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SUPPLEMENTARY METHODS

Study Design

Eligible patients were randomized (1:1) to receive either tislelizumab 200 mg or matching
placebo intravenously every 3 weeks, in combination with investigator-chosen chemotherapy
every 3 weeks (capecitabine 1000 mg/m? twice daily on days 1-14 and oxaliplatin 130 mg/m? on
day 1 or 5-fluorouracil 800 mg/m? on days 1-5 and cisplatin 80 mg/m? on day 1) for up to six
cycles, followed by continued treatment with either tislelizumab or placebo, with optional
maintenance capecitabine. Randomization was stratified according to region [China (including
Taiwan) vs. Japan and South Korea vs. Europe and North America], programmed death ligand 1

(PD-L1) expression [PD-L1 Tumor Area Positivity (TAP) score = 5% or < 5%], peritoneal

metastases (yes vs. no), and investigator’s choice of chemotherapy (oxaliplatin and
capecitabine vs. cisplatin and 5-fluorouracil). Treatment continued until disease progression,
unacceptable toxicity, or investigator’s decision after 2 years of study treatment. Crossover

between the treatment arms or between chemotherapy regimens was prohibited.

PD-L1 expression was assessed prospectively by central laboratory using the TAP score,
defined as the total percentage of tumor area (tumor and any desmoplastic stroma) covered by
tumor cells with PD-L1 membrane staining (any intensity) and tumor-associated immune cells
with PD-L1 staining (any intensity), visually estimated by pathologists using an investigational
use—only version of the VENTANA PD-L1 (SP263) Assay (Roche Diagnostics, Indianapolis, IN,
USA) [1,2]. In addition, for exploratory purposes, pathologists in the central laboratory scored
the same stained samples according to combined positive score (CPS). CPS is defined as the
number of PD-L1—expressing tumor cells, lymphocytes, and macrophages divided by the total

number of viable tumor cells, multiplied by 100 [2,3].

Patient-Reported Outcomes



Patient-reported outcomes (PROs) were assessed in all randomized patients who completed
the PRO questionnaires, the European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire — Core 30 (QLQ-C30) and its gastric cancer module (QLQ-STO22)
at baseline and at least once post baseline. For each key PRO endpoint (ie, the most disease-
and treatment-relevant scales), the time to deterioration (defined as time to first onset of a > 10-
point change [4] in the worsening direction from baseline with confirmation by a subsequent
worsening) and a mixed model for repeated measures from baseline to key clinical cycles of 4

and 6 were measured.
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to site closure)
Institutional Review Board, 88
082032 ol _ 430l S 2018-1415
mpic-ro, 43-gil, Songpa-gu,
Yoon-Koo Kang (May yme 9 gpag
Seoul, 05505, Korea
27, 2019, to
November 8, 2023)
Chonnam National University
Hwasun Hospital Institutional
082034 Ik Joo Chung CNUHH-2018-170

Review Board, Institutional

Review Board, Chonnam
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

National University Hwasun
Hospital, 160, llsim-ri, Hwasun-
eup, Hwasun-gun, Jeollanam-
do, 519-809, Korea

082036

Jong Gwang Kim

Kyungpook National University
Chilgok Hospital Institutional

Review Board, 807, Hoguk-ro,
Buk-gu, Daegu, 41404, Korea

KNUCH 2019-05-021-
001

086001

Lin Shen

Medical Ethics Committee of

Beijing Cancer Hospital, No. 81

Fucheng Road, Haidian District,

Beijing, China

2018YW39

086005

Dong Ma

Ethics Committee of
Guangdong People’s Hospital,
23F, Haiyin Center, No 98
Donghua South Road, Yuexiu
District, Guangzhou,

Guangdong Province, China

2018-44-1

086006

Jufeng Wang

Ethics Committee of Henan
Cancer Hospital, No.127
Dongming Road, Jinshui
District, Zhengzhou, Henan

Province, China.

2018106, 23Aug2028

086009

Chunmei Bai

Drug Clinical Trail Ethics
Committee of Peking Union
Medical College Hospital,
No.41 Damucang Hutong,
Xicheng District, Beijing, China

HS2018108

086012

Jiuwei Cui

Ethics Committee of The First

Hospital of Jilin University,

18Y107-001
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

No.71 Xinmin
Street, Changchun, Jilin, China

086021

Yang Yang (March
26, 2019, to site

closure)

Baorui Li (January 31,
2019, to March 26,
2019)

Ethics Committee of Nanjing
Drum Tower Hospital, the
Affiliated Hospital of Nanjing
University Medical School, No.
321 Zhongshan Road, Gulou
District, Nanjing, Jiangsu

Province, China

2018-145-01

086022

Yuxian Bai

The Ethics Committee of
Harbin Medical University
Cancer Hospital, No.150
Haping Road, Nangang District,
Harbin, Heilongjiang, China

2018-131, 170ct2018

086024

Ruixing Zhang

Medical Ethics Committee of
The Fourth Hospital of Hebei
Medical University, No.12
Jiankang Road, Shijiazhuang
City, Hebei Province, China

2018131, 4Jan2019

086027

Haijun Zhong

Ethics Committee of Zhejiang
Cancer Hospital, 1 Banshan
Dong Lu, Gongshu District,
Hangzhou City, Zhejiang

Province, China

IRB-[2018]438

086030

Rongsheng Zheng

Clinical Medical Research
Ethics Committee of the First
Affiliated Hospital of Bengbu
Medical College, 287
Changhuai Road, Longzihu
District, Bengbu City, Anhui

Province

[2018]057
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

086031

Zhendong Chen

Ethics Committee of The
Second Hospital of Anhui
Medical University, No. 678
Furong Road, Jingkai District,

Hefei, Anhui Province, China

YW2018-033(F1)

