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1. EXECUTIVE SUMMARY 

RATIONALE-305 is a global, multicenter, randomized, double-blind, placebo-controlled, 

pivotal Phase 3 study evaluating the efficacy and safety of tislelizumab + chemotherapy (TIS+C) 

versus placebo + chemotherapy (PBO+C) in the first line setting in 997 patients with locally 

advanced unresectable or metastatic G/GEJ cancer. 

PD-L1 expression was prospectively assessed in a central laboratory using the TAP scoring 

algorithm with the VENTANA PD-L1 (SP263) Assay. 

Efficacy Summary 

• At the pre-specified interim analysis, Study 305 demonstrated a statistically 

significant and clinically meaningful improvement in OS with TIS+C versus PBO+C 

in patients with PD-L1 score ≥ 5%. The treatment benefit in OS was accompanied by 

improvements in the secondary endpoints of PFS and ORR. 

• At the final analysis, in patients with PD-L1 score ≥ 5%, the updated OS results were 

consistent with the primary results at the interim analysis in this population and 

continued to show a meaningful OS improvement after additional long-term follow 

up. In the ITT Analysis Set, treatment with TIS+C showed superior OS to PBO+C. 

• Subgroup analysis by PD-L1 expression indicated an association between efficacy 

and PD-L1 expression levels, with a more pronounced treatment benefit for the 

subgroups with higher level of PD-L1 expression. 

− Subgroup analyses of OS by PD-L1 expression level ≥ 5% (ie, PD-L1 score ≥ 5%, 

≥ 5% to < 10% and ≥ 10% subgroups) showed a trend in survival improvement 

favoring TIS+C over PBO+C. 

− PD-L1 score of 5% was prespecified as stratification factor in the study design 

and OS in the patients with PD-L1 score ≥ 5% was evaluated as primary endpoint. 

• Efficacy results of Study 305, including the primary efficacy analysis in patients with 

PD-L1 score ≥ 5% and ITT, and further exploratory analyses examining additional 

PD-L1 expression are comparable with the results seen in other agents in this class. 

Safety Summary 

• TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of 

patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma, 

which was also consistent with the known safety profile of tislelizumab and other 

checkpoint inhibitors in combination with chemotherapy. 

− The safety profile of treatment with TIS+C across PD-L1 subgroups of TAP < 5% 

and ≥ 5% was generally consistent with that reported for the overall population, 

revealing no increased safety risks or new safety signals for these subgroups. 

Company Position 

• Study 305 supports a favorable benefit/risk assessment for tislelizumab in 

combination with platinum and fluoropyrimidine based chemotherapy as 1L 
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treatment in patients with unresectable, locally advanced or metastatic G/GEJ cancer 

with tumors with PD-L1 score ≥ 5%. 

• BeiGene supports efforts in gaining consistency in labeling and testing across the 

class of anti-PD-1 agents as it would help provide clarity among the medical 

community and would better support treatment decisions in clinical practice, along 

with harmonizing the use of PD-L1 testing, with these agents. 
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resulted in a median PFS of only 5 to 7 months and median OS less than 12 

months.[16,18,19,20,21] 

In recent years, immune checkpoint inhibitors such as anti-PD-1 antibodies have advanced the 

treatment of G/GEJ cancer. In 1L settings, nivolumab and pembrolizumab plus platinum- and 

fluoropyrimidine-based chemotherapy have demonstrated survival benefit over chemotherapy 

alone both in patients with PD-L1 high expression and in all randomized patients in Phase 3 

studies CheckMate-649 and KEYNOTE-859.[22,23] Results from those Phase 3 studies led to 

approval by the US FDA of nivolumab in combination with chemotherapy as 1L treatment in 

April 2021 (advanced or metastatic G/GEJ cancer and esophageal adenocarcinoma), and 

pembrolizumab in combination with chemotherapy in November 2023 (locally advanced 

unresectable or metastatic HER2-negative GC or GEJ adenocarcinoma). 

The subgroup data by PD-L1 status in CheckMate-649 and KEYNOTE-859, however, indicated 

that PD-L1 expression affects the efficacy of anti-PD-1 antibodies in terms of the magnitude of 

treatment benefit that was enhanced with increasing PD-L1 expression levels (Table 9). This 

finding resulted in a debatable benefit/risk assessment in patients with low PD-L1 expression. 

Therefore, although the FDA has approved nivolumab + chemotherapy and pembrolizumab + 

chemotherapy for 1L treatment of G/GEJ cancer for an all-comer population, the EMA restricted 

the indications to patients with PD-L1 CPS ≥ 1 for pembrolizumab + chemotherapy and PD-L1 

CPS ≥ 5 for nivolumab + chemotherapy. In addition, NCCN guidelines recommend patients with 

certain PD-L1 expression levels receive nivolumab + chemotherapy or pembrolizumab + 

chemotherapy as 1L treatment of G/GEJ cancer, ie, pembrolizumab plus chemotherapy is a 

Category 1 treatment for patients with PD-L1 CPS ≥ 10 and a Category 2B treatment for patients 

with PD-L1 CPS 1 to < 10. Nivolumab plus chemotherapy is a Category 1 treatment for patients 

with PD-L1 CPS ≥ 5.[11] 

Considering the poor prognosis and the limited availability of effective treatment choices in the 

first-line setting in the past decades for advanced or metastatic G/GEJ cancer, there is still a need 

for additional alternative therapeutic options with the potential to prolong OS. BeiGene, Ltd 

initiated RATIONALE-305 (Study BGB-A317-305; hereafter Study 305) in 2018 as part of the 

wave of clinical development of immune checkpoint inhibitors for the treatment of this disease. 

Study 305 showed efficacy and safety results similar to those of nivolumab and pembrolizumab. 

The option of 1L treatment with tislelizumab in combination with chemotherapy offers a 

promising strategy for improving survival in this target population, and overall strengthens the 

treatment armamentarium for G/GEJ cancer. 

3. OVERVIEW OF TISLELIZUMAB 

3.1. Mechanism of Action 

Tislelizumab is a humanized monoclonal IgG4 kappa antibody that binds to the extracellular 

domain of human PD-1 with high specificity and affinity (dissociation constant = 0.15 nM). It 

competitively blocks the binding of both PD-L1 and PD-L2, inhibiting PD-1-mediated negative 

signaling and enhancing the functional activity of T cells in vitro cell-based assays. 

Tislelizumab was engineered to minimize FcγR1 binding on macrophages, limiting 

antibody-dependent cellular cytotoxicity or complement-dependent cytotoxicity, which has been 
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shown to compromise the antitumor activity of other anti-PD-1 monoclonal antibodies through 

activation of antibody-dependent, macrophage-mediated killing of T effector cells.[25] 

3.2. Clinical Development and Regulatory Status of Tislelizumab in the 

United States 

The clinical development of tislelizumab in G/GEJ cancer was initiated based on the clinical 

evidence of tislelizumab monotherapy in the first-in-human dose escalation/expansion study 

BGB-A317_Study_001 (hereafter Study 001) and the dose verification/expansion study 

(BGB-A317-102), both including patients with GC and other solid tumors. The program for 

tislelizumab plus chemotherapy as 1L treatment of GC started with Phase 2 Study 

BGB-A317-205, which showed a manageable safety profile and preliminary anticancer activity. 

Subsequently, the global pivotal Phase 3 Study 305, initiated in 2018, evaluated the efficacy and 

safety of tislelizumab + chemotherapy (TIS+C) versus placebo + chemotherapy (PBO+C) in the 

first line setting in 997 patients with locally advanced unresectable or metastatic G/GEJ cancer. 

The US FDA approved tislelizumab on 14 March 2024 to treat patients with unresectable or 

metastatic ESCC after prior systemic chemotherapy that did not include a PD-(L)1 inhibitor. 

Two marketing applications are currently under FDA review: 

• BLA for the first-line treatment of patients with unresectable recurrent locally 

advanced or metastatic ESCC (pivotal Study BGB-A317-306, submitted on 18 July 

2023). As of 18 July 2024, the US FDA has deferred approval because of a delay in 

scheduling clinical site inspections. 

• BLA for the first-line treatment of adult patients with locally advanced, unresectable, 

or metastatic gastric or gastroesophageal junction adenocarcinoma (pivotal Study 

305, submitted on 28 December 2023 and currently under review [PDUFA date: 28 

December 2024]). 

Figure 1: Tislelizumab Clinical and Regulatory History in GC 

4. EVALUATION OF EFFICACY IN STUDY 305 

The efficacy of TIS+C for the treatment of patients with advanced unresectable or metastatic 

G/GEJ cancer is primarily based on data from the prespecified interim analysis of Study 305 and 

further supported by the final analysis. 
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4.1. Study 305 Design and Methods 

4.1.1. Study Design 

Study 305 is a global, multicenter, randomized, double-blind, placebo-controlled, Phase 3 study 

conducted in 141 clinical sites in 13 countries/regions across Asia, Europe, and North America 

(Figure 2). Enrolled patients had a histologically confirmed diagnosis of locally advanced 

unresectable or metastatic G/GEJ cancer and were required to have an ECOG PS score of ≤ 1 

and adequate organ function. Patients were enrolled regardless of their tumor PD-L1 expression 

level. 

Figure 2: Study 305 Design 

a PD-L1 expression status was determined by PD-L1 tumor area positivity (TAP) score using the VENTANA PD-L1 (SP263) 

Assay. TAP score was previously called visually-estimated combined positive score (vCPS) or tumor immune cell (TIC) score. 

TAP, vCPS, and TIC score refer to the same scoring method. 
b All tumor response assessments were performed by the investigator per RECIST v1.1. 
c Tislelizumab 200 mg IV on Day 1, every 3 weeks. 

XELOX: Oxaliplatin 130 mg/m2 IV on Day 1 + capecitabine 1000 mg/m2 BID Days 1 to 14, Q3W. Oxaliplatin was 

administered for up to 6 cycles and capecitabine was administered as maintenance therapy at investigator’s discretion until 

disease progression or intolerable toxicity. 

FP: Cisplatin 80 mg/m2 IV Day 1 + 5-FU 800 mg/m2/day CIV Days 1 to 5, Q3W. Cisplatin and 5-FU were given for up to 6 

cycles. 

Dual primary endpoints: 

• OS in the PD-L1 Positive and ITT Analysis Sets 

− OS was defined as the time from the date of randomization to the date of death 

due to any cause 

− PD-L1 Positive Set was defined as PD-L1 TAP score ≥ 5% 

− The ITT Analysis Set included all randomized patients 

Select secondary endpoints: 

• PFS per RECIST v1.1 as assessed by investigators in the PD-L1 Positive and ITT 

Analysis Sets 

− PFS was defined as the time from the randomization date to disease progression 

or death, whichever occurred first 

• ORR and DOR, per RECIST v1.1 as assessed by investigators 
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− ORR was defined as the number of patients whose BOR was confirmed CR or PR 

divided by the number of randomized patients in each arm. 

▪ BOR was defined as the best response recorded from randomization until data 

cut or the start of new anticancer treatment 

− DOR was defined as progression/death-event-free time counted from the first 

objective response date to the first documented radiological disease progression 

date/or death date, whichever occurred first 

• Safety and tolerability profile of tislelizumab or placebo plus chemotherapy 

When a patient reached a 24-month duration of study treatment, the patient could continue or 

stop study treatment based on the investigator’s assessment of clinical benefit and potential risks. 

