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Background

* Anti-PD-1/L1 therapies have improved overall survival (OS) by 2-4 months vs docetaxel in
patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with disease
after initial platinum-based

*  Tislelizumab is an anti-PD-1 antibody engineered to minimize FcyR binding on macrophages,
amechanism of T-cell clearance and potential anti-PD-1 resistances”

*  Inaphase 1/2 study, tislelizumab demonstrated antitumor activity in multiple advanced solid
tumors including NSCLC®
+ The phase 3 RATIONALE 303 study was initiated to investigate the efficacy and safety of

tislelizumab vs docetaxel in patients with NSCLC who had progressed on a prior platinum-
containing regimen (Figure 1)

Study Design

Figure 1. Study Design of RATIONALE 303 (NCT03358875), a Phase 3, Open-Label,
Multicenter, Randomized Study
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Statistical Considerations
 Overall alpha for the study: one-sided alpha of 0.025

560 death events provide approximately 87% power to detect an OS hazard ratio (HR)
(tislelizumab/docetaxel) of 0.75 with a one-sided alpha of 0.02 in the intention-to-treat
(ITT) population

— 207 death events in the PD-L1 25% population provide approximately 86% power to
detect an OS HR of 0.60 with a one-sided alpha of 0.007

+ Asequential testing with alpha splitting approach was |mplemented
*  Interim analysis (reviewed by data

—  For the purposes of the interim analysis, formal OS superiority testing was conducted
only in the ITT

—  Prespecified to be conducted after ~426 death events occurred (76% of planned events)
using Hwang-Shih-DeCani spending function with y parameter of -2

*  Interim analysis at data cut-off date: 10 August 2020
—  Observed number of death events: 441 (54.8%)
—  One-sided alpha level of 0.0120 for ITT (based on the observed number of death events)

*  Patient-reported outcomes (PROs) were collected at every treatment cycle to the end of
treatment

—  Descriptive analyses were performed on all the domains and single items

HRQoL Assessments and Endpoints

* Health-related quality of life (HRQoL) endpoints included the global health status (GHS)QoL,
physical functioning, and fatigue domains of the EORTC QLQ-C30 and the QLQ-LC13's index
score and most relevant lung cancer symptoms (eg, dyspnea, coughing, peripheral

Figure 2. Overall Survival (ITT)
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pain in chest, pain in arms/shoulders, hemoptysis)

—  Endpoint selection criteria was based on the descriptive analysis and previously
published studies

+ For GHS/QoL and physical functioning domain, higher scores indicate a higher (better)
function; for fatigue domain and symptom scales, higher scores indicate higher (worse)
symptom severity

*  Least square mean score change from baseline to Cycle 4 and Cycle 6 were assessed using
a constrained longitudinal data analysis model with the PRO score as the response variable,
and treatment by study vi on and strati factors for i as
covariates, based on the missing at random assumption

Patient Characteristics

* Asof 10 August 2020, 805 patients were randomized (tislelizumab, n=535; docetaxel, n=270)

+  Atthe time of data cut-off, 248 patients (46.4%) receiving tislelizumab and 86 patients (31.9%)
receiving docetaxel remained in the study

*  Patient demographics and baseline disease characteristics were well balanced across arms
(Table 1)

* Median OS was longer in patients treated with tislelizumab compared with patients treated
with docetaxel (17.2 vs 11.9 months, respectively) (Figure 2)

 Longer OS for those treated with tislelizumab was also demonstrated among patients with
high PD-L1 expression (Figure 3)

* Median progression-free survival (PFS) was 4.1 and 2.6 months in the tislelizumab and
docetaxel groups, respectively (Figure 4)

*  The difference in objective response rate (ORR) between arms was 14.9% and favored
tislelizumab over docetaxel (Figure 5)

* Median duration of response (DoR) was 13.5 months and 6.2 months for patients receiving
tislelizumab and docetaxel, respectively

+ Compared with docetaxel, tislelizumab was associated with a notably lower incidence of grade
>3 adverse events (AEs) (Table 2)

* The most commonly reported treatment-emergent AEs (TEAES) were anemia (tislelizumab
arm) and alopecia (docetaxel arm) (Figure 6)

+ The most common grade 23 TEAE was neutropenia in the docetaxel arm (27.9% vs 0.6% with
tislelizumab) (Figure 6)

* Among patients receiving tislelizumab, the most common immune-mediated TEAE was
hypothyroidism (Figure 7)

*+  Treatment-related AEs leading to death occurred in 1.5% (tislelizumab) and 1.6% (docetaxel)
of patients (Table 2)

*+  Patients in the
and 6 compared with the docetaxel arm (Figure 8)

* The physical functioning domain score was stable with tislelizumab but decreased with docetaxel in
Cycles 4 and 6; significant differences between treatment arms emerged at Cycle 6

*  Patients treated with tislelizumab had a significantly improved EORTC QLQ-LC13 index score
(overall symptomatology), coughing, and peripheral neuropathy vs the docetaxel arm at Cycles
4 and 6 (Figure 9)
— By Cycle 6, dyspnea was trending toward significant improvement with tislelizumab

*+  The difference in pain measures (chest; arms/shoulders) and hemoptysis were not significant
between treatment arms

in GHS/QoL and fatigue in Cycles 4

Figure 8. Changes From Baseline in EORTC QLQ-C30 Domain Scores
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Figure 9. Changes From Baseline in EORTC QLQ-LC13 Scores
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