086032

Tianshu Liu

Ethics Committee of
Zhongshan Hospital Fudan
University, No.180 Fenglin
Road, Xuhui District Shanghai,
200032, China

2018-113

086036

Zengqing Guo

Ethics Committee of Fujian
Cancer Hospital, 420 Fumu
Road, Jin 'an District, Fuzhou

City, Fujian Province, China

2018-038-01

086037

Anwen Liu

Clinical Trial Ethic Committee of
The Second Affiliated Hospital
of Nanchang University, No.1
Minde Road, Nanchang City,
Jiangxi Province, China 330006

[2018] No.14

086038

Hongming Pan

Ethics Committee of Sir Run
Run Shaw Hospital, Zhejiang
University School of Medicine,
9th Floor, Building 4, 3
Qingchun East Road,
Shangcheng District, Hangzhou
City, Zhejiang Province, China

20181016-4

086040

Tao Zhang

Clinical Trial Ethic Committee of
Huazhong University of
Science and Technology,
No.1277, Jiefang Avenue,

[2018] No.135
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

Jianghan District, Wuhan,
China

086042

Weiwei Shi

Ethics Committee of Chinese

PLA General Hospital, No.28
Fuxing Road Beijing, 100853,
China

C2018-035-01

086044

Lin Yang

Ethics Committee of Cancer
Hospital Chinese Academy of
Medical Sciences, NO.17
Panjiayuan Nanli, Chaoyang

District, Beijing, China

18-122/1700

086047

Xiaochun Zhang

Medical Ethics Committee of
the Affiliated Hospital of
Qingdao University, No.16
Jiangsu Road., Qingdao,
266000, China

QYFYEC 2018-053-
01

086048

YiBa

Ethics Committee of Tianjin
Medical University Cancer
Institute & Hospital, West
Huan-Hu Rd, Ti Yuan Bei, Hexi
District, Tianjin, 300060, China

E2018155

086049

Xianli Yin

Ethics Committee of Hunan
Cancer Hospital, No.283
Tongzipo Road, Yuelu District,
Changsha City, Hunan

Province, China

2018 Drug No. [222]

086050

Liwen Ma

Ethics Committee Peking
University Third Hospital, 6 / F,
Great Wall Computer Building,
Huayuan North Road, Haidian
District, Beijing, China

(2018)DrugNo. 064-
01)
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

086052

Ruihua Xu

Ethics Committee of Sun Yat-
sen University Cancer Center,
Room 315, Cuiyuan Building,
23 Xianlie South Road,
Guangzhou City, Guangdong

Province, China

A2018-015-01

086054

Xi Shi

Ethics Committee of The First
Affiliated Hospital of Fujian
Medical University, 11th floor,
Outpatient Building, 20
Chazhong Road, Fuzhou City,

Fujian Province, China

LY2018-016-01

086055

Sheng Hu

Ethics Committee of Hubei
Cancer Hospital, 116
Zhuodaoquan South Road,
Hongshan District, Wuhan City,

Hubei Province, China

[2018] No.26

086060

Ping Gan

Ethics Committee of Yunnan
Cancer Hospital, No. 519
Kunzhou Road, Xishan District,
Kunming, Yunnan Province,
China

YW201827-
27Aug2018

086072

Yunpeng Liu

Ethics Committee of The First
Hospital of China Medical
University, No.155 of Nanjing
North Street, Heping District,
and No.210 of Baita First
Street, Hunnan District
Shenyang City, Liaoning

Province, China

2018YL035
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

086074

Jianhua Shi

Ethics Committee of Linyi
Cancer Hospital, Intersection of
Zhicheng Road and
Zhongsheng Street, Hedong
District, Linyi, Shandong
Province, China, 276034

XY1825

086075

Jingdong Zhang

Ethics Committee of Liaoning
Cancer Hospital, No.44 of
Xiaoheyan Road, Dadong
District, Shenyang City,

Liaoning Province, China

20180754

086077

Hong Shen

Human Research Ethics
Committee, The Second
Affiliated Hospital of Zhejiang
University School of Medicine,
88 Jiefang Road, Hangzhou
City, Zhejiang Province, China

(2018) Drug No. (534)

086078

Shan Zeng

Ethics Committee of Xiangya
Hospital Central South
University, No.87 Xiangya
Road, Kaifu District, Changsha

City, Hunan Province, China

No. 201812161

086080

Jun Zhang

Ethics Committee of Drug
Clinical Trials of Ruijin Hospital
Shanghai Jiaotong University
School of Medicine, No.197
Ruijin Second Road, Huangpu
District, Shanghai, China

(2018) No. (81) -3

086083

Lei Yang

Ethics Committee of Nantong
Tumor Hospital, No.48
Qingnian West Road,

[2018-009],
7Sep2018
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

Chongchuan District, Nantong,
226000, China

086086

Yulong Zheng

Clinical Research Ethics
Committee, The First Affiliated
Hospital of Zhejiang University
School of Medicine, 79
Qingchun Road, Hangzhou
310003, Zhejiang Province,
China

(2018) No. (268)

086089

Lin Wang

Ethics Committee of Hainan
General Hospital, No.19 Xiuhua
Road, Xiuying District, Haikou,
Hainan, China, 570311.

