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After predicting progression-free survival (PFS) from the risk of recurrent
symptomatic deterioration events, the tislelizumab arm remained superior to the
placebo arm, with estimated hazard ratios (HRs) for the tislelizumab arm between

Recurrent patient-reported outcome (PRO) symptomatic deterioration in appetite,
fatigue, pain/discomfort, and upper gastrointestinal [UGI] symptoms) were leading
predictors for risk of disease progression, indicating a potential need for increased

These preliminary analyses provide a mechanism for modeling PRO data in
oncology clinical trials that may help illuminate additional clinically interpretable
treatment effects that might enhance clinician-patient dialogue

Conclusions

Background

0.70 to 0.78, reflecting a 30% to 22% reduced risk of disease progression

clinical monitoring

Results

- PRO-based symptom endpoints are routinely employed in time to deterioration (TTD) analyses

— However, these endpoints are rarely associated with treatment efficacy in oncology trials involving patients with
G/GEJ adenocarcinoma

. |In contrast to outcomes with a clear terminal event, such as PFS, recurrent PRO symptom deterioration may
result in endpoints with “transient” terminal event times, better addressed by recurrent event survival models than
the single-event TTD framework

- The objective of the current analyses was to develop a joint survival model linking time to recurrent PRO-based
deterioration and disease progression (defined as PFS events) within the RATIONALE-305 trial population
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« ITT population (N=997; tislelizumab arm, n=501; placebo arm, n=496), cut-off date =February 28, 2023

— Patient demographics and baseline disease characteristics were generally balanced across the arms, with 465
patients in the tislelizumab arm and 467 patients in the placebo arm completing the questionnaires

- The number of recurrent deterioration events ranged from 0 (censored) to 5 (see Table 1 for the number of recurrent
UGI deterioration events as an example)

— Atotal of 42.3% of the sample had at least 1 recurrent event

Table 1. Observed Number of Recurrent QLQ-STO22 Upper Gastrointestinal

Symptom Deterioration Events up to Cycle 382
Patients, N (%)

Number of Recurrent Events

Cumulative N (%)

domains, with higher rates of recurrent deterioration events predicting increased risk of progression (Table 2)

placebo arm

deterioration was statistically significant for all domains (as is to be expected); however, the association parameter for
CFBL in symptomatic PRO scores and risk of PFS was not statistically significant

- The prediction of PFS was statistically significant for the appetite loss, fatigue, pain/discomfort, and UG| symptoms

The tislelizumab arm demonstrated statistically significant greater protection against PFS compared with the

- The association parameter for CFBL in symptomatic PRO scores and risk of recurrent corresponding symptomatic

Table 2. Joint Survival Model for Recurrent Symptomatic Deterioration and PFS Adjusting for CFBL in

PRO Domains, Treatment Arm, and Stratification Factors

Effect

HR (95% ClI)

P
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