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• Gastric cancer is the fifth most common cancer globally1 and is more prevalent in Eastern Asia2

• The prognosis for patients with advanced unresectable or metastatic gastric cancer or gastroesophageal 
junction adenocarcinoma (GC/GEJC) treated with standard-of-care chemotherapy (chemo) remains 
unsatisfying3

• The addition of anti-programmed cell death protein 1 (PD-1) antibodies to chemo demonstrated improved 
survival,4 and nivolumab plus chemo has been approved as first-line (1L) treatment in GC/GEJC in many 
countries/regions for patients with different PD-L1 expression5-7

• Tislelizumab (TIS) is an anti-PD-1 monoclonal antibody engineered to minimize binding to FcγR on 
macrophages.8 In a phase 2 study, 1L TIS plus chemo demonstrated durable antitumor activity in 
GC/GEJC patients9

• RATIONALE-305 assessed the efficacy and safety of 1L TIS or placebo plus investigator’s choice of 
chemo in unresectable, locally advanced or metastatic GC/GEJC

• We report results from the interim analysis performed in the PD-L1+ patient population
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Initial up to 6 treatment cyclesa

Key eligibility criteria:
• Histologically confirmed 
GC/GEJC

• Exclude patients with 
HER2-positive tumors

• No previous therapy for 
unresectable, locally advanced 
or metastatic GC/GEJC

TIS 200 mg IV Q3W
+ chemo (XELOX or FPd)

Placebo IV Q3W
+ chemo (XELOX or FPd)

Primary endpoints
OS in PD-L1+ (PD-L1 score ≥5%b) and ITT analysis set

Secondary endpointsc

PFS, ORR, DoR, DCR, CBR, TTR, HRQoL, safety
Maintenance treatment until unacceptable 

toxicity or disease progression
Stratification
• Region of enrolment 
• Peritoneal metastasis
• PD-L1 score (PD-L1 ≥5% vs <5%b)
• Investigator’s choice of chemo

aInvestigator’s choice of doublet regimen (XELOX or FP) is administered up to 6 cycles; capecitabine as optional maintenance therapy only for XELOX regimen may be administered until disease progression, intolerable toxicity, or another treatment discontinuation criterion was met. Tislelizumab (or 
placebo) was administered until disease progression, intolerable toxicity, or another treatment discontinuation criterion was met. 
bPD-L1 score was determined using VENTANA SP263 assay. 
cAll tumor response assessments were performed by investigator per RECIST v1.1.
dXELOX: Oxaliplatin 130 mg/m² Day 1 + capecitabine 1000 mg/m2 BID Day 1-14, Q3W; FP: Cisplatin 80 mg/m² Day 1 + 5-FU 800 mg/m2/day CIV Day 1-5, Q3W.

R
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Statistical considerations:
• If OS in the PD-L1+ analysis set is statistically significant, OS in the ITT analysis set is tested hierarchically
• An interim analysis was performed based on 291 actual observed events for the PD-L1+ analysis set, and the 
updated one-sided P value boundary was 0.0092

Study Design
Randomized, double-blind, global phase 3 study 
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Baseline Characteristics in the PD-L1+ Analysis Set
TIS + Chemo

(n=274)
Placebo + Chemo

(n=272)
Median age, years (range) 61.0 (23.0-83.0) 62.0 (30.0-84.0)

Male sex, % (n) 70.4 (193) 73.9 (201)

Region, % (n)
East Asiaa 73.7 (202) 73.9 (201)

Rest of worldb 26.3 (72) 26.1 (71)

ECOG PS, % (n)
0 35.8 (98) 31.6 (86)

1 64.2 (176) 68.4 (186)

Primary location, % (n)
Stomach 81.4 (223) 78.7 (214)

GEJC 18.6 (51) 21.3 (58)

Investigator-chosen chemo, % (n)
XELOX 92.7 (254) 93.4 (254) 

FP 7.3 (20) 6.6 (18)

Metastatic diseases, % (n) 98.5 (270) 98.5 (268)

Peritoneal metastasis, % (n) 41.2 (113) 40.1 (109)

Prior adjuvant/neoadjuvant treatment, % (n) 13.5 (37) 14.0 (38)

