
CONCLUSIONS

•	In patients with human epidermal growth factor receptor 2
(HER2)-negative unresectable locally advanced or
metastatic gastric/gastroesophageal junction
adenocarcinoma (GC/GEJC) enrolled in the phase
3 RATIONALE-305 trial, adjustment for subsequent
immunotherapy (IO) use strengthened the estimated
overall survival (OS) treatment effect favoring first-line
tislelizumab + chemotherapy (CT) over placebo + CT,
suggesting that subsequent IO use may have partially
obscured the treatment benefit in the primary analysis

	–Observed OS: 15.0 months vs 12.9 months, respectively;
stratified HR, 0.79 (95% CI, 0.69-0.90)

	–Adjusted OS: 14.3 months vs 12.1 months, respectively;
stratified HR, 0.77 (95% CI, 0.67-0.88)

•	Subsequent IO use was associated with longer survival,
irrespective of randomized treatment; however,
subsequent IO use was more prevalent in Asia and
among patients with a lower disease burden, indicating
potential selection bias and limiting interpretation of these
findings as evidence of the efficacy of subsequent IO

INTRODUCTION
• Immune checkpoint inhibitor + CT is a standard first-line treatment option

for patients with HER2-negative unresectable locally advanced or metastatic
GC/GEJC1-3

• Tislelizumab is a high-affinity immune checkpoint inhibitor targeting
programmed cell death protein 1 engineered to minimize binding to Fcγ receptors
on macrophages3,4

• In the phase 3 RATIONALE-305 trial (NCT03777657), first-line tislelizumab +
chemotherapy (capecitabine + oxaliplatin [CAPOX] or cisplatin + 5-fluorouracil
[5-FU]) significantly improved median OS (mOS) vs placebo + CT in patients with
HER2-negative unresectable locally advanced or metastatic GC/GEJC3

• Patients in the placebo + CT arm were more likely to receive subsequent IO after
disease progression than those in the tislelizumab + CT arm
(19.8% vs 13.0%, respectively)5

• Subsequent IO after disease progression may attenuate the observed OS
difference between treatment and control arms by prolonging survival in patients
initially assigned to the control arm and obscuring the treatment effect, as
demonstrated in ATTRACTION-46

• This post hoc analysis evaluated the impact of subsequent-IO use on OS in
patients enrolled in RATIONALE-305

METHODS
• In the RATIONALE-305 trial, patients were randomized 1:1 to receive tislelizumab

(200 mg intravenous every 3 weeks) or placebo + CAPOX or cisplatin + 5-FU for
up to six cycles, followed by maintenance tislelizumab or placebo, with optional
capecitabine continuation after CAPOX (Figure 1)

• In this post hoc analysis, patients who had post-progression survival were stratified
according to subsequent IO use in the second- or third-line setting (yes vs no)

• A two-stage adjustment method was applied to estimate the effect of subsequent
IO on post-progression survival and subsequently to estimate counterfactual OS
assuming that no patients received subsequent IO after progression; adjusted
treatment effect was estimated using a cox model stratified by the prespecified
randomization factor; 95% CIs were obtained from 2000 bootstrap samples

Figure 1. Study Design
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Key eligibility criteria
• Age ≥18 years
• Histologically confirmed locally advanced

unresectable or metastatic GC/GEJ adenocarcinoma
• No previous systemic therapy for advanced disease
• ECOG PS 0 or 1
• Measurable or nonmeasurable lesion per RECIST 1.1,

as determined by investigator assessment

Stratification factors
• Region (China [including Taiwan] vs Japan and South

Korea vs Europe/North America)
• PD-L1 expression (PD-L1 TAP score ≥5% or <5%)
• Peritoneal metastases (yes vs no)
• Investigator’s choice of chemotherapy (CAPOX vs

cisplatin + 5-FU)
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Primary endpoint
• OS in PD-L1–positive (TAP score ≥5%) patients and all patients regardless of PD-L1 TAP expression

Secondary endpoints
• PFS,a ORR,a DOR, Safety

Randomized but
not treated

n=3

Randomized but
not treated

n=2

aInvestigator assessed per RECIST v1.1.
Abbreviations: 2L, second-line; 3L, third-line; 5-FU, 5-fluorouracil; CAPOX, capecitabine and oxaliplatin; DOR, duration of response;  
ECOG PS, Eastern Cooperative Oncology Group performance status; GC, gastric cancer; GEJ, gastroesophageal junction; IO, immunotherapy; 
ITT, intent-to-treat; IV, intravenous; ORR, overall response rate; OS, overall survival; PD-L1, programmed cell death 1 ligand 1;  
PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors;  
TAP, tumor area positivity.

