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CONCLUSIONS
•	In this subgroup analysis of participants with locally advanced ESCC, 

first-line tislelizumab plus chemotherapy showed substantial and 
clinically meaningful improvements in efficacy, consistent with the 
primary and 3-year long-term follow-up analyses

	– Similar improvements in efficacy were observed in participants with 
locally advanced disease and a tumor PD-L1 TAP score ≥5% 

•	The safety profile in this subgroup was tolerable and consistent with 
that of the overall ITT population, with no new safety signals 

•	These findings further support the use of tislelizumab plus 
chemotherapy as a first-line treatment option for patients with locally 
advanced ESCC

INTRODUCTION
•	After a minimum 3-year follow-up of RATIONALE-306 (NCT03783442), tislelizumab plus chemotherapy 

demonstrated clinically meaningful and sustained improvement in overall survival (OS) compared with 
placebo plus chemotherapy (HR, 0.70; 95% CI: 0.59, 0.83) in advanced esophageal squamous cell 
carcinoma (ESCC)1 

•	Tislelizumab in combination with platinum-based chemotherapy has received regulatory approvals for 
first-line treatment of advanced/metastatic ESCC– from the EMA for patients with programmed death-
ligand 1 (PD-L1) Tumor Area Positivity (TAP) score ≥5% and from the US FDA for patients with tumor 
PD-L1 expression ≥12,3

•	Here, we report a post hoc subgroup analysis of participants with locally advanced ESCC 
(13.6%; n=88/649) and those with both locally advanced ESCC and tumor PD-L1 TAP score ≥5% (51.1%; 
n=45/88)

METHODS
Trial Design
•	This post hoc subgroup analysis included retrospectively selected participants with locally advanced 

ESCC with non-metastatic disease and deemed unfit for surgery or definitive chemoradiation from the 
randomized, double-blind, global phase 3 RATIONALE-306 study

•	Efficacy outcomes (OS, progression-free survival [PFS], objective response rate) and safety were analyzed

RESULTS
Baseline Characteristics
•	At data cutoff (August 22, 2024), of 649 participants randomized, 88 had locally advanced ESCC
•	Participants with locally advanced ESCC had a minimum of 45 months of follow-up
•	Baseline characteristics are shown in Table 1
Table 1. Baseline Characteristics

LA ESCC Subgroup (N=88) ITT Population (N=649)
TIS+CT 
(n=49)

PBO+CT
(n=39)

TIS+CT
(n=326)

PBO+CT
(n=323)

Median age, years (range) 65.0 (51-76) 68.0 (50-79) 64.0 (26-84) 65.0 (40-84) 
Age ≥65, n (%) 25 (51.0) 24 (61.5) 150 (46.0) 162 (50.2) 

Male, n (%) 42 (85.7) 33 (84.6) 282 (86.5) 281 (87.0) 
Region, n (%)
Asia 31 (63.3) 20 (51.3) 243 (74.5) 243 (75.2) 
Rest of the world 18 (36.7) 19 (48.7) 83 (25.5) 80 (24.8) 

ECOG PS, n (%)
0 18 (36.7) 16 (41.0) 109 (33.4) 104 (32.2) 
1 31 (63.3) 23 (59.0) 217 (66.6) 219 (67.8) 

PD-L1 expression, n (%)
TAP score ≥10% 16 (32.7) 11 (28.2) 116 (35.6) 107 (33.1) 
TAP score <10% 19 (38.8) 23 (59.0) 151 (46.3) 168 (52.0) 
Unknown 14 (28.6) 5 (12.8) 59 (18.1) 48 (14.9)

Abbreviations: CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group Performance Status; ITT, intent-to-treat; LA ESCC, locally 
advanced esophageal squamous cell carcinoma; PBO, placebo; PD‑L1, programmed death-ligand 1; TAP, Tumor Area Positivity; TIS, tislelizumab.

Overall Survival
•	OS was improved with tislelizumab plus chemotherapy versus placebo plus chemotherapy in all 

participants with locally advanced ESCC (Figure 1A) and all participants with locally advanced ESCC 
and a tumor PD-L1 TAP score ≥5% (Figure 1B)

Figure 1. Overall Survival in All Participants With (A) Locally Advanced ESCC and (B) Locally Advanced 
ESCC With PD‑L1 TAP Score ≥5%
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B. Locally Advanced ESCC With PD-L1 TAP Score ≥5%

49 46 40 36 31 29 23 18 18 16 12 12 9 5 0
39 32 26 18 16 13 8 7 7 4 4 4 3 2 1

25 24 21 18 17 17 14 11 11 9 8 8 7 4 0
20 17 15 8 7 5 3 3 3 2 2 2 2 1 1

Abbreviations: CI, confidence interval; CT, chemotherapy; ESCC, esophageal squamous cell carcinoma; HR, hazard ratio; PBO, placebo; 
PD‑L1, programmed death-ligand 1; PFS, progression-free survival; TAP, Tumor Area Positivity; TIS, tislelizumab.