[2018] No.72

086102

Changzheng Li

Medical Ethics Committee of
Shandong First Medical
University Affiliated Cancer
Hospital, No.440 Jiyan Road
Jinan, Shandong, China

SDZLEC2018-052-01

086103

Yanru Qin

Scientific Research and Clinical
Trial Ethics Committee of The
First Affiliated Hospital of
Zhengzhou University, NO.1
East Jianshe Road, Erqi
District, Zhengzhou City, Henan

Province, China

Drug-2018-119

086113

Bangwei Cao

Bioethics Committee, Beijing
Friendship Hospital, Capital
Medical University, 95 Yong 'an
Road, Xicheng District, Beijing,
602, Unit 2, Physical

Examination Center, Beijing

2018-P1-Drug 021-01
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

Friendship Hospital, 92 Yong
'an Road, Xicheng District,
Beijing, China

086115

Yifu He

Ethics Committee of Anhui
Provincial Cancer Hospital,
No.107 Huanhudong Road,

Hefei, Anhui Province, China

2018-EC comments-
19-01

086124

Dong Wang

Ethics Committee of Army
Specialty Medical Center of the
Chinese People’s Liberation
Army, No.10 Changjiang Road,
Daping, Yuzhong District,
Chongging, China

Drug (2018) No. 03

086127

Diansheng Zhong

Ethics Committee of Tianjin
Medical University General
Hospital,154 Anshan Road,
Heping District, Tianjin, China

IRB2018-055-01

086144

Mafei Kang

Ethics Committee of Affiliated
Hospital of Guilin Medical
University, No. 15 Lequn Road,
Xiufeng District, Guilin, Guangxi

Province, China

No. (F2019009)

086150

Zhendong Zheng

Ethics Committee of Northern
Theater Command of Chinese
People’s Liberation Army,
No.83 Wenhua Road, Shenhe
District, Shenyang City,

Liaoning Province, China

No. (2018) 15

086151

Leizhen Zheng

Ethics Committee of Xinhua
Hospital Affiliated to Shanghai

Jiaotong University School of

XHEC-A-2018-005-1
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Site No.

Principal

investigator name

Name/Address of ethics

committee

Approval number

Medicine, No.1665, Kongjiang
Road, Yangpu District,
Shanghai, China

086152

Ruilian Xu

Ethics Committee of Shenzhen
People’s Hospital, No. 1017
Dongmen North Road, Luohu
District, Shenzhen.Guangdong

Province, China

No. (2018) 72

086153

Qi Li

Medical Ethics Committee of
Shanghai General Hospital, 85
Wujin Road, Hongkou District,
Shanghai, China

No. (2018) 71

086154

Wei Wang

Ethics Committee of The First
People's Hospital of Foshan,
No.81 North Lingnan Avenue,
Foshan, Guangdong, China,
528000.

Drug No. (2018) 12

086155

Xiuling Li

Ethics Committee of Henan
Provincial People's Hospital,
No.7 Weiwu Road, Jinshui
District, Zhengzhou, Henan
Province, 450003, China

2018-028-02

086162

Guangyu An

Ethics Committee of Beijing
Chao Yang Hospital, No.8
Gongti Nan Road, Chaoyang
District, Beijing, China

2018-10-10-2
No.2018-Drug-23

086169

Dong Yan

Ethics Committee Beijing Luhe
Hospital, Capital Medical

University, Room 322, Building
4, Adult Education Center, 358

2018-LHYW-061-03
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Principal

Name/Address of ethics

Site No. Approval number
investigator name committee
Yudaihe East Street, Tongzhou
District, Beijing, China
Ethics Committee of The First
2019 No.(20)=,
) Hospital Of Lanzhou University,
086206 Qinghong Guo 12Jun2019
No.1 Donggang West Road
Lanzhou, 730000, China
Ali Murat Tatli
(February 11, 2022, to o . .
Malatya Clinical Trials Ethics
site closure) 2018/155 dd
Committee, Inonu Universitesi
090001 14Nov2018
Merkez Kampusu, 44280,
Hasan Senol Coskun
Malatya, Turkey
(August 20, 2019, to
February 11, 2022)
Malatya Clinical Trials Ethics
2018/155 dd
Committee, Inonu Universitesi
090002 Umut Disel 14Nov2018
Merkez Kampusu, 44280,
Malatya, Turkey
Malatya Clinical Trials Ethics
2018/155 dd
Committee, Inonu Universitesi
090003 Hakan Harputluoglu 14Nov2018
Merkez Kampusu, 44280,
Malatya, Turkey
Ozturk Ates
(November 4, 2022, o _ .
Malatya Clinical Trials Ethics
to site closure) _ _ o
Committee, Inonu Universitesi 2018/155 dd
090004
Merkez Kampusu, 44280, 14Nov2018

Berna Oksuzoglu
(November 8, 2019,
to November 4, 2022)

Malatya, Turkey

30



Principal

Name/Address of ethics

Site No. Approval number
investigator name committee
Copernicus Group IRB, 5000
787001 Marcia Cruz-Correa CentreGreen Way, Cary, NC 20182456
27513 (part of WIRB)
Institutional Review Board
Kaohsiung Medical University NA - IRB does not
886001 Jawyuan Wang Chung-Ho Memorial Hospital, issue an approval
No. 100, Tzyou 1st Road, number.
Kaohsiung 807, Taiwan
Institutional Review Board
National Cheng Kung NA - IRB does not
886042 Chiajui Yen University Hospital, No 138, issue an approval
Sheng-Li Road, Tainan 704, number.
Taiwan
Yi-Ping Hung
(November 3, 2022, o .
{0 site closure) Institutional Review Board
Taipei Veterans General
886045 No.1084900050

Yee Chao (May 8,
2019, to November 3,
2022)

Hospital, No. 201, Sec. 2, Shih-
Pai Road, Taipei 11217, Taiwan
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Fig. S1 Trial profile.

1657 patients assessed for eligibility

660 ineligible
478 did not meet eligibility criteria
156 withdrew consent
9 adverse events
17 other reasons

997 enrolled and randomized

|

501 assigned tislelizumab plus

chemotherapy (ITT population)
466 oxaliplatin plus capecitabine
35 cisplatin plus fluorouracil

I

!

496 assigned placebo plus

chemotherapy (ITT population)
465 oxaliplatin plus capecitabine
31 cisplatin plus fluorouracil

498 received intervention

!

