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ABSTRACT

Objectives: In the global, randomized, phase 3 RATIONALE-306 trial (NCT03783442), first-line treatment
with tislelizumab plus chemotherapy demonstrated statistically significant and clinically meaningful
improvement in overall survival versus placebo plus chemotherapy in patients with unresectable, locally
advanced, recurrent, or metastatic ESCC. Here, we report patient-reported outcomes (PRO) from
RATIONALE-306.

Methods: PROs were included as secondary endpoints and HRQoL was assessed using EORTC QLQ-C30
and QLQ-OES18. Domains of interest included global health status (GHS)/Qol, physical functioning, and
fatigue from QLQ-C30, and dysphagia, difficulty eating, reflux, pain symptoms, and the index score from
QLQ-0OES18. Mixed model for repeated measures analyses were performed using data from baseline,
Cycle 6, and Cycle 8. Median time to deterioration (TTD) was examined using the Kaplan-Meier method.

Results: A total of 649 patients were randomized to receive tislelizumab plus chemotherapy (n=326) or
placebo plus chemotherapy (n=323). At Cycle 6, patients in the tislelizumab arm showed significantly
greater improvement in mean change from baseline for GHS/Qol (3.3 [95% Cl, 0.4-6.2]) and physical
functioning (2.6 [95% CI, 0.0-5.1]) versus the placebo arm; they also experienced a clinically meaningful
reduction in mean pain symptoms at Cycle 6 (-5.2 [95% ClI, -6.7 to -3.7]). At Cycle 8, changes from
baseline on these key domains were generally maintained in patients treated with tislelizumab. TTD
analyses showed that patients in the tislelizumab arm were at lower risk of clinically meaningful
worsening of physical functioning (HR, 0.79 [95% Cl, 0.60-1.04]); risk of worsening was similar between
arms in the remaining domains examined.

Conclusions: PRO outcomes between the treatment arms were comparable in this patient population
with advanced or metastatic ESCC, with improvements in the tislelizumab arm on the key GHS/Qol and
physical functioning domains. Importantly, patients treated with tislelizumab experienced improvement
in pain at Cycle 6 and lower risk of worsening of physical functioning.
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