Progression-Free Survival
•	PFS was prolonged with tislelizumab plus chemotherapy versus placebo plus chemotherapy in both 

participants with locally advanced ESCC (Figure 2A) and all participants with locally advanced ESCC 
and a tumor PD-L1 TAP score ≥5% (Figure 2B)

Figure 2. Progression-Free Survival in All Participants With (A) Locally Advanced ESCC and 
(B) Locally Advanced ESCC With PD-L1 TAP Score ≥5%
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B. Locally Advanced ESCC With PD-L1 TAP Score ≥5%

49 39 24 17 14 12 7 6 5 5 5 5 3 1
39 24 11 4 3 2 1 0 0 0 0 0 0 0

0
0
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0
0

Abbreviations: CI, confidence interval; CT, chemotherapy; ESCC, esophageal squamous cell carcinoma; HR, hazard ratio; PBO, placebo; 
PD‑L1, programmed death-ligand 1; PFS, progression-free survival; TAP, Tumor Area Positivity; TIS, tislelizumab.

Tumor Response
•	Tislelizumab plus chemotherapy improved objective response rate, shortened time to response, and 

produced durable responses versus placebo plus chemotherapy in locally advanced ESCC, including 
in the PD-L1 TAP score ≥5% subgroup (Table 2)

Table 2. Tumor Response and Duration of Response by Investigator
LA ESCC (N=88) PD-L1 TAP ≥5% LA ESCC (N=45)

TIS+CT 
(n=49)

PBO+CT
(n=39)

TIS+CT
(n=25)

PBO+CT
(n=20)

ORR 61.2% 38.5% 68.0% 30.0%
CR 12.2% 12.8% 16.0% 10.0%
PR 49.0% 25.6% 52.0% 20.0%

TTR, mo (range) 1.4 (1.2-23.3) 2.6 (1.2-4.2) 1.5 (1.2-23.3) 2.0 (1.2-2.7)
Median DoR (95% CI), mo 12.6 (6.9, 22.1) 7.1 (5.5, 22.1) 22.1 (6.1, NE) 5.7 (1.5, NE)

Abbreviations: CT, chemotherapy; CI, confidence interval; CR, complete response; DoR, duration of response; LA ESCC, locally advanced 
esophageal squamous cell carcinoma; mo, months; NE, not estimable; ORR, objective response rate; PBO, placebo; PD‑L1, programmed death-
ligand 1; TAP, Tumor Area Positivity; TIS, tislelizumab; TTR, time to response.

Safety and Tolerability
•	The safety/tolerability profile of tislelizumab plus chemotherapy in the locally advanced ESCC 

subgroup was consistent with that of the intent-to-treat (ITT) population, with no new safety signals 
(Table 3)

•	The most common grade ≥3 treatment-related adverse event in the locally advanced ESCC subgroup 
was decreased neutrophil count in both the tislelizumab plus chemotherapy and placebo plus 
chemotherapy arms (26.5% and 10.3%), consistent with the ITT population (30.9% and 32.7%)

Table 3. Overall Safety Summary
LA ESCC Subgroupa (N=88) ITT Populationb (N=645)

n (%)
TIS+CT 
(n=49)

PBO+CT
(n=39)

TIS+CT
(n=324)

PBO+CT
(n=321)

Participants with ≥1 TEAE 49 (100.0) 38 (97.4) 323 (99.7) 319 (99.4)
Grade ≥3 32 (65.3) 29 (74.4) 254 (78.4) 249 (77.6)
Serious 22 (44.9) 20 (51.3) 160 (49.4) 128 (39.9)
Leading to death 3 (6.1) 2 (5.1) 16 (4.9) 17 (5.3)

Participants with ≥1 TRAE 49 (100.0) 36 (92.3) 313 (96.6) 309 (96.3)
Grade ≥3 29 (59.2) 23 (59.0) 217 (67.0) 207 (64.5)
Serious 14 (28.6) 8 (20.5) 97 (29.9) 63 (19.6)
Leading to death, related 
to TIS/PBO 1 (2.0) 0 (0.0) 5 (1.5) 2 (0.6)

TEAEs leading to any treatment 
discontinuation 20 (40.8) 14 (35.9) 104 (32.1) 71 (22.1)

TEAEs leading to discontinuation of 
TIS/PBO 10 (20.4) 4 (10.3) 43 (13.3) 21 (6.5)

Subsequent anticancer therapyc 21 (42.9) 20 (51.3) 168 (51.5) 187 (57.9)
Subsequent radiation therapyc 9 (18.4) 12 (30.8) 66 (20.2)a 86 (26.6)a

Evaluated in the safety analysis set, except where indicated.
aData cutoff: August 22, 2024. bData cutoff: November 24, 2023. c ITT analysis set.
Abbreviations: CT, chemotherapy; ITT, intent-to-treat; LA ESCC, locally advanced esophageal squamous cell carcinoma; PBO, placebo; 
TEAE, treatment-emergent adverse event; TIS, tislelizumab; TRAE, treatment‑related adverse event.
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