494 received intervention

484 discontinued from treatment
381 progressive disease
38 withdrawal by patient
29 adverse events
8 completed chemotherapy
T physician decision

5 lost to follow-up

3 start of new anticancer therapy
3 study terminated by sponsor

3 noncompliance with study drug

(safety population) (safety population)

475 discontinued from treatment
322 progressive disease
69 adverse events
46 withdrawal by patient
16 physician decision

—p- 10 completed chemotherapy
4 start of new anticancer therapy T other
3 study terminated by sponsor
3 completed tislelizumab/placebo
1 noncompliance with study drug
1 other
h 4
23 treatment cngoing as 10 treatment ongoing as
of data cutoff

ITT intent-to-treat.
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Fig. S2 Post hoc subgroup analysis of objective response rate in the ITT population.

RespondenTotal ORR (95% CI)
Tislelizumab plus ~ Placebo plus Tislelizumab plus ~ Placebo plus

Subgroup chemotherapy chemotherapy  chemotherapy chemotherapy Odds ratio (95% CI) Odds ratio (35% Cl)
Age

< 65 years 1581340 1221313 46.5(41.1-51.9) 39.0 (33.5-44.6) —- 1.36 (1.00-1.86)

= 65 years 79161 79183 491 (41.1-57.1) 432 (35.9-50.7) —_ 1.27 (0.83-1.94)
Sex

Male 1721346 149/346 497 (44.3-551) 43.1(37.8-485)  ———— 1.31 (0.97-1.76)

Female 65155 521150 419 (34.1-50.1) 347 (271429) —_— 1.36 (0.86-2.16)
Region

China (including Taiwan) 132/259 1106257 51.0(44.7-57.2) 42.8(36.7-49.1) RN S 1.39 (0.98-1.97)

Japan and South Korea 60M17 521115 51.3(41.9-60.6) 452(35.9-54.8) _— 1.28 (0.76-2.14)

ROW 45125 39124 360 (27.645.1) 31.5(23.4-404) —_— 1.23 (0.72-2.08)
Region group

East Asia 192/376 162/372 51.1(459-56.2) 435(384-488) — 1.35 (1.01-1.80)

ROW 451125 391124 36.0 (27645.1) 31.5(23.4-404) _— 1.23 (0.72-2.08)
Race

Asian 192/376 162/372 51.1(45.9-56.2) 435(384-488) —_— 1.35 (1.01-1.80)

\White 43116 aznor 37.1(28.346.5) 29.9(21.4-395) _— 1.38 (0.79-2.42)

Other 219 ™7 222(28-60.0) 41.2(184-671) = 0.41 (0.06-2.58)
ECOG performance status

1] 86/169 611154 509 (43.1-58.6) 39.6(31.8-478) —_— 1.58 (1.02-2.46)

1 1511332 140/342 455 (40.0-51.0) 409 (35.7-464) —_— 1.20 (0.89-1.63)
MSI or MMR status

MSI-H/dMMR 1016 924 625(354-848) 375(18.8-594) #— 778 (0.75-10.286)

MSI-L/MSSIipMMR 210/448 182/439 469 (42.2-51.6) 41.5(36.8-462) —_ 1.25 (0.96-1.62)

Unknown 17137 1033 459 (29.5-63.1) 303(15.6-487) = 1.96 (0.73-5.23)
Presence of peritoneal metastasis

Yes 96/220 69/214 436 (37.0-50.5) 32.2(26.0-39.0) — = 1.63 (1.10-2.41)

Mo 1411281 1321282 502 (44.2-56.2) 46.8 (40.9-52.8) B 1.14 (0.82-1.59)
Liver metastasis

Yes 103190 97/188 542 (46.8-61.4) 51.6 (44.2-58.9) —_— 1.11 (0.74-1.686)

No 1341311 104/308 431(375-48.8) 338(285-393) —_— 1.49 (1.07-2.06)
Investigator's choice of chemotherapy

Oxaliplatin + capecitabine  225/466 192/465 483 (43.7-52.9) 41.3(36.845.9) — 1.33 (1.02-1.72)

Cisplatin + 5-fluorouracil 12/35 @31 343(191-52.2) 29.0(142-480) - 1.28 (0.45-3.62)
PD-L1 expression

PD-L1 score < 5% 96/227 85/224 423(35.849.0) 379(31.6-447) _— 1.20 (0.82-1.75)

PD-L1 score = 5% 1411274 116272 51.5(45.4-57.5) 42.6 (36.7-48.8) —_—— 1.43 (1.02-2.00)
Prior adjuvant/necadjuvant therapy

Yes 421107 31100 39.3(30.049.2) 31.0{221-41.0) —_ . 1.44 (0.81-2.55)

No 195/394 170/396 495(44.4-545) 429(38.0-480) — 1.30 (0.98-1.72)
Disease stage at screening

Locally recurrent/advanced 47 15 57.1(18.4-90.1) 20.0(0.5-71.6) 5.33 (0.38-75.78)

Metastatic 2337494 200/490 472 (427-51.7) 40.8(364-453) — 1.29 (1.01-1.67)
Primary location

Gastroesophageal junction  41/96 34100 427(327-532) 340(248-4437) —_— 1.45 (0.81-2 58)

Stomach 196/405 167/395 484 (43.4-534) 423(374-473) —- 1.28 (0.97-1.69)
Measurability

Measurable 236/471 2000479 50.1(45.5-54.7) 41.8 (37.3-46.3) —_— 1.40 (1.08-1.81)

Nonmeasurable 1130 M7 3.3(01-17.2) 59(01-28.7) & 0.55 (0.03-9.43)
Prior gastrectomy/esophagectomy

Yes 60/133 491139 451 (36.5-54.0) 353(27.3-438) _ 1.51 (0.93-2.46)

