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CONCLUSIONS MIETHODS e -
« RATIONALE-305 was a randomized, double-blind, global phase 3 trial comparing tislelizumab plus chemotherapy with placebo plus atient bisposition N | | | lcacy | | | - | |
: : : : : : chemotherapy in systemic treatment-naive patients with locally advanced unresectable or metastatic HER2-negative GC/GEJC * As of the data cutoff (February 28, 2024; minimum study follow-up: 36.6 months), 43.5% of patients in the ITT population had PM; 54.8% of * An improvement in median OS and higher ORR, with tislelizumab plus chemotherapy vs placebo plus chemotherapy was observed consistently among patients
e Qur anaIyS|s showed that Iowerlng perltoneal metastasis (PM) representation In the . The study design for RATIONALE-305 is presented in Figure 2° patients had PD-L1 TAP scores >5%; 39.7% of those had PM. Among the 88.9% patients with TAP scores >1%, 43.6% had PM (Table 1) with or without PM and regardless of the proportion of PM modeled, which ranged from 20% to 45% in the ITT population (Figure 3A, Table 2)
model marginally improved overall survival (OS), progression-free survival (PFS), and + TAP score was evaluated in tumor tissue using the VENTANA PD-L1 (SP263) Assay (Roche Diagnostics, Indianapolis, IN, USA)’ A higher proportion of female patients had PM (with PM: 41.2%, without PM: 22.4%; Table 1) - Difference in ORR between treatment arms was more pronounced in patients with PM than without PM
objective response rate (ORR), underscoring the poor prognosis of peritoneal disease « Method of moments was used to weight patients and to match a hypothetical population to the ITT population, with the same e Patients with PM, compared with those without PM, were less likely to have PD-L1>5% tumors (50% vs 58.4%) and were more likely to have - Patients with higher PD-L1 TAP score showed a greater difference in ORR between treatment arms
: PR : : o o e - primary stomach tumors (86.6% vs 75.5%) e Similar improvements in PFS were also observed (data not shown)
o _ : : : marginal distribution of sex, primary tumor location, PD-L1 (TAP score <5% vs >25%), number of metastatic sites (0-2 vs 3+), liver . . . . . o . .
In RATIONALE-305, patients with human epidermal growth factor receptor 2 metastasis, and a determinist PM proportion to enable PM representation * Patients with PM, compared with those without PM, were also more likely to have >3 metastatic sites (49.1% vs 20.1%), and less likely to have liver » This improvement across all measures of efficacy regardless of the proportion of PM modeled was also consistent among patients with different PD-L1 cutoffs,
(HERZ2)-negative unresectable locally advanced or metastatic gastric cancer/ - PM representation was set from 20% to 45% metastases (24.9% vs 48.0%) including TAP score PD-L1>5% (Figure 3B, Table 2), and TAP score PD-L1>1% (Figure 3C, Table 2)
gastroesophageal junction carcinoma (GC/GEJC) who received tislelizumab plus e Weighted OS, PFS, and ORR assessed by investigator were analyzed * Baseline demographics and disease characteristics were generally similar across treatment arms Table 2. ORR
chemotherapy had clinically meaningful responses and survival benetfits irrespective Figure 2. Study Design Table 1. Patient Baseline Demographics and Characteristics (ITT Analysis Set) S S — o o e
of PM, with higher response rates in those who were programmed death-ligand 1 g N With PM Without PM Treatment Arm All Patients  With PM with PM with PM with PM with PM with PM with PM
(PD-L1) positive Key Eligibility Criteria Tislelizumab 200 mg IV Primary Endpoint Tislelizumab Plus Placebo Plus Tislelizumab Plus Placebo Plus ITT
Histologically Q3W plus chemotherapy . OS in PD-L1—positive Eeelin: Al SR E SR E Y Al Sl =iE] sy Chemotherapy Tislelizumab plus 473 436 50.2 48.0 47.8 477 475 47.4 473
* Response rates were lower in patients with PM than in those without PM across all confirmed GC/GEJC (ngl'ﬁ’;fitr:” ﬁ’d‘;%fﬁﬁﬁf:f;‘;ﬁaor (PD-L1 TAP score >5%) SIS (n=434) (n=220) (n=214) (n=563) (n=281) (n=282) chemotherapy (429, 518)  (370,50.5) (44.2,562) (429,531  (42.9,527) (430,524) (430,521  (42.9,519)  (42.8,51.8)
PD-L1 expression levels . Excluded patients with > > and ITT analysis sets Sex, n (%) Placebo plus 40.5 32.2 46.8 431 42.6 42 1 41.5 40.9 40.3
HER2-positive tumors Maintena.nf:e treajtment until unac.ceptable Secondary Endpoints Male 255 (58.8) 136 (61.8) 19 (55.6) 437 (77.6) 210 (74.7) 227 (80.5) chemotherapy (36.2, 45.0) (26.0, 39.0) (40.9, 52.8) (38.1, 48.3) (37.8, 47.5) (37.5, 46.8) (371, 46.1) (36.6, 45.4) (36.0, 44.8)
N . H toxicity or disease progression . PESP Female 179 (41.2) 84 (38.2) o5 (44.4) 126 (22.4) 71(25.3) 55 (19.5) 6.9 1.4 34 49 5 2 56 6.0 6.4 6.9
INTRODUCTION s ; prewoui ble - Placebo IV ORR® Disease site, n (%) ORR difference (0.6, 12.9) (2.3,20.3) 4.9, 11.6) (2.2, 11.9) (1.5, 11.9) 09.12.0)  (-0.3,12.2) 0.3, 12.6) (0.8, 13.0)
Oor unresectable, ° ’ o O, 1L, 9, . -&.J, II. —L.4, |, 1.9, Il -VU.J, 4. V.0, 4. 9, 1L, O, 10.