Cross-over between treatment arms during the study treatment period was not allowed. 

At the pre-specified interim analysis (data cutoff date: 08 October 2021), Study 305 met one of 

the dual primary endpoints of improved OS with TIS+C in the PD-L1 Positive Analysis Set but 

not in the ITT Analysis Set. At the planned final analysis (data cutoff date: 28 February 2023), 

Study 305 met the other dual primary endpoint of OS in the ITT Analysis Set. 

4.1.2. Statistical Analysis Methods 

The dual primary endpoints were OS in the PD-L1 Positive Set (TAP score ≥ 5% using 

VENTANA PD-L1 [SP263] Assay) and the ITT Analysis Set (all randomized patients). 

Assuming OS true HR of 0.75 in the PD-L1 Positive and 0.8 in the ITT Analysis Sets (with 

median OS in the control group of 11.5 months) and a 50% PD-L1 Positive prevalence rate, 384 

and 768 deaths were required to have 80% and 87% power for superiority testing in the PD-L1 

Positive and ITT Analysis Sets, respectively. Assuming a roughly 5% dropout rate, 

approximately 980 patients were to be enrolled. 

OS analysis was performed in the PD-L1 Positive Analysis Set first. OS analysis in the ITT 

Analysis Set was to be performed only if the OS analysis in the PD-L1 Positive Analysis Set was 

statistically significant favoring TIS+C. Hypothesis testing of PFS and ORR in the PD-L1 

Positive and ITT Analysis Set was to be performed sequentially in the order below. The 

inferential test would be stopped at the first nonsignificant endpoint. 

The study had 1 interim analysis of OS for both efficacy, and futility was planned to be 

performed when approximately 269 deaths in the PD-L1 Positive Analysis Set and 538 deaths in 

the ITT Analysis Set (70% of the target number of OS events in each analysis set) had occurred. 

Analyses of OS/PFS using the logrank test and a Cox model, which were stratified by region of 

enrollment (east Asia vs US/EU), presence of peritoneal metastasis (yes vs no), and PD-L1 

expression (positive: TAP ≥ 5% vs negative: TAP < 5%, for ITT only). The Cochran Mantel 

Haenszel test stratified by the same stratification factors above was used to compare the ORR 

between the 2 treatment arms. Unless otherwise noted, stratified analysis result is reported for 
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4.2. Study 305 Patient Disposition 

The study randomized 997 patients (ITT Analysis Set) to treatment with TIS+C or PBO+C 

(Figure 3). Approximately 55% of patients had tumors with a PD-L1 score ≥ 5% (ie, the PD-L1 

Positive Analysis Set). 

At the interim (data cutoff: 08 October 2021) and final analyses (data cutoff: 28 February 2023), 

the minimum study follow-up time (ie, the time between the date of the last patient randomized 

and the data cut-off) was 7.9 months and 24.6 months, respectively. 

Figure 3: Study 305 Patient Disposition at the Final Analysis 

Data cutoff: 28FEB2023. 

Page 16 



  

  

  

   

 

   

   

  

       

   

 

  

Sponsor Briefing Document 26 September 2024 ODAC Meeting 

TEVIMBRA (tislelizumab) BLA 761417 

4.3. Study 305 Demographics and Baseline Characteristic 

The enrolled patients were representative of the target patient population. Specifically, the age 

(median 61.0 years), sex distribution (69.4% male), and primary cancer site (stomach: 80.2%) 

were generally in line with the epidemiology of G/GEJ cancer globally. Reflective of the 

geographic incidence of G/GEJ, the majority of patients (75.0%) were enrolled from East Asia. 

Baseline characteristics were generally balanced between treatment arms, without noteworthy 

differences (Table 3). 
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4.4. Study 305 Efficacy Results in the Prespecified Analysis Sets 

4.4.1. Primary Endpoint: Overall Survival 

Protocol-Planned Interim Analysis 

• TIS+C demonstrated a statistically significant and clinically meaningful improvement 

in OS compared with PBO+C in patients with PD-L1 score ≥ 5% (Table 4; 

Figure 4a). 

• Stratified HR: 0.74 (95% CI: 0.59 to 0.94), representing a 26% reduction in the risk 

of death 

• 1-sided p-value: 0.0056 (stratified log-rank test) 

• Median OS was prolonged by 4.6 months (17.2 vs 12.6 months) 

This benefit in OS was seen even though fewer patients treated with TIS+C than PBO+C were 

reported as having received subsequent chemotherapy (41.2% vs 51.8%), targeted therapy 

(24.1% vs 31.3%), and immunotherapy (6.9% vs 14.0%). 

Protocol-Planned Final Analysis 

TIS+C demonstrated a clinically meaningful and statistically significant improvement in OS 

compared with PBO+C in the ITT Analysis Set (Table 4; Figure 4c). 

• Stratified HR: 0.80 (95% CI: 0.70 to 0.92), representing a 20% reduction in the risk 

of death 

• 1-sided p-value: 0.0011 (stratified log-rank test) 

• Median OS was prolonged by 2.1 months (15.0 vs 12.9 months) 

Similar to the observation in patients with PD-L1 score ≥ 5% at the interim analysis, fewer 

patients treated with TIS+C than PBO+C received subsequent chemotherapy (50.1% vs 56.5%), 

targeted therapy (29.9% vs 32.3%), and immunotherapy (12.4% vs 18.1%). 

In patients with PD-L1 score ≥ 5% at final analysis, the updated OS results were consistent with 

the interim analysis. The data continued to show a meaningful OS improvement with TIS+C 

versus PBO+C, indicating a sustained OS benefit with TIS+C in patients with PD-L1 score ≥ 5% 
(Table 4; Figure 4b). 
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4.4.1.1. Overall Survival by Predefined Subgroups 

At the interim analysis, a consistent trend in OS favoring TIS+C over PBO+C (ie, HR < 1) was 

observed across most of the predefined subgroups within the patients with PD-L1 score ≥ 5% 
(Figure 5). The inconsistent results observed in the non-measurable subgroup and the subgroup 

of “other race” were likely chance observations due to small subgroup sample size. The 

inconsistent OS result in the subgroup of “Japan and South Korea” was probably impacted by 

lower maturity at the interim analysis. 

Moreover, after longer follow-up beyond the interim analysis, the inconsistent findings in the HR 

of OS observed in a few subgroups at the interim analysis change to favor TIS+C (ie, HR 

changed from > 1 to < 1) at the final analysis, including in the subgroup of “Japan and South 

Korea” and the subgroup of “other race” (Figure 14). 

At the final analysis, a consistent direction in OS favoring TIS+C over PBO+C (ie, HR < 1) was 

observed across most prespecified subgroups in the ITT Analysis Set, including subgroups of 

ICC options (oxaliplatin plus capecitabine vs cisplatin plus 5-FU), regions (East Asia vs 

US/Europe and China vs Japan and South Korea vs US/Europe), and baseline PD-L1 score 

(PD-L1 score ≥ 5% vs PD-L1 score < 5%) (Figure 13). 
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Figure 5: Forest Plot of Overall Survival - Subgroup Analysis at the Interim Analysis (PD-L1 Positive Analysis Set) 

Data cutoff: 08OCT2021. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population 

for which stratified hazard ratio is displayed. 
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4.4.2. Secondary Endpoints: PFS, ORR, and DOR 

Interim Analysis 

According to the prespecified testing hierarchy of the secondary endpoints (Section 4.1.2), PFS 

analysis in patients with PD-L1 score ≥ 5% was conducted using data from the interim analysis 

at the time of final analysis. 

In patients with PD-L1 score ≥ 5%, a statistically significant and clinically meaningful 

improvement in PFS with TIS+C over PBO+C was observed, with a stratified HR of 0.67 (95% 

CI: 0.55 to 0.83), a 1-sided p-value < 0.0001 from stratified log-rank test; and median PFS of 7.2 

versus 5.9 months (Table 5; Figure 6). 

TIS+C showed a greater antitumor response than PBO+C in patients with PD-L1 score ≥ 5%. 

The ORR as assessed by the investigator was higher with TIS+C than PBO+C (50.4% vs 43.0%) 

(Table 5). 

Final Analysis 

TIS+C showed an improvement in PFS compared with PBO+C (stratified HR: 0.78 [95% CI: 

0.67 to 0.90], median PFS: 6.9 months vs 6.2 months) in ITT analysis set (Table 5; Figure 6). 

TIS+C showed a greater antitumor response than PBO+C in the ITT Analysis Set at the final 

analysis (ORR: 47.3% in TIS+C vs 40.5% in PBO+C) (Table 5). 

The updated secondary endpoints of PFS and ORR in patients with PD-L1 score ≥ 5% at final 

analysis remained consistent with those of the interim analysis after additional long-term 

follow-up, and continued to show improvements in PFS and ORR with TIS+C over  PBO+C 

(Table 5; Figure 6). 

Median DOR in different PD-L1 subgroups are presented in Table 5. 
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Figure 7: Forest Plot of Overall Survival by Baseline PD-L1 TAP Score at the Final Analysis 

Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population 

for which stratified hazard ratio is displayed. 
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4.5.3.2. Overall Survival Analysis Adjusted for Baseline Covariates 

A multivariate adjusted analysis was performed using an unstratified Cox regression model that 

adjusted for treatment, ECOG PS, liver metastasis, number of metastatic organs (0-2 vs ≥ 3), 

prior gastrectomy/esophagectomy (yes vs no), regions (east Asia vs US/Europe), and presence of 

peritoneal metastasis as covariates to assess the impact of those numerical imbalances observed 

between the 2 treatment arms (as described in Section 4.5.1). The analysis found no major 

impact caused by baseline numerical imbalances between arms to the OS results in any of the 

PD-L1 subgroups (Table 13). 

4.5.3.3. Other Secondary Endpoints by PD-L1 Status: PFS, ORR, and DOR 

4.5.3.3.1. Progression-Free Survival 

Similar to OS, the magnitude of PFS improvement with TIS+C over PBO+C was enhanced with 

increasing PD-L1 expression levels (Figure 8). Kaplan-Meier curves by baseline PD-L1 

expression levels are provided in Figure 6, Figure 19, Figure 20, Figure 21, and Figure 22. 

Specifically, subgroup analyses of PFS by PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, 

≥ 5% to < 10% and ≥ 10% subgroups) showed a numerical improvement in PFS favoring TIS+C 

over PBO+C: 
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Figure 8: Forest Plot of Progression-Free Survival by Baseline PD-L1 TAP Score at the Final Analysis 

Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population 

for which stratified hazard ratio is displayed. 
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4.5.3.3.2. Objective Response Rate and Duration of Response 

Numerically higher ORR with TIS+C over PBO+C was observed in all prespecified and 

exploratory PD-L1 subgroups (Figure 9). 

Median DOR in different PD-L1 subgroups are presented in Table 12. 
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Figure 9: Forest Plot of Overall Response Rate by Baseline PD-L1 TAP Score at the Final Analysis 

Data cutoff: 28FEB2023. Odds ratio (TIS+C vs. PBO+C) was based on unstratified Cochran-Mantel-Haenszel method, except for Overall population for which stratified odds ratio 

is displayed. 
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4.6.2.1. Overall Survival by PD-L1 CPS Status 

Similar to subgroups of PD-L1 by TAP (Figure 7), the magnitude of OS improvement with the treatment of TIS+C over PBO+C was 

enhanced with increasing CPS expression levels. Moreover, subgroup analyses of OS by PD-L1 CPS levels ≥ 5 (ie, CPS ≥ 5, ≥ 5 to 

< 10 and ≥ 10 subgroups) showed a numerical improvement in survival favoring TIS+C over PBO+C (Figure 10). 

