Updated overall survival from the Phase 3 TOPAZ-1

study of durvalumab or placebo plus gemcitabine and
cisplatin in patients with advanced biliary tract cancer
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Objective

e Durvalumab plus gemcitabine and cisplatin (GemCis) significantly improved overall survival (OS) versus placebo plus GemCis

Introduction

e At the pre-planned interim analysis (IA, data cut-off: 11 August
2021) of TOPAZ-1 (NCT03875235), durvalumab plus GemCis
significantly improved OS versus placebo plus GemCis (hazard
ratio [HR], 0.80; 95% confidence interval [Cl], 0.66-0.97; p=0.021,
threshold for significance=0.03)’

— Durvalumab did not increase toxicity

e Based on these results from the TOPAZ-1 study, the National
Comprehensive Cancer Network® considers durvalumab
plus GemCis a preferred regimen for the first-line treatment of
advanced BTC?

e A previous meta-analysis found that response rate and disease
control rate with first-line chemotherapy are not strongly correlated
with OS in advanced BTC?®

e Here, we report an updated OS and safety analysis for TOPAZ-1
and a post hoc analysis to determine OS by BoR in TOPAZ-1

Results and interpretation

e TOPAZ-1 is a randomised, double-blind, global, Phase 3 study (Figure 1)

e This OS and safety analysis was conducted after 6.5 months of additional follow-up (data cut-off: 25
February 2022) after the primary analysis, with 76.9% overall OS event maturity

e Duration of follow-up was calculated in all participants using the inverse Kaplan-Meier method with the
censoring indicator reversed

e OS HRs and 95% Cils for all randomised participants were calculated using a stratified Cox proportional
hazards model, adjusting for disease status (initially unresectable or recurrent) and primary tumour
location (intrahepatic cholangiocarcinoma [ICC], extrahepatic cholangiocarcinoma [ECC] or gallbladder
cancer [GBC])

— Subgroup analysis of OS used unstratified Cox proportional hazards models with treatment as
covariate

e BoR was assessed by the investigator per Response Evaluation Criteria In Solid Tumours v1.1 in all
randomised participants with measurable disease at baseline and defined as response (complete
response or partial response), SD or progressive disease (PD); BoR was determined based
on the |IA data cut-off (11 August 2021); this represents the final BoR analysis

e OS by BoR was assessed only in those participants surviving =3 months to avoid immortal time
bias; HRs were calculated using a Cox proportional hazards model

Key eligibility
e | ocally advanced or metastatic BTC
(ICC, ECC, GBQ)

e Previously untreated if unresectable
or metastatic at initial diagnosis

e Recurrent disease >6 months after
curative surgery or adjuvant therapy

e ECOGPSOoOri

Stratification factors
e Disease status
- Initially unresectable versus recurrent

e Primary tumour location
- ICC versus ECC versus GBC

Durvalumab 1500 mg Q3W Durvalumab 1500 mg
’ + GemCis (up to 8 cycles) Q4W until PD

—

Primary objective
e Qverall survival

Key secondary objectives
Progression-free survival
Objective response rate

Duration of response

Efficacy by PD-L1 status

Safety

BTC, biliary tract cancer; ECC, extrahepatic cholangiocarcinoma; ECOG, Eastern Cooperative Oncology Group; GBC, gallbladder cancer; GemCis, gemcitabine and cisplatin;
ICC, intrahepatic cholangiocarcinoma; PD, progressive disease; PD-L1, programmed cell death ligand-1; PS, performance status; Q3 / 4W, every 3 / 4 weeks; R, randomised
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