locally advanced or Q3W plus chemotherapy . DORP GEJ 58 (13.4) 24 (10.9) 34 (15.9) 138 (24.5) 72 (25.6) 66 (23.4) PD-L1>5% analysis set
* Inthe phase 3 RATIONALE-305 trial (NCT03777657), patients with HER2-negative locally advanced unresectable or metastatic metastatic GC/GEJC (oxaliplatin plus capecitabine or Saf —
GC/GEJC who received first-line treatment with tislelizumab plus chemotherapy experienced significantly improved efficacy . ) cisplatin plus 5-fluorouracily . Safety Stomach 376 (86.6) 196 (89.1) 180 (84.1) 425 (75.5) 209 (74.4) 216 (76.6) Tislelizumab plus 51.5 47.3 54.3 52.1 52.0 51.8 51.7 51.6 51.4
outcomes compared with those who received placebo plus chemotherapy in both the intent-to-treat (ITT) population and the . PD-L1 TAP score, n (%) ENEMELNEEY (454, 57.5) (37.7,57.0) (46.3, 62.1) (45.1,59.0) (45.3,58.5)  (45.5,58.2) (45.5, 57.9) (45.5, 57.6) (45.3, 57.5)
population with Tumor Area Positivity (TAP) score >59, 1.2 Stratification Factors: <59% 217 (500) 110 (SOO) 107 (SOO) 234 (416) 17 (416) 17 (415) Placebo plus 42.6 30.8 50.3 46.5 45.8 45.0 44.2 43.3 42 .4
- RATIONALE-305 enrolled the highest proportion of patients with PM among similar phase 3 randomized controlled trials,>* - Regions of enrollment: China (including Taiwan) v§ Japan . Preseljce of peritoneal metastasis (yes v.s nq) S50, 217 (50.0) 110 (50.0) 107 (50.0) 329 (58.4) 164 (58.4) 165 (58.5) chemotherapy (36.7, 48.8) (22.3, 40.5) (42.4, 58.2) (39.6, 53.5) (39.2, 52.5) (38.7, 51.5) (38.1, 50.4) (37.3, 49.4) (36.4, 48.5)
d stratified patients b £ PM and South Korea vs US and Europe and other regions . Investigator-chosen chemotherapy (oxaliplatin N 38 16.4 40 56 6.2 6.8 75 33 91
and stratiied patients by presence o « PD-L1 expression (PD-L1score >25% vs PD-L1 score <5%) plus capecitabine or cisplatin plus 5-fluorouracil) <1% 48 (11.1) 30 (13.6) 18 (8.4) 63 (11.2) 39 (13.9) 24 (8.9) ORR difference (0.4, 17.) (3.4, 28.9) (-6.8, 14.7) (-4.0, 15.0) (-3.0,15.2) (-2.0, 15.5) (1.0, 15.9) (-0.2, 16.6) (0.7, 17.3)
- An improvement in median OS with tislelizumab plus chemotherapy vs placebo plus chemotherapy was observed >1% 386 (88.9) 190 (86.4) 196 (91.6) 500 (88.8) 242 (86.1) 258 (91.5) . ; —  — — — — — — — —
Consistently among patients with PM in the ITT population and those with PD-L1 TAP scores >5% and >1% (Figure 1)5 aChemotherapy: oxaliplatin 130 mg/m? on day 1 plus capecitabine 1000 mg/m? twice daily on days 1-14, Q3W; cisplatin 80 mg/m? on day 1 plus 5-fluorouracil 800 mg/m?/d on . . o PD-L12>1% analySIS set
days 1-5, Q3W. PInvestigator assessed per Response Evaluation Criteria In Solid Tumors v1.1. Number of metastatic SlteS, n (/o) T.Slel. mab pI 477 ) 50.4 481 48.0 47.9 479 47.8 477
* We used statistical modeling to evaluate the impact of varying PM levels on efficacy outcomes with tislelizumab plus chemotherapy Abbreviations: DoR, duration of response; IV, intravenous; Q3W, once every 3 weeks; R, randomized. _ BlE A us : : : : : : : : :