Figure 10: Forest Plot of Overall Survival by Baseline PD-L1 CPS Expression at the Final Analysis 

Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population 

for which stratified hazard ratio is displayed. 
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4.6.2.2. Progression-free Survival by PD-L1 CPS Expression 

PFS results in all PD-L1 CPS subgroups numerically favored TIS+C over PBO+C. In additional, numerical improvement in PFS with 

TIS+C over PBO+C was observed in subgroup analyses by the baseline PD-L1 CPS levels ≥ 5 (ie, CPS ≥ 5, ≥ 5 to < 10 and ≥ 10 

subgroups) (Figure 11), which was similar to that in subgroups of PD-L1 by TAP (Figure 8). 

Figure 11: Forest Plot of Progression-Free Survival by Baseline PD-L1 CPS Expression at the Final Analysis 

Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population 

for which stratified hazard ratio is displayed. 
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5. STUDY 305 SAFETY RESULTS 

The safety of TIS+C for the treatment of patients with advanced unresectable or metastatic 

G/GEJ cancer is based primarily on results from the final analysis (in all treated randomized 

patients) of Study 305. 

5.1. Safety Results in the Overall Population 

Among the 997 randomized patients, 992 received at least one dose of either TIS+C or PBO+C 

and constituted the Safety Analysis Set. 

Overall, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of 

patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The safety 

profile of TIS+C was consistent with the known risks of each treatment agent and the underlying 

diseases under investigation. 

• Nearly all patients experienced at least one TEAE with TIS+C (99.4%) or PBO+C 

(98.4%) (Table 14). The most common TEAEs (incidence ≥ 20%) were generally 

similar between the 2 treatment arms. 

• The incidence of TEAEs of ≥ Grade 3 was similar between arms (TIS+C: 69.3% vs 

PBO+C: 65.6%; Table 14). The most common TEAEs of ≥ Grade 3 (incidence ≥ 2%) 

were generally similar between the 2 treatment arms. 

• More patients treated with TIS+C versus PBO+C experienced serious TEAEs (42.2% 

vs 36.0%, respectively; Table 16). The higher overall incidence of serious TEAEs 

with TIS+C than PBO+C was not driven by a specific AE type, and most of these 

events generally reflected the known safety profile of study drugs and the underlying 

condition of the disease under study. 

• The incidence of TEAEs leading to death was similar between the 2 arms (TIS+C: 

4.2%; PBO+C: 3.6%; Table 14). 

• The incidence of AEs leading to any treatment discontinuation was higher with 

TIS+C (22.9%) than with PBO+C (13.6%) (Table 17). The incidence of 

exposure-adjusted AEs leading to any treatment discontinuation was comparable 

between 2 arms (2.69 vs 2.01 per 100 person-months). 

• As anticipated, more of patients receiving TIS+C reported ≥ 1 imAE than patients 

receiving PBO+C (30.9% vs 11.7%; Table 19); of those, 7.6% of patients with TIS+C 

and 2.0% of patients with PBO+C experienced ≥ Grade 3 imAEs. 

5.2. Safety Results in Subgroups by PD-L1 Cutoff of 5% 

Exploratory safety analyses were performed for subgroups of PD-L1 score ≥ 5% using the Safety 

Analysis Set at final analysis, to explore if there was any increased safety risk associated with 

tislelizumab plus chemotherapy treatment in PD-L1 subgroups. 

Overall, no consistent and clinically meaningful difference in the safety profile of TIS+C was 

observed in the subgroups by PD-L1 score cutoff of ≥ 5% versus overall Safety Analysis Set. 

Numerical differences in the incidence of TEAEs and imAEs with TIS+C between subgroups 

should be interpreted with caution. BeiGene Ltd considers these not clinically meaningful 

Page 42 



  

  

  

  

      

 

   

 

 

    

 

  

 

   

        

 

   

   

      

    

  

   

  

 

  

Sponsor Briefing Document 26 September 2024 ODAC Meeting 

TEVIMBRA (tislelizumab) BLA 761417 

because the differences are not biologically plausible. They are, therefore, likely to have arisen 

by chance. 

Figure 12: Most Common (incidence ≥ 20%) TEAEs Similar Between Tislelizumab Plus 

Chemotherapy and Placebo Plus Chemotherapy in Patients With PD-L1 

Score ≥ 5% and Overall Patients (Safety Analysis Set) 

Data cutoff: 28FEB2023. 

5.3. Safety Conclusion 

In conclusion, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment 

of patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The 

addition of tislelizumab to chemotherapy did not impact the tolerability and safety of 

chemotherapy or tislelizumab. No new safety signal was identified. 

No consistent or clinically meaningful difference in the safety profile of TIS+C was identified 

within PD-L1 score cutoff of 5% that would give rise to clinical concern or result in changes of 

treatment-strategy. 

6. BENEFIT/RISK ASSESSMENT 

6.1. Benefit Assessment 

The medical practice and treatment recommendation for 1L treatment of advanced or metastatic 

GC are unified globally, including in the US, supporting the conduct of a global multicenter 

pivotal study to investigate the efficacy and safety of an additional1L treatment option in 

advanced or metastatic GC. 

The global, multicenter, pivotal Phase 3 Study 305 enrolled 997 patients regardless of PD-L1 

expression. Of those randomized, 249 (25.0%) of patients enrolled were from the US and 

Europe, with the remainder of patients (748 [75.0%]) enrolled from East Asia, reflective of the 

geographic incidence of the disease. 
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BeiGene conducted exploratory analyses by PD-L1 expression and assessed the benefit and risk 

of tislelizumab in the target population. The data from pivotal Study 305 supports a favorable 

benefit-risk assessment for tislelizumab in combination with chemotherapy in patients with 

PD-L1 score ≥ 5%. 

6.1.1. Benefit in Overall Survival 

Study 305 demonstrated a statistically significant and clinically meaningful improvement in OS 

with TIS+C versus PBO+C in patients with PD-L1 score ≥ 5%. The trend of treatment benefit in 

OS was consistently observed in subgroups of PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 

5%, ≥ 5% to < 10% and ≥ 10% subgroups). 

• At the interim analysis, in patients with PD-L1 score ≥ 5%, TIS+C showed a 

statistically significant and clinically meaningful improvement in OS over PBO+C 

(stratified HR: 0.74 [95% CI: 0.59 to 0.94]; one-sided p value of 0.0056; median OS 

of 17.2 months for TIS+C vs 12.6 months for PBO+C). OS favored TIS+C across 

most prespecified subgroups, including subgroups by region (East Asia and 

US/Europe) and race (Asian and White). 

• At the final analysis, the updated OS results in patients with PD-L1 score ≥ 5%, were 

consistent with the interim analysis. The data continued to show a meaningful OS 

improvement after additional long-term follow up (stratified HR: 0.71 [95% CI: 0.58 

to 0.86]; median OS of 16.4 months vs 12.8 months). 

• In PD-L1 subgroup analysis using the data from the final analysis, the magnitude of 

OS improvement with the treatment of TIS+C over PBO+C was enhanced with 

increasing PD-L1 expression levels. Subgroup analyses of OS by PD-L1 expression 

levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups) all showed 

a trend in survival improvement favoring TIS+C over PBO+C. 

Additionally, in the ITT Analysis Set, at the final analysis, treatment with TIS+C showed 

superior OS to PBO+C (stratified HR of 0.80; 95% CI: 0.70, 0.92; 1-sided p value of 0.0011; 

median OS of 15.0 months for TIS+C vs 12.9 months for PBO+C). 

6.1.2. Other Benefits 

Treatment with TIS+C also resulted in favorable effects in the secondary endpoints across the 

patients with PD-L1 score ≥ 5% and subgroups of PD-L1 expression levels ≥ 5% (ie, PD-L1 

score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups), supporting the superior survival benefit 

demonstrated in patients with PD-L1 score ≥ 5%. 

• In patients with PD-L1 score ≥ 5%, TIS+C showed a statistically significant and 

clinically meaningful improvement in PFS over PBO+C (stratified HR of 0.67 [95% 

CI: 0.55 to 0.83], 1-sided p-value < 0.0001; median PFS of 7.2 months in TIS+C 

versus 5.9 months in PBO+C) in the analysis using data from the interim analysis at 

the time of final analysis. In addition, that data showed a greater antitumor response, 

as evidenced by higher ORR (50.4% vs 43.0%). 
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• At the final analysis, updated secondary endpoints of PFS and ORR in patients with 

PD-L1 score ≥ 5% remained consistent with those of the interim analysis after 

additional long-term follow-up, indicating a sustained treatment benefit. 

• In PD-L1 subgroup analysis using the data from the final analysis, subgroups of 

PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% 

subgroups) showed a trend of improvement across PFS and ORR favoring TIS+C 

over PBO+C. 

These data, including primary efficacy analysis in patients with PD-L1 score ≥ 5% and ITT, and 

further exploratory analyses examining additional cut offs and categories for PD-L1 scores, are 

comparable with the results seen in other agents in this class (eg, nivolumab and pembrolizumab) 

(Table 9). 
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Table 9: Summary of Clinical Efficacy for PD-1 CPIs in Combination with Chemotherapy for the First-line Treatment of 

Patients with G/GEJ 

Study Study 305 KEYNOTE-859 [23],[26] CHECKMATE 649 [22][27] 

Design Global, randomized, double-blind Global, randomized, double-blind Global, randomized, open-label 

Patient Population Untreated, unresectable, advanced, and Untreated, unresectable, advanced, and Untreated, unresectable, advanced, and 

metastatic G/GEJ adenocarcinoma, metastatic G/GEJ adenocarcinoma, metastatic G/GEJ adenocarcinoma, 

HER2- HER2- HER2-f 

Treatment Tisle+Chemo vs Placebo+Chemo Pembro+Chemo vs Placebo+Chemo Nivo+Chemo vs Chemo 

PD-L1 Expression Assay Ventana PD-L1 (SP263) Assay PD-L1 IHC 22C3 pharmDx PD-L1 IHC 28-8 pharmDx 

ITT N = 501 vs 496 N = 790 vs 789 N = 789 vs 792 

Median Follow-up (months) 14.1 vs 12.6 31.0 a 13.1 vs 11.1 

Primary Endpoint OS in PD-L1+ (PD-L1 TAP ≥ 5%) and OS in PD-L1+ (CPS ≥ 1 and CPS ≥ 10) PFS assessed by IRC and OS in 

ITT and in ITT PD-L1+ (CPS ≥ 5) 

ITT Population N = 997 (100%) N = 1,579 (100%) N = 1,581 (100%) 

mOS, months 15.0 vs 12.9 12.9 vs 11.5 13.8 vs 11.6 

HR (95% CI) HR = 0.80 (0.70,0.92)b , p = 0.0011 HR = 0.78 (0.70, 0.87), p < 0.0001 HR = 0.80 (0.68,0.94), p < 0.0002 

mPFS, months 6.9 vs 6.2 6.9 vs 5.6 7.7 vs 6.9 

HR (95% CI) HR = 0.78 (0.67, 0.90) HR = 0.76 (0.67, 0.85), p < 0.0001 HR = 0.77 (0.68,0.87) 