MNo 1771368 1521357 481 (42.9-53.3) 426 (37.4-47.9) —— 1.25 (0.93-1.68)
Number of metastatic sites at baseline

0-2 162/335 135/335 484 (429-53.9) 403(35.0-458) —_— 1.39 (1.02-1.88)

=3 T5/166 65/160 452 (375-531) 406(329487) _— 1.20 (0.78-1.87)

T T T T T T
0025 0751 2 3
Placebo plus chemotherapy better Tislelizumab plus chemotherapy better

Any subset with fewer than 10 patients would not be shown. The race subcategory “Other”
includes not reported, unknown, and other. ORR and odds ratios between arms were calculated
using the unstratified Cochran-Mantel-Haenszel method. C/ confidence interval, dMMR
mismatch repair-deficient, ECOG Eastern Cooperative Oncology Group, HR hazard ratio, ITT
intent-to-treat, MSI/-H/L microsatellite instability-high/low, MSS microsatellite stable, NE not
estimable, NR not reached, ORR objective response rate, PD-L1 programmed death ligand 1,
PMMR mismatch repair-proficient, ROW rest of world, TAP Tumor Area Positivity.
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Fig. S3 Kaplan-Meier plots of duration of response in a all randomized patients and b the
population with TAP score = 5%.

1004 No. Events 95% CI
90 ——— Tislelizumab plus chemotherapy 237 166 86 T79-111
—— Placebo plus chemotherapy 201 149 T2 6.0-8.5
® 804
[0}
w -
2 70
o 60
8
= 504
[=]
2 404
Re]
® 304
5
2 204
104
04
T T T T T T T T T T L T T T T L) L) L] L] L) T T L] T L} T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
No._ at risk Time, months
Tislelizumab plus 37 994 197 138 120 94 81 73 69 65 62 57 55 54 50 47 45 45 40 35 28 25 20 16 13 10 5 4 3 0
chemotherapy
Placebo plus 50 193 146 101 84 66 57 50 46 30 32 30 26 23 22 20 18 16 14 13 11 10 & & 6 6 3 0 0 0
chemotherapy
b
1004 No. Events Median 95% CI
a0 Tislelizumab plus chemotherapy 141 97 10.0 8.2-16.8
——— Placebo plus chemotherapy 116 84 6.9 5.7-8.5
=® 304
[0}
w -
2 70
a 604
8
= 504
o
o 404
i=i
% 304
5
3 204
104
0-
T T T T T T T T T T T T T T T T L T T T T L] L] T T T T T L T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
No. at risk Time, months
Tislelizumab plus 0y 440 125 91 80 63 56 54 50 46 44 39 37 36 34 32 32 32 28 24 20 17 12 10 8 6 3 2 1 0
chemotherapy
Placeboplus 414 115 g6 53 46 33 28 27 25 19 16 16 14 13 13 11 11 o 8 7 6 5 4 4 3 3 2 0 0 0
chemotherapy

Data cutoff: February 28, 2024.



Fig. S4 Kapl

an-Meier plots of duration of response in patients treated with a tislelizumab +

chemotherapy and b patients treated with placebo + chemotherapy, who remained progression-

free at 3 yea

rs versus the ITT population.

A.
100 e + o i
90 L—'F_H_
® 804 HH-
8 70- :
%60- No. Events Median 95% CI |
8 50l — T 237 166 8.6 79111
“ - — - 3YearPFS 46 6 NR 56 3-NE
- 404
o
E 304
S 204
104
0-I T T T T L} T T T T L} T T L} T T T T T T T L T T L} T T T T L]
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
Time, months
No. at risk
ITT 237 234 192 138 120 94 81 73 69 65 62 57 55 54 50 47 45 45 40 35 28 25 20 16 13 10 5 4 3 0
3-Year PFS 46 46 46 46 46 46 46 46 46 46 46 46 46 46 46 45 43 43 40 35 28 25 20 16 13 10 5 4 3 0
B.
b
100 4 g-- - - -" """ -"-"-"-"-—"-————-—— - -~ - -~ -~ ———— +
904 e i
=S ]
& 80 No Evenis Median 95% CI
@ 704 \ — T 200 149 72 6.0-85
2 60 \1 - — - 3YearPFS 17 1 NR NE-NE
]
% 504 -SL\
£ 40 Hhﬂ%
s 30
©
3 204 Hﬁ—nhﬂ
10+
O-I T T T L] T T T T T T L T T T T T T T T T T T T T L) T Ll
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time, months
No. at risk
ITT 201 193 146 101 84 66 57 50 46 39 32 30 26 23 22 20 18 16 14 13 11 10 8 8 6 6 3 0
3-Year PFS 17 47 A7 A7 17 A7 AT A7 AT 17 17 A7 AT 17 17 17 17 16 14 13 11 10 8 8 6 6 3 0

Data cutoff: February 28, 2024.
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Fig. S5 Least-squares mean change from baseline by treatment arm at a cycle 4 b and cycle 6.

a
EORTC QLQ-C30 M Tislelizumab plus chemotherapy ® Placebo plus chemotherapy
3.07
A 1.23-4.91
~ 97 135 (—00;;’05360)( :
s} (-0.24 to 2.94) - -
3 -L
S
£5 o] mmmm
o0
[=lne)
_°5" z 045
o (-2.0410 1.13)
g% 54 —-2.47
32 (-377t0-1.18) _392
23 (-5.2110-2.62)
[0
-1
-104 GHS/QoL Physical functioning Fatigue
1.80 (-0.33 to 3.94) 1.44 (-0.27 10 3.16) -1.32(-3.79 o 1.15)
EMTD (95% CI) p=00979 P =0.0990 p=02950
EORTC QLQ-STO22
5] 061
= (-0.82 to 2.05)
5%
H
o0
5% —061 -0.31
5 171 (16610 045) -1.27 (~1.75t01.12) 154
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p=0.0266 p=00145 p=0.0330
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ClI confidence interval, EMTD estimated mean treatment difference, EORTC European
Organisation for Research and Treatment of Cancer, GHS/QoL global health status/quality of
life, G/ gastrointestinal, QLQ-C30 Quality of Life Questionnaire — Core 30, QLQ-STO22 Quality

of Life Questionnaire — Gastric Cancer Module.
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Table S$1 Subsequent systemic anticancer therapy in the ITT population

