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ABSTRACT (1846/2000 characters) 

Background: In the final analysis of the phase 3 RATIONALE-312 trial (NCT04005716), pa�ents (pts) with 
ES-SCLC treated with 1L TIS + CT experienced a significant improvement in overall survival (OS) with 
tolerable safety vs PBO + CT. We report LTFU data in the ITT popula�on and in tumour PD-L1 expression 
subgroups. 

Methods: Eligible pts with previously untreated ES-SCLC were randomised (1:1) to 4 induc�on cycles of 
IV TIS 200 mg or PBO once every 3 weeks + inves�gator’s choice of CT (IV carbopla�n or cispla�n + 
etoposide), followed by TIS or PBO maintenance. The primary endpoint was OS. Exploratory OS analyses 
in PD-L1–evaluable pts was performed centrally using a validated immunohistochemistry assay. 

Results: With a median follow-up of 39.8 and 36.4 months (data cutoff: Dec 29, 2023), respec�vely, OS 
benefit was maintained with TIS + CT (n=227) vs PBO + CT (n=230; 15.5 vs 13.5 months; HR=0.78 [95% CI: 
0.63, 0.95]) in the ITT popula�on, and the 3-year OS rates were 22.1% and 13.1%, respec�vely. The 4-
year OS rate in the TIS + CT arm was 18.9% with 7 pts s�ll at risk while no pts remained at risk in the PBO 
+ CT arm. Median OS was not reached (95% CI: 44.8 months, not es�mable) among 44 pts treated 
with >16 cycles of TIS. In the PD-L1–evaluable pts, the OS benefit with TIS + CT (n=60) over PBO + CT 
(n=65; 20.7 vs 13.5 months; HR=0.71 [95% CI: 0.48, 1.06]) was consistent with that in the ITT popula�on. 
A consistent OS improvement favouring TIS + CT vs PBO + CT was observed across all PD-L1 subgroups. 
Grade ≥3 treatment-related adverse events (TRAEs) were reported in 85.5% and 86.5% of pts in the TIS + 
CT and PBO + CT arms, respec�vely. The most frequent TRAEs were alopecia (78.4% vs 79.5%, 
respec�vely), anaemia (76.7% vs 78.6%, respec�vely), and neutropenia (68.7% vs 70.3%, respec�vely). In 
the TIS + CT vs PBO + CT arms, 66.5% vs 79.1% pts, respec�vely, reported use of subsequent systemic 
an�cancer therapy.  
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Conclusion: LTFU data from RATIONALE-312 showed pts with ES-SCLC treated with 1L TIS + CT had 
clinically meaningful and sustained improvements in OS vs PBO + CT in the ITT and PD-L1–evaluable 
popula�on. The safety profile of TIS + CT was tolerable with no new signals. 
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