ORR, % 47.3 vs 40.5 51.3 vs 42.0 58.0 vs 46.1 

Δ 6.8 (0.8, 12.9) Δ 9.3 (4.4-14.1), p = 0.00009 Δ 12.8 

Median DOR, months 8.6 vs 7.2 8.0 vs 5.7 8.5 vs 6.9 

PD-L1 TAP ≥1% or CPS ≥1d N = 885 (89%) N = 1,235 (78%) N = 1,296 (82%) 

mOS, months 15.0 vs 12.8 13.0 vs 11.4 14.0 vs 11.3 

HR (95% CI) HR = 0.78 (0.67, 0.90) HR = 0.74 (0.65, 0.84), p < 0.0001 HR = 0.77 (0.64,0.92), p < 0.0001 

mPFS, months 6.9 vs 5.9 6.9 vs 5.6 7.5 vs 6.9 

HR (95% CI) HR = 0.78 (0.67, 0.91) HR = 0.72 (0.64, 0.82), p < 0.0001 HR = 0.74 (0.65,0.85) 

ORR, % 47.7 vs 41.1 52.1 vs 42.6 59.5 vs 46.4 

Δ 9.5 (3.9-15.0), p = 0.00041 

PD-L1 TAP <1% or CPS <1d N = 112 (11%) N = 344 (22%) N = 265 (17%) 

mOS, months 15.4 vs 13.8 12.7 vs 12.2 13.1 vs 12.5 

HR (95% CI) HR = 0.98 (0.64, 1.50) HR = 0.92 (0.73, 1.17) HR = 0.92 (0.70,1.23) 

mPFS, months 7.9 vs 6.9 7.2 vs 5.8 8.7 vs 8.1 

HR (95% CI) 
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HR = 0.87 (0.54,1.41) HR = 0.90 (0.70, 1.15) HR = 0.93 (0.69,1.26) 

ORR, % 44.9 vs 34.9 48.3 vs 39.5 50.5 vs 41.2 

PD-L1 TAP ≥5% or CPS ≥5 d N = 546 (55%) N = 767 (49%) N = 955 (60%) 

mOS, months 17.2 vs 12.6 14.0 vs 11.5 14.4 vs 11.1 

HR (95% CI) HR = 0.74 (0.59,0.94), p=0.0056 HR = 0.70 (0.60, 0.82) HR = 0.71 (0.59,0.86), p < 0.0001 

mPFS, months 7.2 vs 5.9 c 7.1 vs 5.6 7.7 vs 6.05 

HR (95% CI) HR = 0.67 (0.55, 0.83) , p< 0.0001 c HR = 0.69 (0.58, 0.81) HR = 0.68 (0.56,0.81), p < 0.0001 

ORR, % 50.4 vs 43.0 55.1 vs 44.1 59.8 vs 45.3 

PD-L1 TAP<5% or CPS<5 d N = 451 (45%) N = 812 (51%) N = 606 (38%) 

mOS, months 14.1 vs 12.9 12.1 vs 11.4 12.4 vs 12.3 

HR (95% CI) HR = 0.92 (0.75, 1.13) HR = 0.84 (0.72, 0.98) HR = 0.94 (0.78,1.13) 

mPFS, months 5.7 vs 6.5 6.9 vs 5.6 7.5 vs 8.2 

HR (95% CI) HR = 0.91 (0.74, 1.13) HR = 0.83 (0.71, 0.98) HR = 0.93 (0.76,1.12) 

ORR, % 42.3 vs 37.9 47.7 vs 39.9 55.3 vs 46.4 

PD-L1 TAP ≥10% or CPS ≥10 d N = 281 (28%) N = 551 (35%) N = 768 (49%) 

mOS, months 22.5 vs 12.3 15.7 vs 11.8 15.0 vs 10.9 

HR (95% CI) HR = 0.57 (0.43, 0.76) HR = 0.65 (0.53, 0.79), p < 0.0001 HR = 0.65 (0.55, 0.78) 

mPFS, months 9.0 vs 5.7 8.1 vs 5.6 8.3 vs 5.8 

HR (95% CI) HR = 0.56 (0.42, 0.74) HR = 0.62 (0.51, 0.76), p < 0.0001 HR = 0.65 (0.55, 0.77) 

ORR, % 53.7 vs 40.0 60.6 vs 43.0 58.3 vs 44.2 

Δ 17.5 (9.3-25.5), p < 0.00002 

PD-L1 TAP <10% or CPS <10 d N = 716 (72%) N = 1,026 (65%) N = 793 (50%) 

mOS, months 14.0 vs 13.0 11.7 vs 11.2 12.6 vs 12.5 

HR (95% CI) HR = 0.91 (0.77, 1.07) HR = 0.86 (0.75, 0.98) HR = 0.94 (0.80, 1.10) 

mPFS, months 5.7 vs 6.9 6.8 vs 5.6 7.5 vs 7.7 

HR (95% CI) HR = 0.90 (0.76, 1.06) HR = 0.85 (0.74, 0.98) HR = 0.91 (0.77, 1.08) 

ORR, % 44.9 vs 40.7 46.2 vs 41.4 57.9vs 47.3 

Data in PD-L1 TAP ≥5% of Study 305 are from interim analysis. Data in other PD-L1 subgroups of Study 305 are from final analysis. 
a Defined as time from randomization to the data cutoff date 
b In italics indicated the results have statistical significance. 
c The analysis using IA dataset was conducted at final analysis. 
d TAP is for Study 305; CPS is for CHEMKMATE-649 and KEYNOTE-859. 
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6.2. Risk Assessment 

In the risk evaluation, following important risks were observed: 

• TEAE: The incidence between TIS+C and PBO+C was similar (difference ≤ 5%) for 

TEAEs of ≥ Grade 3 (69.3% in TIS+C vs 65.6% in PBO+C) and TEAEs leading to 

death (4.2% vs 3.6%). The incidence observed was higher (difference ≥ 5%) in 

TIS+C than PBO+C for TEAE leading to treatment discontinuation of any study drug 

(22.9% vs 13.6%). The incidence of exposure-adjusted TEAE leading to any 

treatment discontinuation was similar between the 2 arms (2.69 vs 2.01 per 100 

person-months). 

• imAE: As expected for a PD-1 CPI, the incidence of imAEs was higher with TIS+C 

than PBO+C. Most imAEs were of Grade 1 or 2 in severity. The imAE in TIS+C was 

generally in line with the known safety profile for tislelizumab monotherapy. 

Overall, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of 

patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The findings 

are consistent with the known safety profile of tislelizumab and other checkpoint inhibitors in 

combination with chemotherapy [22] [23]. The safety profile of treatment with TIS+C across 

PD-L1 subgroups of TAP <5% and ≥ 5% was generally consistent with that reported for the 

overall population, revealing no increased safety risks or new safety signals for these subgroups. 

6.3. Conclusions of the Benefit-Risk Assessment 

Study 305 is a global Phase 3 study, like other recent global Phase 3 studies (KEYNOTE-859 

and CHECKMATE 649), that evaluated immune CPIs plus chemotherapy as 1L treatment of 

G/GEJ cancer to address the unmet medical need for additional effective treatment options for 

this indication. Study 305 results substantiate the value of tislelizumab plus chemotherapy as an 

effective and safe option for 1L treatment in G/GEJ cancer patients with tumors that express a 

PD-L1 score of ≥ 5%. The study showed TIS+C provided a statistically significant benefit over 

PBO+C by prolonging survival with a positive benefit/risk ratio for patients with locally 

advanced, metastatic G/GEJ cancer with tumors that express a PD-L1 score of ≥ 5%. 

BeiGene supports efforts in gaining consistency in labeling and testing across the class of 

anti-PD-1 agents as it would help provide clarity among the medical community and would 

better support treatment decisions in clinical practice, along with harmonizing the use of PD-L1 

testing, with these agents. 
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Figure 13: Forest Plot of Overall Survival - Subgroup Analysis at the Final Analysis 

(ITT Analysis Set) 

Data cutoff: 28FEB2023. 

Abbreviation: CI, confidence interval; NE, not estimable; NR, not reached; PBO+C, placebo + chemotherapy; TIS+C, tislelizumab 

+ chemotherapy. 

Any subset with fewer than 10 patients would not be shown. The race subcategory 'Other' includes Not Reported, Unknown, and 

Other; Hazard ratio (TIS+C vs PBO+C) was based on unstratified Cox regression model except that the stratified hazard ratio 

was provided for the overall population. The range of x-axis for HR is (0.1, 4), extreme values lower than 0.1 are not shown in 

the plot. 
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Figure 14: Forest Plot of Overall Survival - Subgroup Analysis at the Final Analysis 

(PD-L1 Positive Analysis Set) 

Data cutoff: 28FEB2023. 

Abbreviation: CI, confidence interval; NE, not estimable; NR, not reached; PBO+C, placebo + chemotherapy; TIS+C, tislelizumab 

+ chemotherapy. 

Any subset with fewer than 10 patients would not be shown. The race subcategory 'Other' includes Not Reported, Unknown, and 

Other; Hazard ratio (TIS+C vs PBO+C) was based on unstratified Cox regression model except that the stratified hazard ratio was 

provided for the overall population. The range of x-axis for HR is (0.1, 4), extreme values greater than 4 are not shown in the plot. 

. 
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Percentages were based on N. imAE categories are presented by a pre-specified order. Patients with multiple events for a given category were counted only once. 

Immune-mediated AEs are identified from all AEs 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 starts a new anticancer therapy. 

Adverse events terms are coded using Medical Dictionary for Regulatory Activities (MedDRA) version 24.0. imAE identified based on imAE CCQ v2.2. 
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	Abbreviation 
	Abbreviation 
	Definition 

	1L 
	1L 
	first-line 

	5-FU 
	5-FU 
	5-fluorouracil 

	AE 
	AE 
	adverse event 

	BLA 
	BLA 
	Biologics License Application 

	BOR 
	BOR 
	best overall response 
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	CI 
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	CPS 
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	CR 
	CR 
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	Eastern Cooperative Oncology Group 

	EOP2 
	EOP2 
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	FDA 
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	GEA 
	GEA 
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	GEJ 
	GEJ 
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	HR 
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	HRQoL 
	health-related quality of life 
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	IA 
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	IHC 
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	ITT 
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	National Comprehensive Cancer Network 

	NE 
	NE 
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	ORR 
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	OS 
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	PBO+C 
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	PD 
	PD 
	progressive disease 
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	PD-L1 
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	PDUFA 
	PDUFA 
	Prescription Drug User Fee Act 
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	Abbreviation 
	Abbreviation 
	Definition 

	PFS 
	PFS 
	progression-free survival 

	PR 
	PR 
	partial response 

	PT 
	PT 
	preferred term 

	Q3W 
	Q3W 
	every 3 weeks 

	RECIST 
	RECIST 
	Response Evaluation Criteria in Solid Tumors 

	SAE 
	SAE 
	serious adverse event 

	SD 
	SD 
	stable disease 

	TAP 
	TAP 
	tumor area positivity 

	TIS+C 
	TIS+C 
	tislelizumab + investigator’s choice chemotherapy 

	TTR 
	TTR 
	time to response 

	US 
	US 
	United States 


	1. EXECUTIVE SUMMARY 
	1. EXECUTIVE SUMMARY 
	RATIONALE-305 is a global, multicenter, randomized, double-blind, placebo-controlled, pivotal Phase 3 study evaluating the efficacy and safety of tislelizumab + chemotherapy (TIS+C) versus placebo + chemotherapy (PBO+C) in the first line setting in 997 patients with locally advanced unresectable or metastatic G/GEJ cancer. 
	PD-L1 expression was prospectively assessed in a central laboratory using the TAP scoring algorithm with the VENTANA PD-L1 (SP263) Assay. 
	Efficacy Summary 
	Efficacy Summary 
	Efficacy Summary 

	• 
	• 
	• 
	At the pre-specified interim analysis, Study 305 demonstrated a statistically significant and clinically meaningful improvement in OS with TIS+C versus PBO+C in patients with PD-L1 score ≥ 5%. The treatment benefit in OS was accompanied by improvements in the secondary endpoints of PFS and ORR. 