Tislelizumab + Placebo +
chemotherapy chemotherapy

Anticancer therapy, n (%) (n =501) (n = 496)

Any subsequent anticancer systemic therapy 273 (54.5) 300 (60.5)
Chemotherapy 258 (51.5) 286 (57.7)
Targeted therapy 156 (31.1) 165 (33.3)
Immunotherapy 65 (13.0) 98 (19.8)
Other 15 (3.0) 19 (3.8)

Table S2 Prevalence of PD-L1 subgroups by TAP score and CPS
TAP score, n (%) CPS, n (%)
N =997 N =974

PD-L1 Tislelizumab + Placebo + Tislelizumab + Placebo +

status TAP chemotherapy chemotherapy chemotherapy chemotherapy

score/CPS (n =501) (n = 496) (n=491) (n =483)

21%/21 432 (86.2) 453 (91.3) 420 (85.5) 434 (89.9)

<1%/<1 69 (13.8) 43 (8.7) 71 (14.5) 49 (10.1)

25%/25 274 (54.7) 272 (54.8) 254 (51.7) 269 (55.7)

<5%/<5 227 (45.3) 224 (45.2) 237 (48.3) 214 (44.3)

210%/210 136 (27.1) 145 (29.2) 151 (30.8) 138 (28.6)

<10%/<10 365 (72.9) 351 (70.8) 340 (69.2) 345 (71.4)

Response assessed by investigator per Response Evaluation Criteria in Solid Tumors version
1.1. Data cutoff, February 28, 2023. PD-L1 TAP score was determined with the VENTANA PD-
L1 (SP263) Assay. CPS combined positive score, PD-L1 programmed death ligand 1, TAP

Tumor Area Positivity.
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Table S3 Response in the all randomized population and the population with PD-L1 TAP Score = 5%?

All randomized patients

Population with PD-L1 TAP score 2 5%

Tislelizumab +
chemotherapy
(n=501)

Placebo +
chemotherapy
(n = 496)

Tislelizumab +
chemotherapy
(n=274)

Placebo +
chemotherapy
(n=272)

Confirmed objective response
rate, n [% (95% Cl)]

237 [47.3 (42.9-51.8)]

201 [40.5 (36.2-45.0)]

141 [51.5 (45.4-57.5)]

116 [42.6 (36.7—48.8)]

Odds ratio (95% CI)°

1.33 (1.03-1.72)

1.45 (1.03-2.04)

Best overall response, n (%)

CR 19 (3.8) 19 (3.8) 12 (4.4) 7 (2.6)
PR 218 (43.5) 182 (36.7) 129 (47.1) 109 (40.1)
Stable disease® 185 (36.9) 197 (39.7) 90 (32.8) 104 (38.2)
Non-CR/non-PD 28 (5.6) 15 (3.0) 11 (4.0) 6 (2.2)
PD 23 (4.6) 55 (11.1) 11 (4.0) 32 (11.8)
Undetermined? 28 (5.6) 28 (5.6) 21 (7.7) 14 (5.1)

Disease control rate, n [% (95%
CI)]

450 [89.8 (86.8-92.3)]

413 [83.3 (79.7-86.4)]

242 [88.3 (83.9-91.9)]

226 [83.1 (78.1-87.3)]

Clinical benefit rate, n [% (95%
CI)]

316 [63.1 (58.7-67.3)]

292 [58.9 (54.4-63.2)]

178 [65.0 (59.0-70.6)]

161 [59.2 (53.1-65.1)]

Median duration of response
(95% CI), months®

8.6 (7.9-11.1)

7.2 (6.0-8.5)

10.0 (8.2-16.8)

6.9 (5.7-8.5)

Median time to response (range),

months®

1.4 (0.9-13.4)

1.4 (1.0-17.5)

1.4 (0.9-11.3)

1.4 (1.0-17.5)

Response assessed by investigator per Response Evaluation Criteria in Solid Tumors version 1.1. @2Data cutoff, February 28, 2024.
bCochran-Mantel-Haenszel test stratified by region (East Asia vs. other regions), PD-L1 expression (all randomized patients only), and
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presence of peritoneal metastasis. °Stable disease includes patients with non-CR/non-progressive disease. ‘Undetermined includes
patients with non-evaluable or non-assessable responses. ®Among patients who achieved a confirmed CR or PR only. C/ confidence
interval, CR complete response, PD progressive disease, PD-L1 programmed death ligand 1, PR partial response, TAP Tumor Area
Positivity.
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Table S4 Baseline characteristics of patients who remained progression-free at 3 years

Tislelizumab + Placebo +
Total
chemotherapy chemotherapy (N =70)
Characteristics (n = 50) (n=20)
Time from initial cancer diagnosis to study
entry, months?@

Median (IQR) 25(1.1-29.0) 2.0(1.2-15.5) 2.1 (1.1-27.1)
Metastatic disease® 48 (96.0) 20 (100.0) 68 (97.1)
Primary location, n (%)

Gastroesophageal junction 5(10.0) 4 (20.0) 9(12.9)

Stomach 45 (90.0) 16 (80.0) 61 (87.1)
No. of metastatic sites at study entry, n (%)

0-2 41 (82.0) 15 (75.0) 56 (80.0)

>3 9(18.0) 4 (20.0) 13 (18.6
Liver metastases, n (%)

Yes 18 (36.0) 9 (45.0) 27 (38.6)

No 32 (64.0 11 (55.0) 43 (61
Presence of peritoneal metastasis, n (%)¢

Yes 13 ( ) 4 (20.0) 17 (24.3)

No 37 ( 16 (80.0) 53 (75.7
Histologic grade, n (%)?

