (ORRinv), duration of response by IRC (DoRrc),
DoR by INV (DoRv), overall survival (OS), PFS by INV (PFSivv), PFS by IRC (PFSirc), and safety.
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Results:

As of June 2021, 249 patients were enrolled, and the Chinese subpopulation comprised 122 patients; baseline
demographic and disease characteristics were balanced between the Chinese and overall (N=249) populations.
Median follow-up duration was 12.9 months for the Chinese subgroup and 12.7 months for the overall population.
Response rates were not impacted by region: ORRjrc was 12.3% (95% Cl: 7.1, 19.5) and ORR\yy was 13.9% [95% Cl:
8.3, 21.4) in the Chinese subpopulation, and ORRjgc was 12.9% (95% Cl: 9.0, 17.7) and ORRny was 14.5% (95% Cl:
10.3, 19.5) in the overall population. Median DoRrc in both populations was not reached. Median DoRyy was
consistent between the Chinese (21.4 months [95% Cl: 7.6, NE]) and overall (21.4 months [95% Cl: 11.1, NE)
populations. Median PFSirc was 1.4 months (95% Cl: 1.4, 2.6) and median PFS;yy was 1.5 months (95% Cl: 1.4, 2.7) for
the Chinese subpopulation, while median PFSigc was 2.7 months (95% ClI: 1.4, 2.8) and median PFS;yy was 2.8 months
(95% Cl: 2.6, 4.0) for the overall population. Median OS was 13.7 months (95% Cl: 9.9, 17.0) vs 13.2 months (95% Cl:

10.8, 15.2) for the Chinese vs overall population, respectively.

Treatment-related adverse events (TRAEs) were similar between the Chinese and overall populations; 18.9% vs
15.5% of patients experienced > Grade 3 TRAEs, and 4.9% vs 5.2% experienced TRAEs that led to treatment
discontinuation in the Chinese vs overall population, respectively. The most common > Grade 3 TRAEs were
increased aspartate aminotransferase (4.1% vs 2.8%) and increased alanine aminotransferase (1.6% vs 1.2%) for the

Chinese vs overall population, respectively.

Conclusions:
Tislelizumab is clinically active and well tolerated in Chinese patients with previously treated advanced HCC, and the
results are consistent with the overall study population. An ongoing Phase 3 clinical trial will continue to investigate

the impact of region on the efficacy and safety of tislelizumab monotherapy (NCT03412773).
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