	• 
	• 
	At the final analysis, in patients with PD-L1 score ≥ 5%, the updated OS results were consistent with the primary results at the interim analysis in this population and continued to show a meaningful OS improvement after additional long-term follow up. In the ITT Analysis Set, treatment with TIS+C showed superior OS to PBO+C. 

	• 
	• 
	Subgroup analysis by PD-L1 expression indicated an association between efficacy and PD-L1 expression levels, with a more pronounced treatment benefit for the subgroups with higher level of PD-L1 expression. 


	− Subgroup analyses of OS by PD-L1 expression level ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups) showed a trend in survival improvement favoring TIS+C over PBO+C. 
	− PD-L1 score of 5% was prespecified as stratification factor in the study design and OS in the patients with PD-L1 score ≥ 5% was evaluated as primary endpoint. 
	• Efficacy results of Study 305, including the primary efficacy analysis in patients with PD-L1 score ≥ 5% and ITT, and further exploratory analyses examining additional PD-L1 expression are comparable with the results seen in other agents in this class. 

	Safety Summary 
	Safety Summary 
	Safety Summary 

	• TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma, which was also consistent with the known safety profile of tislelizumab and other checkpoint inhibitors in combination with chemotherapy. 
	− The safety profile of treatment with TIS+C across PD-L1 subgroups of TAP < 5% and ≥ 5% was generally consistent with that reported for the overall population, revealing no increased safety risks or new safety signals for these subgroups. 

	Company Position 
	Company Position 
	Company Position 

	• Study 305 supports a favorable benefit/risk assessment for tislelizumab in combination with platinum and fluoropyrimidine based chemotherapy as 1L 
	Page 8 
	treatment in patients with unresectable, locally advanced or metastatic G/GEJ cancer with tumors with PD-L1 score ≥ 5%. 
	• BeiGene supports efforts in gaining consistency in labeling and testing across the class of anti-PD-1 agents as it would help provide clarity among the medical community and would better support treatment decisions in clinical practice, along with harmonizing the use of PD-L1 testing, with these agents. 
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	resulted in a median PFS of only 5 to 7 months and median OS less than 12 months
	.[16
	,18

	,19,
	20
	,21] 

	In recent years, immune checkpoint inhibitors such as anti-PD-1 antibodies have advanced the treatment of G/GEJ cancer. In 1L settings, nivolumab and pembrolizumab plus platinum-and fluoropyrimidine-based chemotherapy have demonstrated survival benefit over chemotherapy alone both in patients with PD-L1 high expression and in all randomized patients in Phase 3 studies CheckMate-649 and KEYNOTE-859] Results from those Phase 3 studies led to approval by the US FDA of nivolumab in combination with chemotherapy
	.[22
	,23


	The subgroup data by PD-L1 status in CheckMate-649 and KEYNOTE-859, however, indicated that PD-L1 expression affects the efficacy of anti-PD-1 antibodies in terms of the magnitude of treatment benefit that was enhanced with increasing PD-L1 expression levels . This finding resulted in a debatable benefit/risk assessment in patients with low PD-L1 expression. Therefore, although the FDA has approved nivolumab + chemotherapy and pembrolizumab + chemotherapy for 1L treatment of G/GEJ cancer for an all-comer po
	(Table 9)
	.[11] 

	Considering the poor prognosis and the limited availability of effective treatment choices in the first-line setting in the past decades for advanced or metastatic G/GEJ cancer, there is still a need for additional alternative therapeutic options with the potential to prolong OS. BeiGene, Ltd initiated RATIONALE-305 (Study BGB-A317-305; hereafter Study 305) in 2018 as part of the wave of clinical development of immune checkpoint inhibitors for the treatment of this disease. Study 305 showed efficacy and saf


	3. OVERVIEW OF TISLELIZUMAB 
	3. OVERVIEW OF TISLELIZUMAB 
	3.1. Mechanism of Action 
	Tislelizumab is a humanized monoclonal IgG4 kappa antibody that binds to the extracellular domain of human PD-1 with high specificity and affinity (dissociation constant = 0.15 nM). It competitively blocks the binding of both PD-L1 and PD-L2, inhibiting PD-1-mediated negative signaling and enhancing the functional activity of T cells in vitro cell-based assays. 
	Tislelizumab was engineered to minimize FcγR1 binding on macrophages, limiting 
	antibody-dependent cellular cytotoxicity or complement-dependent cytotoxicity, which has been 
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	shown to compromise the antitumor activity of other anti-PD-1 monoclonal antibodies through activation of antibody-dependent, macrophage-mediated killing of T effector cells.[25] 
	3.2. Clinical Development and Regulatory Status of Tislelizumab in the United States 
	3.2. Clinical Development and Regulatory Status of Tislelizumab in the United States 
	The clinical development of tislelizumab in G/GEJ cancer was initiated based on the clinical evidence of tislelizumab monotherapy in the first-in-human dose escalation/expansion study BGB-A317_Study_001 (hereafter Study 001) and the dose verification/expansion study (BGB-A317-102), both including patients with GC and other solid tumors. The program for tislelizumab plus chemotherapy as 1L treatment of GC started with Phase 2 Study BGB-A317-205, which showed a manageable safety profile and preliminary antica
	Subsequently, the global pivotal Phase 3 Study 305, initiated in 2018, evaluated the efficacy and safety of tislelizumab + chemotherapy (TIS+C) versus placebo + chemotherapy (PBO+C) in the first line setting in 997 patients with locally advanced unresectable or metastatic G/GEJ cancer. 
	The US FDA approved tislelizumab on 14 March 2024 to treat patients with unresectable or metastatic ESCC after prior systemic chemotherapy that did not include a PD-(L)1 inhibitor. 
	Two marketing applications are currently under FDA review: 
	• 
	• 
	• 
	BLA for the first-line treatment of patients with unresectable recurrent locally advanced or metastatic ESCC (pivotal Study BGB-A317-306, submitted on 18 July 2023). As of 18 July 2024, the US FDA has deferred approval because of a delay in scheduling clinical site inspections. 

	• 
	• 
	BLA for the first-line treatment of adult patients with locally advanced, unresectable, or metastatic gastric or gastroesophageal junction adenocarcinoma (pivotal Study 305, submitted on 28 December 2023 and currently under review [PDUFA date: 28 December 2024]). 


	Figure 1: Tislelizumab Clinical and Regulatory History in GC 
	Figure
	4. EVALUATION OF EFFICACY IN STUDY 305 
	The efficacy of TIS+C for the treatment of patients with advanced unresectable or metastatic G/GEJ cancer is primarily based on data from the prespecified interim analysis of Study 305 and further supported by the final analysis. 
	Page 12 
	4.1. Study 305 Design and Methods 
	4.1.1. Study Design 
	Study 305 is a global, multicenter, randomized, double-blind, placebo-controlled, Phase 3 study conducted in 141 clinical sites in 13 countries/regions across Asia, Europe, and North America . Enrolled patients had a histologically confirmed diagnosis of locally advanced unresectable or metastatic G/GEJ cancer and were required to have an ECOG PS score of ≤ 1 and adequate organ function. Patients were enrolled regardless of their tumor PD-L1 expression level. 
	(Figure 2)

	Figure 2: Study 305 Design 
	Figure
	PD-L1 expression status was determined by PD-L1 tumor area positivity (TAP) score using the VENTANA PD-L1 (SP263) Assay. TAP score was previously called visually-estimated combined positive score (vCPS) or tumor immune cell (TIC) score. TAP, vCPS, and TIC score refer to the same scoring method. 
	a 

	All tumor response assessments were performed by the investigator per RECIST v1.1. 
	b 

	Tislelizumab 200 mg IV on Day 1, every 3 weeks. XELOX: Oxaliplatin 130 mg/mIV on Day 1 + capecitabine 1000 mg/mBID Days 1 to 14, Q3W. Oxaliplatin was administered for up to 6 cycles and capecitabine was administered as maintenance therapy at investigator’s discretion until disease progression or intolerable toxicity. FP: Cisplatin 80 mg/mIV Day 1 + 5-FU 800 mg/m/day CIV Days 1 to 5, Q3W. Cisplatin and 5-FU were given for up to 6 cycles. 
	c 
	2 
	2 
	2 
	2

	Dual primary endpoints: 
	• OS in the PD-L1 Positive and ITT Analysis Sets − OS was defined as the time from the date of randomization to the date of death 
	due to any cause − PD-L1 Positive Set was defined as PD-L1 TAP score ≥ 5% − The ITT Analysis Set included all randomized patients 
	Select secondary endpoints: 
	• 
	• 
	• 
	• 
	PFS per RECIST v1.1 as assessed by investigators in the PD-L1 Positive and ITT Analysis Sets 

	− PFS was defined as the time from the randomization date to disease progression or death, whichever occurred first 

	• 
	• 
	ORR and DOR, per RECIST v1.1 as assessed by investigators 
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	− ORR was defined as the number of patients whose BOR was confirmed CR or PR divided by the number of randomized patients in each arm. 
	BOR was defined as the best response recorded from randomization until data cut or the start of new anticancer treatment 
	▪