RESULTS
• As of February 28, 2024, 894 patients survived beyond disease progression and

therefore had an opportunity to receive subsequent treatment (Table 1)

• Patients who received subsequent IO were more frequently from East Asia than
those who did not receive subsequent IO (Table 1)

• Objective response rates were 48.1%, 52.1%, 40.3%, and 47.6% in patients
who received tislelizumab + CT without subsequent IO, tislelizumab + CT with
subsequent IO, placebo + CT without subsequent IO, and placebo + CT with
subsequent IO, respectively

Table 1. Baseline Characteristics 
Tislelizumab Placebo

Characteristic No subsequent-IO
n=389

Subsequent-IOa

n=48
No subsequent-IO

n=375
Subsequent-IOa

n=82

Age, median, y 60.0 55.0 61.0 61.0
Age, n (%)

<65, years 267 (68.6) 35 (72.9) 238 (63.5) 56 (68.3)
≥65, years 122 (31.4) 13 (27.1) 137 (36.5) 26 (31.7)

Sex, n (%)
Male 269 (69.2) 28 (58.3) 267 (71.2) 55 (67.1)
Female 120 (30.8) 20 (41.7) 108 (28.8) 27 (32.9)

Race, n (%)
Asian 290 (74.6) 46 (95.8) 274 (73.1) 75 (91.5)
White 94 (24.2) 1 (2.1) 89 (23.7) 3 (3.7)

Region, n (%)
East Asia 290 (74.6) 46 (95.8) 274 (73.1) 75 (91.5)
Rest of World 99 (25.4) 2 (4.2) 101 (26.9) 7 (8.5)

ECOG PS, n (%)
0 131 (33.7) 22 (45.8) 111 (29.6) 35 (42.7)
1 258 (66.3) 26 (54.2) 264 (70.4) 47 (57.3)

TAP Score, n (%)
≥5% 217 (55.8) 22 (45.8) 201 (53.6) 48 (58.5)
<5% 172 (44.2) 26 (54.2) 174 (46.4) 34 (41.5)

Metastatic sites, n (%)
0-2 sites 262 (67.4) 30 (62.5) NA 61 (74.4)
≥3 sites 127 (32.6) 18 (37.5) NA 21 (25.6)

Liver metastasis, n (%) 155 (39.8) 12 (25.0) 142 (37.9) 31 (37.8)
Peritoneal metastasis, n (%) 164 (42.2) 28 (58.3) 164 (43.7) 33 (40.2)
Primary tumor location, n (%)

GEJ 73 (18.8) 7 (14.6) 70 (18.7) 19 (23.2)
Stomach 316 (81.2) 41 (85.4) 304 (81.1) 63 (76.8)

Prior (neo)adjuvant tx or surgery, n (%) 120 (30.8) 24 (50.0) 125 (33.3) 31 (37.8)
aFor second or third line. 
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction; IO, immunotherapy; 
Tx, treatment.

Survival Outcomes in the Intent-to-Treat Population
• In the overall population, tislelizumab + CT significantly improved mOS vs placebo

+ CT (Figure 2)

– mOS: 15.0 months vs 12.9 months, respectively (HR, 0.79; 95% CI, 0.69-0.90),
with higher 4-year OS rates (16.4% vs 8.3%)

Figure 2. OS by Treatment Arm
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A two-stage Weibull accelerated failure time model was used.
Abbreviations: CT, chemotherapy; HR, hazard ratio; OS, overall survival.

Survival Outcomes by Treatment and Subsequent IO Use
• Patients who received subsequent IO had longer mOS than those who did not in

both treatment arms (Figure 3)

– With subsequent IO: tislelizumab + CT, 23.2 months (95% CI, 17.2-26.4) vs
placebo + CT, 16.9 months (95% CI, 14.7-23.4)

– Without subsequent IO: tislelizumab + CT, 15.6 months (95% CI, 14.0-17.1) vs
placebo + CT, 12.7 months (95% CI, 11.8-14.1)

Figure 3. OS by Treatment and Subsequent IO Use
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A two-stage Weibull accelerated failure time model was used. 
Abbreviations: CT, chemotherapy; HR, hazard ratio; IO, immunotherapy; OS, overall survival.

Survival Adjusted for Subsequent IO Switching
• Adjustment for subsequent IO use resulted in a greater estimated mOS treatment

effect of tislelizumab + CT vs placebo + CT (Figure 4)

– mOS: 14.3 months vs 12.1 months, respectively (HR, 0.77; 95% CI, 0.67-0.88), with
higher 4-year OS rates (16.1% vs 7.8%)

Figure 4. OS Adjusted for Subsequent IO Switching
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A two-stage Weibull accelerated failure time model was used.
Abbreviations: CT, chemotherapy; HR, hazard ratio; OS, overall survival.
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