Gx - Grade cannot be assessed 9(18.0) 0 9(12.9)

G1 - Well differentiated 2 (4.0) 3(15.0) 5(7.1)

G2 - Moderately differentiated 15 (30.0) 9 (45.0) 24 (34.3)

G3 - Poorly differentiated 24 (48.0) 8 (40.0) 32 (45.7)
PD-L1 expression, n (%)

PD-L1 score < 5% 17 ( ) 8 (40.0) 25 (35.7)

PD-L1 score > 5% 33 ( 12 (60.0) 45 (64.3
MSI or MMR status, n (%)

MSI-H/dMMR 4 (8.0) 1(5.0) 5(7.1)

MSI-L/MSS/pMMR 42 (84.0) 16 (80.0) 58 (82.9)

Unknown 4 (8.0) 3(15.0) 7 (10.0)

aStudy entry date was referred to randomization date. "Disease stage rating at screening was
based on American Joint Committee on Cancer TNM Staging Classification for Carcinoma of
the Stomach and for Carcinoma of the Esophagus and Esophagogastric Junction (8th ed.,
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2017). °One patient in the placebo + chemotherapy treatment arm had metastatic site removed
by surgery before study entry. “Denotes statistical significance (p < 0.05) for patients in ITT
versus those who remained progression free at 3 years. dMMR mismatch repair-deficient, G
grade, ITT intent-to-treat, IQR interquartile range, MMR mismatch repair, MMS microsatellite
stable, MSI-H/L microsatellite instability-high/low, PD-L1 programmed death ligand 1, PFS
progression-free survival, pMMR mismatch repair-proficient.
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Table S5 Response in patients who remained progression-free at 3 years

Patients who remained progression free at 3

years
Tislelizumab + Placebo +
chemotherapy chemotherapy
(n = 50) (n = 20)
Confirmed objective response rate, n [% 46 [92.0 (80.8—-97.8)] 17 [85.0 (62.1-96.8)]
(95% CI)J?
Odds ratio (95% CI)? 1.57 (0.32-7.79)
Best overall response, No. (%)
CR 12 (24.0) 6 (30.0)
PR 34 (68.0) 11 (55.0)
SDP 2 (4.0) 1(5.0)
Non-CR/non-PD 2 (4.0) 2 (10.0)
PD 0 (0.0) 0 (0.0)
Disease control rate, n [% (95% CI)]? 50 [100.0 (92.9-100.0)] 20.0[100.0 (83.2—-100.0)]
Clinical benefit rate,® n [% (95% CI)]? 50 [100.0 (92.9-100.0)] 20.0 [100.0 (83.2—100.0)]
Median time to response (range), months 1.5 (1.2-13.4) 1.3 (1.2-17.5)

agxact Clopper-Pearson two-sided confidence interval. *Stable disease includes patients with
non-CR/non-progressive disease. °Clinical benefit rate is defined as the proportion of patients
who have CR, PR, or SD including non-CR/non-PD of = 24 weeks in duration. C/ confidence
interval, CR complete response, PD progressive disease, PD-L1 programmed death ligand 1,
PFS progression-free survival, PR partial response, SD stable disease.
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Table S6 Time to deterioration for EORTC QLQ-C30 and QLQ-STO22 scales

Tislelizumab + Placebo +
chemotherapy chemotherapy
(n=501) (n = 496)
Patients worsened, n (%) 121 (24.2) 144 (29.0)
Patients censored, n (%) 380 (75.8) 352 (71.0)
EORTC QLQ-C30
GHS/QoL. Median time to deterioration (95% CI), months® NR (36.0—NE) 38.0 (26.7-NE)
Stratified HR (95% CI)° 0.77 (0.60-0.98)
Stratified log-rank test p value®c 0.0168
Patients worsened, n (%) 124 (24.8) 151 (30.4)
Patients censored, n (%) 377 (75.2) 345 (69.6)
Physical functioning Median time to deterioration, months (95% CI)2 NR (30.4-NE) 37.7 (16.6—NE)
Stratified HR (95% CI)° 0.72 (0.57-0.92)
Stratified log-rank test p value®c 0.0036
Patients worsened, n (%) 193 (38.5) 209 (42.1)
Patients censored, n (%) 308 (61.5) 287 (57.9)
Fatigue Median time to deterioration (95% Cl), months? 16.9 (9.8—NE) 9.4 (5.4-17.8)
Stratified HR (95% CI)° 0.83 (0.68-1.01)
Stratified log-rank test p value®° 0.0310
Patients worsened, n (%) 50 (10.0) 72 (14.5)
Patients censored, n (%) 451 (90.0) 424 (85.5)
EORTC QLQ-STO22
_ Median time to deterioration (95% CI), months® NR (NE-NE) NR (NE-NE)
Symptom index
Stratified HR (95% CI)° 0.64 (0.45-0.92)
Stratified log-rank test p value®c 0.0080
Patients worsened, n (%) 48 (9.6) 54 (10.9)
Patients censored, n (%) 453 (90.4) 442 (89.1)
Dysphagia/ N B
odynophagia Median time to deterioration (95% CI), months® NR (NE-NE) NR (NE-NE)
Stratified HR (95% CI)° 0.81 (0.54-1.19)
Stratified log-rank test p value®c 0.1387
Patients worsened, n (%) 110 (22.0) 134 (27.0)
Patients censored, n (%) 391 (78.0) 362 (73.0)
Pain/discomfort Median time to deterioration (95% CI), months® NR (28.3—NE) 42.2 (33.1-NE)