	− DOR was defined as progression/death-event-free time counted from the first 
	objective response date to the first documented radiological disease progression 
	date/or death date, whichever occurred first 
	• Safety and tolerability profile of tislelizumab or placebo plus chemotherapy 
	When a patient reached a 24-month duration of study treatment, the patient could continue or stop study treatment based on the investigator’s assessment of clinical benefit and potential risks. Cross-over between treatment arms during the study treatment period was not allowed. 
	At the pre-specified interim analysis (data cutoff date: 08 October 2021), Study 305 met one of the dual primary endpoints of improved OS with TIS+C in the PD-L1 Positive Analysis Set but not in the ITT Analysis Set. At the planned final analysis (data cutoff date: 28 February 2023), Study 305 met the other dual primary endpoint of OS in the ITT Analysis Set. 
	4.1.2. Statistical Analysis Methods 
	The dual primary endpoints were OS in the PD-L1 Positive Set (TAP score ≥ 5% using VENTANA PD-L1 [SP263] Assay) and the ITT Analysis Set (all randomized patients). 
	Assuming OS true HR of 0.75 in the PD-L1 Positive and 0.8 in the ITT Analysis Sets (with median OS in the control group of 11.5 months) and a 50% PD-L1 Positive prevalence rate, 384 and 768 deaths were required to have 80% and 87% power for superiority testing in the PD-L1 Positive and ITT Analysis Sets, respectively. Assuming a roughly 5% dropout rate, approximately 980 patients were to be enrolled. 
	OS analysis was performed in the PD-L1 Positive Analysis Set first. OS analysis in the ITT Analysis Set was to be performed only if the OS analysis in the PD-L1 Positive Analysis Set was statistically significant favoring TIS+C. Hypothesis testing of PFS and ORR in the PD-L1 Positive and ITT Analysis Set was to be performed sequentially in the order below. The inferential test would be stopped at the first nonsignificant endpoint. 
	Figure
	The study had 1 interim analysis of OS for both efficacy, and futility was planned to be performed when approximately 269 deaths in the PD-L1 Positive Analysis Set and 538 deaths in the ITT Analysis Set (70% of the target number of OS events in each analysis set) had occurred. 
	Analyses of OS/PFS using the logrank test and a Cox model, which were stratified by region of enrollment (east Asia vs US/EU), presence of peritoneal metastasis (yes vs no), and PD-L1 expression (positive: TAP ≥ 5% vs negative: TAP < 5%, for ITT only). The Cochran Mantel Haenszel test stratified by the same stratification factors above was used to compare the ORR between the 2 treatment arms. Unless otherwise noted, stratified analysis result is reported for 
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	4.2. Study 305 Patient Disposition 
	The study randomized 997 patients (ITT Analysis Set) to treatment with TIS+C or PBO+C . Approximately 55% of patients had tumors with a PD-L1 score ≥ 5% (ie, the PD-L1 Positive Analysis Set). 
	(Figure 3)

	At the interim (data cutoff: 08 October 2021) and final analyses (data cutoff: 28 February 2023), the minimum study follow-up time (ie, the time between the date of the last patient randomized and the data cut-off) was 7.9 months and 24.6 months, respectively. 
	Figure 3: Study 305 Patient Disposition at the Final Analysis 
	Figure
	Data cutoff: 28FEB2023. 
	Page 16 
	4.3. Study 305 Demographics and Baseline Characteristic 
	The enrolled patients were representative of the target patient population. Specifically, the age (median 61.0 years), sex distribution (69.4% male), and primary cancer site (stomach: 80.2%) were generally in line with the epidemiology of G/GEJ cancer globally. Reflective of the geographic incidence of G/GEJ, the majority of patients (75.0%) were enrolled from East Asia. 
	Baseline characteristics were generally balanced between treatment arms, without noteworthy differences . 
	(Table 3)
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	Figure
	4.4. Study 305 Efficacy Results in the Prespecified Analysis Sets 
	4.4.1. Primary Endpoint: Overall Survival 
	Protocol-Planned Interim Analysis 

	• 
	• 
	• 
	TIS+C demonstrated a statistically significant and clinically meaningful improvement in OS compared with PBO+C in patients with PD-L1 score ≥ 5% ). 
	(Table 4; 
	Figure 4a


	• 
	• 
	Stratified HR: 0.74 (95% CI: 0.59 to 0.94), representing a 26% reduction in the risk of death 

	• 
	• 
	1-sided p-value: 0.0056 (stratified log-rank test) 

	• 
	• 
	Median OS was prolonged by 4.6 months (17.2 vs 12.6 months) 


	This benefit in OS was seen even though fewer patients treated with TIS+C than PBO+C were reported as having received subsequent chemotherapy (41.2% vs 51.8%), targeted therapy (24.1% vs 31.3%), and immunotherapy (6.9% vs 14.0%). 
	Protocol-Planned Final Analysis 
	Protocol-Planned Final Analysis 

	TIS+C demonstrated a clinically meaningful and statistically significant improvement in OS compared with PBO+C in the ITT Analysis Set ). 
	(Table 4; 
	Figure 4c

	• 
	• 
	• 
	Stratified HR: 0.80 (95% CI: 0.70 to 0.92), representing a 20% reduction in the risk of death 

	• 
	• 
	1-sided p-value: 0.0011 (stratified log-rank test) 

	• 
	• 
	Median OS was prolonged by 2.1 months (15.0 vs 12.9 months) 


	Similar to the observation in patients with PD-L1 score ≥ 5% at the interim analysis, fewer patients treated with TIS+C than PBO+C received subsequent chemotherapy (50.1% vs 56.5%), targeted therapy (29.9% vs 32.3%), and immunotherapy (12.4% vs 18.1%). 
	In patients with PD-L1 score ≥ 5% at final analysis, the updated OS results were consistent with the interim analysis. The data continued to show a meaningful OS improvement with TIS+C versus PBO+C, indicating a sustained OS benefit with TIS+C in patients with PD-L1 score ≥ 5% ). 
	(Table 4; 
	Figure 4b
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	Figure
	Figure
	Figure
	Figure
	4.4.1.1. Overall Survival by Predefined Subgroups 
	At the interim analysis, a consistent trend in OS favoring TIS+C over PBO+C (ie, HR < 1) was observed across most of the predefined subgroups within the patients with PD-L1 score ≥ 5% . The inconsistent results observed in the non-measurable subgroup and the subgroup of “other race” were likely chance observations due to small subgroup sample size. The inconsistent OS result in the subgroup of “Japan and South Korea” was probably impacted by lower maturity at the interim analysis. 
	(Figure 5)

	Moreover, after longer follow-up beyond the interim analysis, the inconsistent findings in the HR of OS observed in a few subgroups at the interim analysis change to favor TIS+C (ie, HR changed from > 1 to < 1) at the final analysis, including in the subgroup of “Japan and South Korea” and the subgroup of “other race” 
	(Figure 14). 

	At the final analysis, a consistent direction in OS favoring TIS+C over PBO+C (ie, HR < 1) was observed across most prespecified subgroups in the ITT Analysis Set, including subgroups of ICC options (oxaliplatin plus capecitabine vs cisplatin plus 5-FU), regions (East Asia vs US/Europe and China vs Japan and South Korea vs US/Europe), and baseline PD-L1 score (PD-L1 score ≥ 5% vs PD-L1 score < 5%) 
	(Figure 13). 
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	Figure 5: Forest Plot of Overall Survival -Subgroup Analysis at the Interim Analysis (PD-L1 Positive Analysis Set) 
	Figure
	Data cutoff: 08OCT2021. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population for which stratified hazard ratio is displayed. 
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	4.4.2. Secondary Endpoints: PFS, ORR, and DOR 
	Interim Analysis 

	According to the prespecified testing hierarchy of the secondary endpoints (Section analysis in patients with PD-L1 score ≥ 5% was conducted using data from the interim analysis at the time of final analysis. 
	4.1.2), PFS 

	In patients with PD-L1 score ≥ 5%, a statistically significant and clinically meaningful improvement in PFS with TIS+C over PBO+C was observed, with a stratified HR of 0.67 (95% 
	CI: 0.55 to 0.83), a 1-sided p-value < 0.0001 from stratified log-rank test; and median PFS of 7.2 versus 5.9 months 
	(Table 5; 
	Figure 6). 

	TIS+C showed a greater antitumor response than PBO+C in patients with PD-L1 score ≥ 5%. The ORR as assessed by the investigator was higher with TIS+C than PBO+C (50.4% vs 43.0%) . 
	(Table 5)

	Final Analysis 
	Final Analysis 

	TIS+C showed an improvement in PFS compared with PBO+C (stratified HR: 0.78 [95% CI: 
	0.67 to 0.90], median PFS: 6.9 months vs 6.2 months) in ITT analysis set 
	(Table 5; 
	Figure 6). 

	TIS+C showed a greater antitumor response than PBO+C in the ITT Analysis Set at the final analysis (ORR: 47.3% in TIS+C vs 40.5% in PBO+C) 
	(Table 5). 

	The updated secondary endpoints of PFS and ORR in patients with PD-L1 score ≥ 5% at final analysis remained consistent with those of the interim analysis after additional long-term follow-up, and continued to show improvements in PFS and ORR with TIS+C over  PBO+C 
	(Table 5; 
	Figure 6). 

	Median DOR in different PD-L1 subgroups are presented in 
	Table 5. 
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	Figure 7: Forest Plot of Overall Survival by Baseline PD-L1 TAP Score at the Final Analysis 
	Figure
	Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population for which stratified hazard ratio is displayed. 
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	4.5.3.2. Overall Survival Analysis Adjusted for Baseline Covariates 
	A multivariate adjusted analysis was performed using an unstratified Cox regression model that adjusted for treatment, ECOG PS, liver metastasis, number of metastatic organs (0-2 vs ≥ 3), prior gastrectomy/esophagectomy (yes vs no), regions (east Asia vs US/Europe), and presence of peritoneal metastasis as covariates to assess the impact of those numerical imbalances observed between the 2 treatment arms (as described in Section . The analysis found no major impact caused by baseline numerical imbalances be
	4.5.1)
	L1 subgroups (Table 13). 

	4.5.3.3. Other Secondary Endpoints by PD-L1 Status: PFS, ORR, and DOR 
	4.5.3.3.1. Progression-Free Survival 
	Similar to OS, the magnitude of PFS improvement with TIS+C over PBO+C was enhanced with increasing PD-L1 expression levels Kaplan-Meier curves by baseline PD-L1 expression levels are provided in and Specifically, subgroup analyses of PFS by PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups) showed a numerical improvement in PFS favoring TIS+C over PBO+C: 
	(Figure 8). 
	Figure 6, 
	Figure 19, 
	Figure 20, 
	Figure 21, 
	Figure 22. 
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	Figure 8: Forest Plot of Progression-Free Survival by Baseline PD-L1 TAP Score at the Final Analysis 
	Figure
	Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population for which stratified hazard ratio is displayed. 
	Page 35 
	4.5.3.3.2. Objective Response Rate and Duration of Response 
	Numerically higher ORR with TIS+C over PBO+C was observed in all prespecified and exploratory PD-Median DOR in different PD-L1 subgroups are presented in 
	L1 subgroups (Figure 9). 
	Table 12. 
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	Figure 9: Forest Plot of Overall Response Rate by Baseline PD-L1 TAP Score at the Final Analysis 
	Figure
	Data cutoff: 28FEB2023. Odds ratio (TIS+C vs. PBO+C) was based on unstratified Cochran-Mantel-Haenszel method, except for Overall population for which stratified odds ratio is displayed. 
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	4.6.2.1. Overall Survival by PD-L1 CPS Status 
	Similar to subgroups of PD-L1 by TAP , the magnitude of OS improvement with the treatment of TIS+C over PBO+C was enhanced with increasing CPS expression levels. Moreover, subgroup analyses of OS by PD-L1 CPS levels ≥ 5 (ie, CPS ≥ 5, ≥ 5 to < 10 and ≥ 10 subgroups) showed a numerical improvement in survival favoring TIS+C over PBO+C 
	(Figure 7)
	(Figure 10). 