0-2 221(50.9) 112 (50.9) 109 (50-9) 450 (79:9) 223 (79.4) 227 (80.5) chemotherapy (42.9, 52.5) (37.0, 51.6) (43.9, 56.9) (42.5, 53.6) (42.8, 53.3) (42.9, 53.0) (43.0, 52.8) (42.9, 52.6) (42.9, 52.5)
>3 213 (49.) 108 (49.1) 105 (49.1) 13 (20.1) 58 (20.6) 55 (19.5) Placebo plus 1.0 339 46.9 43.6 431 495 4.0 114 40.8
Figure 1. Kaplan-Meier Plots of OS Outcomes in the (A) ITT, (B) PD-L1 TAP Score 25%, and (C) PD-L1 TAP Score 21% Subgroups Liver metastases, n (%) chemotherapy (36.4, 45.6) (26.6, 40.2) (40.7, 53.2) (38.3, 49.0) (38.0, 48.2) (37.7, 47.4) (37.3, 46.7) (36.8, 46.1) (36.2, 45.5)
ORR difference ' ' ' ' ' ' ' ' '
00 | Tislelizumab Plus ~ Placebo Plus 100 — PD-L1 TAP Tislelizumab Plus  Placebo Plus 100 _L PD-L1 TAP Tislelizumab Plus = Placebo Plus No 326 (75.) 165 (75.0) 161 (75.2) 293 (52.0) 146 (52.0) 147 (52.1) (0.2, 13.2) (1.3, 20.6) (-5.2,12.2) (-3.1,12.0) (-2.2,12.) (-1.4,12.3) (-0.8, 12.5) (-0.2,12.9) (0.3, 13.4)
=} Chemotherapy Chemotherapy _ i Score 25% Chemotherapy Chemotherapy g Score 21% Chemotherapy Chemotherapy Values are % (95% Cl).
11!_ ITT With PM (n=220) (n=214) ] With PM (n=110) (n=107) With PM (n=190) (n=196) . .
90 | p— o o 90 _ p— = = 90 _ S e = Figure 3. Forest Plots of OS Outcomes in the (A) ITT, (B) PD-L1 TAP Score >5%, and (C) PD-L1 TAP Score >1% Subgroups
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30 _ L HR (95% C| - 7 30 — HR (95% C| - 30 _ R (95% C vs Placebo Plus Chemotherapy vs Placebo Plus Chemotherapy vs Placebo Plus Chemotherapy
'lll ( ) 0.78 (0.64, 0.96) ! ) 0.71(0:53, 0.95) ! ) 079 (0.64, 0.95) Hazard Ratio Median OS, mo HR (95% CI) Hazard Ratio Median OS, mo HR (95% ClI) Hazard Ratio Median OS, mo HR (95% CI)
1
70 — | 70 — 70 — Rh ITT = 15.0vs 12.9 0.79 (0.69, 0.91) PD-L1>5% = 16.4 vs 12.8 0.72 (0.60, 0.87) PD-L1>1% = 15.0 vs 12.8 0.77 (0.67, 0.90)
\ ll \ With PM = 12.3 vs 11.8 0.78 (0.64, 0.96) With PM = 1.7 vs 11.3 0.71(0.53, 0.95) With PM = 12.2 vs 11.9 0.79 (0.64, 0.98)
60 — Y 60 — 1 60 —
s '. s 1: s \ No PM = 17.3 vs 14.0 0.79 (0.65, 0.95) No PM = 20.8vs 14.5 0.71(0.56, 0.91) No PM = 18.0 vs 13.7 0.76 (0.62, 0.92)
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o °0 o °0 o °0 ‘u\ 20% with PM n 15.4 vs 131 0.81(0.69, 0.95) 20% with PM n 17.8 vs 13.7 0.75 (0.60, 0.93) 20% with PM n 15.3 vs 12.9 079 (0.67, 0.94)
40 40 — 40 — 25% with PM _ 15.3vs 13.0 0.80 (0.69, 0.94) 25% with PM _ 17.3 vs 13.3 0.74 (0.60, 0.91) 25% with PM _ 15.3vs12.9 0.79 (0.67, 0.92)
30% with PM = 15.3vs 13.0 0.80 (0.69, 0.93) 30% with PM = 171 vs 13.2 0.73 (0.60, 0.89) 30% with PM = 15.3vs 12.9 0.78 (0.67, 0.91)
30 30 — 30 —
35% with PM = 151vs 12.9 0.80 (0.69, 0.92) 35% with PM = 16.9 vs 13.2 0.73 (0.60, 0.88) 35% with PM - 15.0vs 12.9 0.78 (0.67, 0.91)
20 — 20 — 20 — 40% with PM = 15.0vs 12.9 0.79 (0.69, 0.91) 40% with PM = 16.5 vs 12.8 0.72 (0.60, 0.87) 40% with PM = 15.0 vs 12.8 0.78 (0.67, 0.90)
_ M L _ _ a T 45% with PM _ 15.0 vs 12.8 0.79 (0.69, 0.90) 45% with PM = 16.2 vs 12.8 0.72 (0.59, 0.86) 45% with PM = 15.0 vs 12.8 0.77 (0.67, 0.89)
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