Data cutoff: October 08, 2021. Median follow up was 15.9 months in the TIS + chemo arm and 16.8 months in the placebo + chemo arm.
In the ITT population, 54.7% of patients in the TIS + chemo arm and 54.8% of patients in the placebo + chemo arm had a PD-L1 score of ≥5% and were included in the PD-L1+ analysis set.
aEast Asia includes China (including Taiwan), Japan, and South Korea; bRest of world includes US and EU. 
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Overall Survival (OS)

aPrimary OS analysis: Stratified by regions (east Asia vs rest of the world) and presence of peritoneal metastasis. ​bOne-sided stratified log-rank test. 116 (42.3%) patients and 147 (54.0%) patients in tislelizumab plus chemotherapy arm and placebo plus chemotherapy arm 
received subsequent anticancer systemic therapies, respectively. Of those, 19 (6.9%) patients and 38 (14.0%) patients received immunotherapy.   
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TIS + Chemo Placebo + Chemo

Events, n (%) 130 (47.4) 161 (59.2)

Median OS, months (95% CI) 17.2 (13.9, 21.3) 12.6 (12.0, 14.4)

HRa (95% CI) 0.74 (0.59, 0.94)

P-valueb 0.0056

TIS plus chemo demonstrated statistically significant improvement in OS vs placebo 
plus chemo 
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OS Subgroup Analysis in PD-L1+ Analysis Set
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Improvement in OS was observed across prespecified subgroups
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Progression-Free Survival in the PD-L1+ Analysis Set 

aStratified by regions (east Asia versus rest of the world) and presence of peritoneal metastasis. 
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TIS + Chemo Placebo + Chemo

Events, n (%) 169 (61.7) 206 (75.7)

Median PFS, months (95% CI) 7.2 (5.8, 8.4) 5.9 (5.6, 7.0)

HRa (95% CI) 0.67 (0.55, 0.83)

TIS plus chemo improved PFS over placebo plus chemo 
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Antitumor Response in the PD-L1+ Analysis Set

TIS + Chemo
(n=274)

Placebo + Chemo 
(n=272)

ORRa, % (95% CIb) 50.4 (44.3, 56.4) 43.0 (37.1, 49.1)

Best overall response, % (n)

CR 3.3 (9) 1.8 (5)

PR 47.1 (129) 41.2 (112)

SDc 38.0 (104) 40.1 (109)

PD 4.4 (12) 11.8 (32)

Undeterminedd 7.3 (20) 5.1 (14)

Disease control rate, % (95% CIa) 88.3 (83.9, 91.9) 83.1 (78.1, 87.3)

Median DoR, months (95% CI) 9.0 (8.2, 19.4) 7.1 (5.7, 8.3)

aORR is defined as the percentage of patients with confirmed CR/PR.
bExact Clopper-Pearson 2-sided confidence interval.
cSD includes non-CR and non-PD.
dBest overall response of ‘undetermined’ included patients who had postbaseline tumor assessment, none of which were evaluable; or patients who had no postbaseline tumor assessments due to death, withdrawal of consent, lost to follow up, or any other reasons.
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Duration of Response

TIS plus chemo was associated with a numerically higher ORR and more durable 
response vs placebo plus chemo
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Safety Summary

For each row category, a patient with two or more adverse events in that category was counted only once. AE grades were evaluated based on National Cancer Institute–Common Terminology Criteria for Adverse Events (version 5.0). AE terms were coded using Medical 
Dictionary for Drug Regulatory Affairs version 24.0. 

Category, % (n) TIS + Chemo (n=272) Placebo + Chemo (n=272)

Median duration of tislelizumab/placebo treatment, weeks (range) 27.9 (0.6-135.3) 24.4 (2.3-128.6)

Any TEAE 99.6 (271) 97.8 (266)

Treatment-related 97.1 (264) 96.0 (261)

TEAE at grade ≥3 64.7 (176) 62.9 (171)

Treatment-related 52.6 (143) 48.5 (132)

Serious TEAE 42.3 (115) 36.8 (100)

Treatment-related 25.7 (70) 16.5 (45)

TEAE leading to discontinuation 22.4 (61) 12.1 (33)