	Figure
	Figure 10: Forest Plot of Overall Survival by Baseline PD-L1 CPS Expression at the Final Analysis 
	Figure 10: Forest Plot of Overall Survival by Baseline PD-L1 CPS Expression at the Final Analysis 


	Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population for which stratified hazard ratio is displayed. 
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	4.6.2.2. Progression-free Survival by PD-L1 CPS Expression 
	PFS results in all PD-L1 CPS subgroups numerically favored TIS+C over PBO+C. In additional, numerical improvement in PFS with TIS+C over PBO+C was observed in subgroup analyses by the baseline PD-L1 CPS levels ≥ 5 (ie, CPS ≥ 5, ≥ 5 to < 10 and ≥ 10 subgroups) , which was similar to that in subgroups of PD-L1 by TAP . 
	(Figure 11)
	(Figure 8)

	Figure
	Figure 11: Forest Plot of Progression-Free Survival by Baseline PD-L1 CPS Expression at the Final Analysis 
	Figure 11: Forest Plot of Progression-Free Survival by Baseline PD-L1 CPS Expression at the Final Analysis 


	Data cutoff: 28FEB2023. Hazard ratio (TIS+C vs. PBO+C) was based on unstratified Cox regression model only including treatment as a covariate, except for Overall population for which stratified hazard ratio is displayed. 
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	5. STUDY 305 SAFETY RESULTS 
	The safety of TIS+C for the treatment of patients with advanced unresectable or metastatic G/GEJ cancer is based primarily on results from the final analysis (in all treated randomized patients) of Study 305. 
	5.1. Safety Results in the Overall Population 
	Among the 997 randomized patients, 992 received at least one dose of either TIS+C or PBO+C and constituted the Safety Analysis Set. 
	Overall, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The safety profile of TIS+C was consistent with the known risks of each treatment agent and the underlying diseases under investigation. 
	• 
	• 
	• 
	Nearly all patients experienced at least one TEAE with TIS+C (99.4%) or PBO+C (98.4%) The most common TEAEs (incidence ≥ 20%) were generally similar between the 2 treatment arms. 
	(Table 14). 


	• 
	• 
	The incidence of TEAEs of ≥ Grade 3 was similar between arms (TIS+C: 69.3% vs PBO+C: 65.6%; . The most common TEAEs of ≥ Grade 3 (incidence ≥ 2%) were generally similar between the 2 treatment arms. 
	Table 14)


	• 
	• 
	More patients treated with TIS+C versus PBO+C experienced serious TEAEs (42.2% vs 36.0%, respectively; . The higher overall incidence of serious TEAEs with TIS+C than PBO+C was not driven by a specific AE type, and most of these events generally reflected the known safety profile of study drugs and the underlying condition of the disease under study. 
	Table 16)


	• 
	• 
	The incidence of TEAEs leading to death was similar between the 2 arms (TIS+C: 4.2%; PBO+C: 3.6%; . 
	Table 14)


	• 
	• 
	The incidence of AEs leading to any treatment discontinuation was higher with TIS+C (22.9%) than with PBO+C (13.6%) ). The incidence of exposure-adjusted AEs leading to any treatment discontinuation was comparable between 2 arms (2.69 vs 2.01 per 100 person-months). 
	(Table 17


	• 
	• 
	As anticipated, more of patients receiving TIS+C reported ≥ 1 imAE than patients receiving PBO+C (30.9% vs 11.7%; ; of those, 7.6% of patients with TIS+C and 2.0% of patients with PBO+C experienced ≥ Grade 3 imAEs. 
	Table 19)



	5.2. Safety Results in Subgroups by PD-L1 Cutoff of 5% 
	Exploratory safety analyses were performed for subgroups of PD-L1 score ≥ 5% using the Safety Analysis Set at final analysis, to explore if there was any increased safety risk associated with tislelizumab plus chemotherapy treatment in PD-L1 subgroups. 
	Overall, no consistent and clinically meaningful difference in the safety profile of TIS+C was observed in the subgroups by PD-L1 score cutoff of ≥ 5% versus overall Safety Analysis Set. Numerical differences in the incidence of TEAEs and imAEs with TIS+C between subgroups should be interpreted with caution. BeiGene Ltd considers these not clinically meaningful 
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	because the differences are not biologically plausible. They are, therefore, likely to have arisen 

	by chance. 
	by chance. 
	by chance. 

	Figure 12: 
	Figure 12: 
	Most Common (incidence ≥ 20%) TEAEs Similar Between Tislelizumab Plus Chemotherapy and Placebo Plus Chemotherapy in Patients With PD-L1 Score ≥ 5% and Overall Patients (Safety Analysis Set) 


	Figure
	Data cutoff: 28FEB2023. 
	5.3. Safety Conclusion 
	In conclusion, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The addition of tislelizumab to chemotherapy did not impact the tolerability and safety of chemotherapy or tislelizumab. No new safety signal was identified. 
	No consistent or clinically meaningful difference in the safety profile of TIS+C was identified within PD-L1 score cutoff of 5% that would give rise to clinical concern or result in changes of treatment-strategy. 
	6. BENEFIT/RISK ASSESSMENT 
	6.1. Benefit Assessment 
	The medical practice and treatment recommendation for 1L treatment of advanced or metastatic GC are unified globally, including in the US, supporting the conduct of a global multicenter pivotal study to investigate the efficacy and safety of an additional1L treatment option in advanced or metastatic GC. 
	The global, multicenter, pivotal Phase 3 Study 305 enrolled 997 patients regardless of PD-L1 expression. Of those randomized, 249 (25.0%) of patients enrolled were from the US and Europe, with the remainder of patients (748 [75.0%]) enrolled from East Asia, reflective of the geographic incidence of the disease. 
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	BeiGene conducted exploratory analyses by PD-L1 expression and assessed the benefit and risk of tislelizumab in the target population. The data from pivotal Study 305 supports a favorable benefit-risk assessment for tislelizumab in combination with chemotherapy in patients with PD-L1 score ≥ 5%. 
	6.1.1. Benefit in Overall Survival 
	Study 305 demonstrated a statistically significant and clinically meaningful improvement in OS with TIS+C versus PBO+C in patients with PD-L1 score ≥ 5%. The trend of treatment benefit in OS was consistently observed in subgroups of PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to <10% and ≥ 10% subgroups). 
	• 
	• 
	• 
	At the interim analysis, in patients with PD-L1 score ≥ 5%, TIS+C showed a statistically significant and clinically meaningful improvement in OS over PBO+C (stratified HR: 0.74 [95% CI: 0.59 to 0.94]; one-sided p value of 0.0056; median OS of 17.2 months for TIS+C vs 12.6 months for PBO+C). OS favored TIS+C across most prespecified subgroups, including subgroups by region (East Asia and US/Europe) and race (Asian and White). 

	• 
	• 
	At the final analysis, the updated OS results in patients with PD-L1 score ≥ 5%, were consistent with the interim analysis. The data continued to show a meaningful OS improvement after additional long-term follow up (stratified HR: 0.71 [95% CI: 0.58 to 0.86]; median OS of 16.4 months vs 12.8 months). 

	• 
	• 
	In PD-L1 subgroup analysis using the data from the final analysis, the magnitude of OS improvement with the treatment of TIS+C over PBO+C was enhanced with increasing PD-L1 expression levels. Subgroup analyses of OS by PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups) all showed a trend in survival improvement favoring TIS+C over PBO+C. 


	Additionally, in the ITT Analysis Set, at the final analysis, treatment with TIS+C showed superior OS to PBO+C (stratified HR of 0.80; 95% CI: 0.70, 0.92; 1-sided p value of 0.0011; median OS of 15.0 months for TIS+C vs 12.9 months for PBO+C). 
	6.1.2. Other Benefits 
	Treatment with TIS+C also resulted in favorable effects in the secondary endpoints across the patients with PD-L1 score ≥ 5% and subgroups of PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups), supporting the superior survival benefit demonstrated in patients with PD-L1 score ≥ 5%. 
	• In patients with PD-L1 score ≥ 5%, TIS+C showed a statistically significant and clinically meaningful improvement in PFS over PBO+C (stratified HR of 0.67 [95% 
	CI: 0.55 to 0.83], 1-sided p-value < 0.0001; median PFS of 7.2 months in TIS+C versus 5.9 months in PBO+C) in the analysis using data from the interim analysis at the time of final analysis. In addition, that data showed a greater antitumor response, as evidenced by higher ORR (50.4% vs 43.0%). 
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	• 
	• 
	• 
	At the final analysis, updated secondary endpoints of PFS and ORR in patients with PD-L1 score ≥ 5% remained consistent with those of the interim analysis after additional long-term follow-up, indicating a sustained treatment benefit. 

	• 
	• 
	In PD-L1 subgroup analysis using the data from the final analysis, subgroups of PD-L1 expression levels ≥ 5% (ie, PD-L1 score ≥ 5%, ≥ 5% to < 10% and ≥ 10% subgroups) showed a trend of improvement across PFS and ORR favoring TIS+C over PBO+C. 


	These data, including primary efficacy analysis in patients with PD-L1 score ≥ 5% and ITT, and further exploratory analyses examining additional cut offs and categories for PD-L1 scores, are comparable with the results seen in other agents in this class (eg, nivolumab and pembrolizumab) 
	(Table 9). 
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	Table 9: Summary of Clinical Efficacy for PD-1 CPIs in Combination with Chemotherapy for the First-line Treatment of Patients with G/GEJ 
	Study 
	Study 
	Study 
	Study 305 
	KEYNOTE-859 [23],[26] 
	KEYNOTE-859 [23],[26] 

	CHECKMATE 649 [22][27] 
	CHECKMATE 649 [22][27] 


	Design 
	Design 
	Global, randomized, double-blind 
	Global, randomized, double-blind 
	Global, randomized, open-label 

	Patient Population 
	Patient Population 
	Untreated, unresectable, advanced, and 
	Untreated, unresectable, advanced, and 
	Untreated, unresectable, advanced, and 

	TR
	metastatic G/GEJ adenocarcinoma, 
	metastatic G/GEJ adenocarcinoma, 
	metastatic G/GEJ adenocarcinoma, 

	TR
	HER2
	-

	HER2
	-

	HER2-f 

	Treatment 
	Treatment 
	Tisle+Chemo vs Placebo+Chemo 
	Pembro+Chemo vs Placebo+Chemo 
	Nivo+Chemo vs Chemo 

	PD-L1 Expression Assay 
	PD-L1 Expression Assay 
	Ventana PD-L1 (SP263) Assay 
	PD-L1 IHC 22C3 pharmDx 
	PD-L1 IHC 28-8 pharmDx 

	ITT 
	ITT 
	N = 501 vs 496 
	N = 790 vs 789 
	N = 789 vs 792 

	Median Follow-up (months) 
	Median Follow-up (months) 
	14.1 vs 12.6 
	31.0 a 
	13.1 vs 11.1 

	Primary Endpoint 
	Primary Endpoint 
	OS in PD-L1+ (PD-L1 TAP ≥ 5%) and 
	OS in PD-L1+ (CPS ≥ 1 and CPS ≥ 10) 
	PFS assessed by IRC and OS in 

	TR
	ITT 
	and in ITT 
	PD-L1+ (CPS ≥ 5) 

	ITT Population 
	ITT Population 
	N = 997 (100%) 
	N = 1,579 (100%) 
	N = 1,581 (100%) 

	mOS, months 
	mOS, months 
	15.0 vs 12.9 
	12.9 vs 11.5 
	13.8 vs 11.6 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.80 (0.70,0.92)b , p = 0.0011 
	HR = 0.78 (0.70, 0.87), p < 0.0001 
	HR = 0.80 (0.68,0.94), p < 0.0002 

	mPFS, months 
	mPFS, months 
	6.9 vs 6.2 
	6.9 vs 5.6 
	7.7 vs 6.9 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.78 (0.67, 0.90) 
	HR = 0.76 (0.67, 0.85), p < 0.0001 
	HR = 0.77 (0.68,0.87) 

