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@ Introduction

Advanced or metastatic esophageal squamous cell carcinoma (ESCC) has a poor prognosis, with an estimated 5-year
survival rate of ~5%"

Tislelizumab is an anti-programmed cell deam protein 1 (PD 1) moncclcnal antibody with high affinity and specificity Vor PD-1,
engineered to minimize binding to Feyl T-cell
clearance and a potential mechanism of resistance (o anlerDVW merapy2

o Ti has antitumor activity in patients with solid tumors, including ESCC**®
o Here, we report the primary results of a global Phase 3 study (NCT03430843) that investigated the effect of second-line
compared with on overall survival (OS) in adult patients with advanced or metastatic ESCC

Key eligibility criteria: Tislelizumab 200 mg IV Q3W

o Advanced or metastatic ESCC

o Progression during or after first-line systemic Investigator-chosen chemotherapy

treatment One of the following:
o ECOGPSOor1 o Pacitaxel 135-175 mg/mz v uaw or 80-100 mg/m? IV QW*
N=512 o Docetaxel 75 m
1:1 o_lrinotecan 125 mgm* IV on Days 1and8, QW

Stratification factors:

o Region: Asia (exc\ Japan)vs Japan vs Europe/North America
o ECOGP:

a ption: paciitaxel vs docetaxel vs irinotecan

Primary endpoint: OS in all randomized patients
secondary endpoint: OS in patients with VCPS = 10%
o Other secondary endpoints: PFS, ORR, DoR, and safety

Statistical considerations:

o The study required ~400 death events to achieve 82% power (o detecta HR of 0.7: (1-sided) for the osin
NI ST
o fOSinall ignificant, OS in patients with VCPS 2 10% (PD-L1+ analysis set) was tested sequentially

Figure 1. Study design
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o 512 patients were (256 to m 132 sites in 11 countries/regions in Asia,
Europe, and North America. Treatment was recenved by 255 patients (99. e%) fo tsllizumab and 240 patients (93.8%) for
chemotherapy

o Atthe data cut-off of final analysis (Dec 1, 2020):

Median (range) follow-up in months was 8.5 (0.2-31.7) for tislelizumab and 5.8 (0-30.8) for chemotherapy
16 patients (6.3%) remained on treatment with tislelizumab vs 1 patient (0.4%) with chemotherapy

oster No. 10052

Conclusions

Tislelizumab demonstrated a statistically significant and clinically meaningful improvement in
08 vs chemotherapy in advanced or metastatic ESCC patients whose tumor progressed
during or after first line treatment

Survival benefit was observed across pre-defined subgroups, including PD-L1 expression
status, race and region

Tislelizumab resulted in higher and more durable antitumor response than chemotherapy
Tislelizumab showed a favorable safety profile compared with chemotherapy, with no new
safety signals identified

Tislelizumab represents a potential new second-line treatment option for patients with advanced
or metastatic ESCC
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Figure 2. Kaplan-Meier plot of OS in all randomized patients (primary endpoint)
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Progression-free survival

o The PFS Kaplan-Meier curves began to separate approximately 3 months after randomization in
favor of tislelizumab (Figure 5)
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Table 1. Patient baseline characteristics in all randomized patients e e et et
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Overall survival

s Tislelizumab significantly improved OS compared with chemotherapy in all randomized patients, as well as in patients with
VCPS 2 10%:

A 30% reduction in the risk of death (HR 0.70, 95% confidence interval [Cl]: 0.57-0.85, p=0.0001), with a 2.3 month

rate and duration

o Tislelizumab was associated with a greater ORR (20.3% vs 9.8%; odds ratio 2.4,
95% Cl 1.4-4.0) and a more durable tumor response (median DoR: 7.1 months vs 4.0 months)
than chemotherapy (Table 2)

Tislelizumab

Safety
o Tislelizumab showed a favorable safety profile compared with chemotherapy, with no new safety
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signals identified (Tables 3 and 4)
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