Stratified HR (95% CI)P

Stratified log-rank test p value®c

0.74 (0.58-0.96)

0.0109

43



Patients worsened, n (%) 101 (20.2) 127 (25.6)

Patients censored, n (%) 400 (79.8) 369 (74.4)
Upper gastrointestinal — S
symptoms Median time to deterioration (95% CI), months? NR (NE-NE) NR (NE-NE)
Stratified HR (95% CI)° 0.73 (0.56-0.95)
Stratified log-rank test p value® 0.0085
Patients worsened, n (%) 100 (20.0) 99 (20.0)
Patients censored, n (%) 401 (80.0) 397 (80.0)
Dietary restrictions  Median time to deterioration (95% CI), months® NR (40.3—NE) NR (NE-NE)
Stratified HR (95% CI)° 0.96 (0.73-1.27)
Stratified log-rank test p value®d 0.3936

Percentages were based on N. 2Estimates are based on Kaplan-Meier method. *Stratified by
regions (East Asia vs. rest of the world), PD-L1 expression, and presence of peritoneal
metastasis.’One-sided p value was estimated from stratified log-rank test. C/ confidence
interval, EORTC, European Organisation for Research and Treatment of Cancer, GHS/QoL
global health status/quality of life, HR hazard ratio, NE not estimable, NR not reached, PD-L1
programmed death ligand 1, QLQ-C30 Quality of Life Questionnaire — Core 30, QLQ-STO22
Quality of Life Questionnaire — Stomach.
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Table S7 Summary of safety outcomes

Tislelizumab + Placebo +
chemotherapy chemotherapy
Events, n (%)? (n =498) (n =494)
Any treatment-related adverse event 483 (97.0) 476 (96.4)
Grade > 3 treatment-related adverse event 269 (54.0) 246 (49.8)
Serious treatment-related adverse events 113 (22.7) 72 (14.6)
Treatment-related adverse events leading to
_ _ ) 83 (16.7) 40 (8.1)
discontinuation
Treatment-emergent adverse events leading to dose
o o 246 (49.4) 240 (48.6)
modification of tislelizumab or placebo
Treatment-related adverse events leading to death® 6 (1.2) 2(<1)
Any immune-mediated adverse event®? 157 (31.5) 58 (11.7)
Grade > 3 immune-mediated adverse event 38 (7.6) 10 (2.0)
Serious immune-mediated adverse events 37 (7.4) 9(1.8)
Immune-mediated adverse events leading to
. . ) 22 (4.4) 1(0.2)
discontinuation
Immune-mediated adverse events leading to dose
o o 34 (6.8) 9(1.8)
modification of tislelizumab or placebo
Immune-mediated adverse events leading to death 1(0.2) 0
Immune-mediated adverse events treated with
42 (8.4) 12 (2.4)

corticosteroids

aAdverse events terms are coded using Medical Dictionary for Regulatory Activities version
24.0. PExcludes death due to disease under study. ©lmmune-mediated adverse events are
identified based on Immune-Mediated Adverse Events Company Custom Queries v2.2.
dImmune-mediated adverse events are identified from all adverse events that had an onset date
or a worsening in severity from baseline (pretreatment) on or after the first dose of study drug
and up to 90 days from the last dose of study drug, regardless of whether the patient started a
new anticancer therapy.
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Table S8 Summary of safety outcomes in patients who remained progression-free at 3 years

Tislelizumab + Placebo +
chemotherapy chemotherapy
Events, n (%)? (n =50) (n =20)
Any treatment-related adverse event 50 (100.0) 20 (100.0)
Grade > 3 treatment-related adverse event 31 (62.0) 12 (60.0)
Serious treatment-related adverse events 10 (20.0) 4 (20.0)
Treatment-related adverse events leading to
_ _ ) 14 (28.0) 2 (10.0)
discontinuation
Treatment-emergent adverse events leading to dose
o o 37 (74.0) 17 (85.0)
modification of tislelizumab or placebo
Treatment-related adverse events leading to death 0 (0.0) 0 (0.0)

2Adverse events terms are coded using Medical Dictionary for Regulatory Activities version
24.0.
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Table 89 Summary of immune-mediated adverse events in the safety population

Tislelizumab + Placebo +
chemotherapy chemotherapy
Events, n (%) (n =498) (n =494)
Any immune-mediated adverse event 157 (31.5) 58 (11.7)

Hypothyroidism 64 (12.9) 16 (3.2)
Skin reaction 55 (11.0) 15 (3.0)
Pneumonitis 19 (3.8) 2(0.4)
Hyperthyroidism 16 (3.2) 4 (0.8)
Hepatitis 10 (2.0) 2(0.4)
Diabetes mellitus 8 (1.6) 1(0.2)
Colitis 6(1.2) 10 (2.0)
Musculoskeletal 5(1.0) 0
Myocarditis/pericarditis 4 (0.8) 1(0.2)
Thyroiditis 3 (0.6) 3 (0.6)
Adrenal insufficiency 3 (0.6) 2(0.4)
Myositis/rhabdomyolysis 3 (0.6) 2(0.4)
Hypophysitis 3 (0.6) 1(0.2)
Nephritis and renal dysfunction 3 (0.6) 0
Pancreatitis 2(0.4) 1(0.2)
Central nervous system 1(0.2) 0

Blood dyscrasias 1(0.2) 0

Other 2(0.4) 5(1.0)

Immune-mediated adverse events are identified based on Immune-Mediated Adverse Events

Company Custom Queries v2.2. Inmune-mediated adverse events are identified from all
adverse events that had an onset date or a worsening in severity from baseline (pretreatment)
on or after the first dose of study drug and up to 90 days from the last dose of study drug,

regardless of whether the patient started a new anticancer therapy.

47