	ORR, % 
	ORR, % 
	47.3 vs 40.5 
	51.3 vs 42.0 
	58.0 vs 46.1 

	TR
	Δ 6.8 (0.8, 12.9) 
	Δ 9.3 (4.4-14.1), p = 0.00009 
	Δ 12.8 

	Median DOR, months 
	Median DOR, months 
	8.6 vs 7.2 
	8.0 vs 5.7 
	8.5 vs 6.9 

	PD-L1 TAP ≥1% or CPS ≥1d 
	PD-L1 TAP ≥1% or CPS ≥1d 
	N = 885 (89%) 
	N = 1,235 (78%) 
	N = 1,296 (82%) 

	mOS, months 
	mOS, months 
	15.0 vs 12.8 
	13.0 vs 11.4 
	14.0 vs 11.3 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.78 (0.67, 0.90) 
	HR = 0.74 (0.65, 0.84), p < 0.0001 
	HR = 0.77 (0.64,0.92), p < 0.0001 

	mPFS, months 
	mPFS, months 
	6.9 vs 5.9 
	6.9 vs 5.6 
	7.5 vs 6.9 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.78 (0.67, 0.91) 
	HR = 0.72 (0.64, 0.82), p < 0.0001 
	HR = 0.74 (0.65,0.85) 

	ORR, % 
	ORR, % 
	47.7 vs 41.1 
	52.1 vs 42.6 
	59.5 vs 46.4 

	TR
	Δ 9.5 (3.9-15.0), p = 0.00041 

	PD-L1 TAP <1% or CPS <1d 
	PD-L1 TAP <1% or CPS <1d 
	N = 112 (11%) 
	N = 344 (22%) 
	N = 265 (17%) 

	mOS, months 
	mOS, months 
	15.4 vs 13.8 
	12.7 vs 12.2 
	13.1 vs 12.5 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.98 (0.64, 1.50) 
	HR = 0.92 (0.73, 1.17) 
	HR = 0.92 (0.70,1.23) 

	mPFS, months 
	mPFS, months 
	7.9 vs 6.9 
	7.2 vs 5.8 
	8.7 vs 8.1 

	HR (95% CI) 
	HR (95% CI) 

	TR
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	Sponsor Briefing Document 
	Sponsor Briefing Document 
	Sponsor Briefing Document 
	26 September 2024 ODAC Meeting 

	TEVIMBRA (tislelizumab) 
	TEVIMBRA (tislelizumab) 
	BLA 761417 

	TR
	HR = 0.87 (0.54,1.41) 
	HR = 0.90 (0.70, 1.15) 
	HR = 0.93 (0.69,1.26) 

	ORR, % 
	ORR, % 
	44.9 vs 34.9 
	48.3 vs 39.5 
	50.5 vs 41.2 

	PD-L1 TAP ≥5% or CPS ≥5 d 
	PD-L1 TAP ≥5% or CPS ≥5 d 
	N = 546 (55%) 
	N = 767 (49%) 
	N = 955 (60%) 

	mOS, months 
	mOS, months 
	17.2 vs 12.6 
	14.0 vs 11.5 
	14.4 vs 11.1 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.74 (0.59,0.94), p=0.0056 
	HR = 0.70 (0.60, 0.82) 
	HR = 0.71 (0.59,0.86), p < 0.0001 

	mPFS, months 
	mPFS, months 
	7.2 vs 5.9 c 
	7.1 vs 5.6 
	7.7 vs 6.05 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.67 (0.55, 0.83) , p< 0.0001 c 
	HR = 0.69 (0.58, 0.81) 
	HR = 0.68 (0.56,0.81), p < 0.0001 

	ORR, % 
	ORR, % 
	50.4 vs 43.0 
	55.1 vs 44.1 
	59.8 vs 45.3 

	PD-L1 TAP<5% or CPS<5 d 
	PD-L1 TAP<5% or CPS<5 d 
	N = 451 (45%) 
	N = 812 (51%) 
	N = 606 (38%) 

	mOS, months 
	mOS, months 
	14.1 vs 12.9 
	12.1 vs 11.4 
	12.4 vs 12.3 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.92 (0.75, 1.13) 
	HR = 0.84 (0.72, 0.98) 
	HR = 0.94 (0.78,1.13) 

	mPFS, months 
	mPFS, months 
	5.7 vs 6.5 
	6.9 vs 5.6 
	7.5 vs 8.2 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.91 (0.74, 1.13) 
	HR = 0.83 (0.71, 0.98) 
	HR = 0.93 (0.76,1.12) 

	ORR, % 
	ORR, % 
	42.3 vs 37.9 
	47.7 vs 39.9 
	55.3 vs 46.4 

	PD-L1 TAP ≥10% or CPS ≥10 d 
	PD-L1 TAP ≥10% or CPS ≥10 d 
	N = 281 (28%) 
	N = 551 (35%) 
	N = 768 (49%) 

	mOS, months 
	mOS, months 
	22.5 vs 12.3 
	15.7 vs 11.8 
	15.0 vs 10.9 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.57 (0.43, 0.76) 
	HR = 0.65 (0.53, 0.79), p < 0.0001 
	HR = 0.65 (0.55, 0.78) 

	mPFS, months 
	mPFS, months 
	9.0 vs 5.7 
	8.1 vs 5.6 
	8.3 vs 5.8 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.56 (0.42, 0.74) 
	HR = 0.62 (0.51, 0.76), p < 0.0001 
	HR = 0.65 (0.55, 0.77) 

	ORR, % 
	ORR, % 
	53.7 vs 40.0 
	60.6 vs 43.0 
	58.3 vs 44.2 

	TR
	Δ 17.5 (9.3-25.5), p < 0.00002 

	PD-L1 TAP <10% or CPS <10 d 
	PD-L1 TAP <10% or CPS <10 d 
	N = 716 (72%) 
	N = 1,026 (65%) 
	N = 793 (50%) 

	mOS, months 
	mOS, months 
	14.0 vs 13.0 
	11.7 vs 11.2 
	12.6 vs 12.5 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.91 (0.77, 1.07) 
	HR = 0.86 (0.75, 0.98) 
	HR = 0.94 (0.80, 1.10) 

	mPFS, months 
	mPFS, months 
	5.7 vs 6.9 
	6.8 vs 5.6 
	7.5 vs 7.7 

	HR (95% CI) 
	HR (95% CI) 
	HR = 0.90 (0.76, 1.06) 
	HR = 0.85 (0.74, 0.98) 
	HR = 0.91 (0.77, 1.08) 

	ORR, % 
	ORR, % 
	44.9 vs 40.7 
	46.2 vs 41.4 
	57.9vs 47.3 


	Data in PD-L1 TAP ≥5% of Study 305 are from interim analysis. Data in other PD-L1 subgroups of Study 305 are from final analysis. Defined as time from randomization to the data cutoff date In italics indicated the results have statistical significance. The analysis using IA dataset was conducted at final analysis. TAP is for Study 305; CPS is for CHEMKMATE-649 and KEYNOTE-859. 
	a 
	b 
	c 
	d 
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	6.2. Risk Assessment 
	In the risk evaluation, following important risks were observed: 
	• 
	• 
	• 
	The incidence between TIS+C and PBO+C was similar (difference ≤ 5%) for TEAEs of ≥ Grade 3 (69.3% in TIS+C vs 65.6% in PBO+C) and TEAEs leading to death (4.2% vs 3.6%). The incidence observed was higher (difference ≥ 5%) in TIS+C than PBO+C for TEAE leading to treatment discontinuation of any study drug (22.9% vs 13.6%). The incidence of exposure-adjusted TEAE leading to any treatment discontinuation was similar between the 2 arms (2.69 vs 2.01 per 100 person-months). 
	TEAE: 


	• 
	• 
	As expected for a PD-1 CPI, the incidence of imAEs was higher with TIS+C than PBO+C. Most imAEs were of Grade 1 or 2 in severity. The imAE in TIS+C was generally in line with the known safety profile for tislelizumab monotherapy. 
	imAE: 



	Overall, TIS+C showed a tolerable and acceptable safety profile in the first-line treatment of patients with locally advanced unresectable or metastatic G/GEJ adenocarcinoma. The findings are consistent with the known safety profile of tislelizumab and other checkpoint inhibitors in combination with chemotherapy [23]. The safety profile of treatment with TIS+C across PD-L1 subgroups of TAP <5% and ≥ 5% was generally consistent with that reported for the overall population, revealing no increased safety risk
	[22] 

	6.3. Conclusions of the Benefit-Risk Assessment 
	Study 305 is a global Phase 3 study, like other recent global Phase 3 studies (KEYNOTE-859 and CHECKMATE 649), that evaluated immune CPIs plus chemotherapy as 1L treatment of G/GEJ cancer to address the unmet medical need for additional effective treatment options for this indication. Study 305 results substantiate the value of tislelizumab plus chemotherapy as an effective and safe option for 1L treatment in G/GEJ cancer patients with tumors that express a PD-L1 score of ≥ 5%. The study showed TIS+C provid
	BeiGene supports efforts in gaining consistency in labeling and testing across the class of anti-PD-1 agents as it would help provide clarity among the medical community and would better support treatment decisions in clinical practice, along with harmonizing the use of PD-L1 testing, with these agents. 
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	Figure
	Figure
	Figure
	Figure
	Figure
	(ITT Analysis Set) 
	Figure
	Figure 13: Forest Plot of Overall Survival -Subgroup Analysis at the Final Analysis 
	Figure 13: Forest Plot of Overall Survival -Subgroup Analysis at the Final Analysis 


	Data cutoff: 28FEB2023. Abbreviation: CI, confidence interval; NE, not estimable; NR, not reached; PBO+C, placebo + chemotherapy; TIS+C, tislelizumab 
	+ chemotherapy. 
	Any subset with fewer than 10 patients would not be shown. The race subcategory 'Other' includes Not Reported, Unknown, and Other; Hazard ratio (TIS+C vs PBO+C) was based on unstratified Cox regression model except that the stratified hazard ratio was provided for the overall population. The range of x-axis for HR is (0.1, 4), extreme values lower than 0.1 are not shown in the plot. 
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	(PD-L1 Positive Analysis Set) 
	Figure
	Figure 14: Forest Plot of Overall Survival -Subgroup Analysis at the Final Analysis 
	Figure 14: Forest Plot of Overall Survival -Subgroup Analysis at the Final Analysis 


	Data cutoff: 28FEB2023. Abbreviation: CI, confidence interval; NE, not estimable; NR, not reached; PBO+C, placebo + chemotherapy; TIS+C, tislelizumab 
	+ chemotherapy. Any subset with fewer than 10 patients would not be shown. The race subcategory 'Other' includes Not Reported, Unknown, and Other; Hazard ratio (TIS+C vs PBO+C) was based on unstratified Cox regression model except that the stratified hazard ratio was provided for the overall population. The range of x-axis for HR is (0.1, 4), extreme values greater than 4 are not shown in the plot. 
	. 
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	Figure
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	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Percentages were based on N. imAE categories are presented by a pre-specified order. Patients with multiple events for a given category were counted only once. Immune-mediated AEs are identified from all AEs 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 starts a new anticancer therapy. Adverse events terms are coded using Medical Dictionary for Regul
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