TEAE leading to discontinuation of TIS/placebo 14.3 (39) 6.6 (18)

TEAE leading to discontinuation of any chemo component 19.9 (54) 11.4 (31)

TEAE leading to death 8.8 (24) 7.7 (21)

Treatment-related 2.2 (6) 0.7 (2)
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TIS plus chemo had a manageable safety profile in patients with unresectable, locally 
advanced or metastatic GC/GEJC
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Treatment-Emergent Adverse Events (TEAEs) Reported in 
≥20% of Patients
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Nausea

Decreased appetite

Platelet count decreased

Vomiting

Anemia

Neutrophil count decreased

AST increased

Diarrhea

Peripheral sensory neuropathy

ALT increased

WBC count decreased

Constipation

TIS + chemo

Placebo + chemo

The profile of TEAEs 
with tislelizumab plus 
chemo was consistent 
with the known profile of 
each treatment agent, 
with no new safety signals 
identified

Patients with multiple events for a given preferred term were counted only once at the worst severity for the preferred term. AE grades were evaluated based on National Cancer Institute–Common Terminology Criteria for Adverse Events (version 5.0). AE terms were coded 
using Medical Dictionary for Drug Regulatory Affairs version 24.0. 
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Patients, %
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Health-Related Quality of Life

Higher scores in global health status and physical function and lower scores in symptom scales represents better outcomes. P-values are nominal.
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LS mean change from baseline in
EORTC QLQ-C30 score at cycle 6

LS mean change from baseline in
EORTC QLQ-STO22 score at cycle 6
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P=0.0019 P=0.0169
P=0.2212

P=0.0477 P=0.1842

P=0.1872

P=0.2404

Addition of TIS to chemo not only did not worsen HRQoL, but suggested better HRQoL as indicated by:
• Maintenance of Global Health Status/QoL, physical functioning, and greater reduction in general stomach cancer symptoms 
• There was also a trend towards reduction in fatigue, pain/discomfort and upper gastrointestinal symptoms with TIS plus chemo
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Conclusions
• TIS plus chemo demonstrated statistically significant and clinically meaningful improvement in OS 

versus placebo plus chemo in patients with PD-L1-positive GC/GEJC
 Median OS: 17.2 vs 12.6 months; HR 0.74 (95% CI 0.59, 0.94); P=0.0056

• The OS benefit with TIS plus chemo was accompanied by improvements in PFS, DoR, and ORR 
compared with placebo plus chemotherapy 

• TIS plus chemo had a manageable safety profile in patients with unresectable, locally advanced 
or metastatic GC/GEJC, with no new safety signals identified

• Better HRQoL was generally observed in patients treated with TIS plus chemo than in patients 
treated with placebo plus chemo

RATIONALE-305 results offer tislelizumab plus chemotherapy as a new 1L treatment option 
for patients with PD-L1-positive unresectable, locally advanced or metastatic GC/GEJC

The study continues to be double-blinded towards OS final analysis in the ITT population, 
results of which will be presented later this year

Dr Markus Moehler



PRESENTED BY:

Acknowledgments

We as authors would like to thank 

• the patients and their families for their study participation

• the global investigators and site personnel for their support during 
the conduct of this important trial

This study was sponsored by BeiGene, Ltd. Medical writing support for the 
development of this presentation, under the direction of the authors, was 
provided by Sophie Cook, PhD, of Ashfield MedComms, an Inizio company, and 
was funded by BeiGene, Ltd. 

Dr Markus Moehler


	RATIONALE-305: Phase 3 Study of Tislelizumab + Chemotherapy vs Placebo + Chemotherapy as First-line Treatment of Advanced Gastric or Gastroesophageal Junction Adenocarcinoma
	Background
	Study Design
	Baseline Characteristics in the PD-L1+ Analysis Set
	Overall Survival (OS)
	OS Subgroup Analysis in PD-L1+ Analysis Set
	Progression-Free Survival in the PD-L1+ Analysis Set 
	Antitumor Response in the PD-L1+ Analysis Set 
	Safety Summary
	Treatment-Emergent Adverse Events (TEAEs) Reported in �≥20% of Patients
	Health-Related Quality of Life
	Conclusions
	Acknowledgments

