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RATIONALE-315: Patterns of Progression and Recurrence with Perioperative Tislelizumab in Resectable NSCLC
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CONCLUSIONS

* The addition of perioperative tislelizumab to neoadjuvant chemotherapy
showed a lower incidence of disease progression precluding surgery,
lower locoregional and distant recurrences rates regardless of disease
stage, and a longer time to recurrence after surgery compared to
placebo plus chemotherapy.

* Ourfindings further support perioperative tislelizumab plus
chemotherapy as an effective treatment option for resectable stage II-IIIA
NSCLC.

INTRODUCTION

* Perioperative immunotherapy has rapidly transformed the standard of
care for resectable non-small cell lung cancer (NSCLC).!

* Inthe RATIONALE-315 trial, perioperative tislelizumab plus chemotherapy
demonstrated statistically significant benefits for major pathological
response (MPR), pathological complete response (pCR), event-free
survival (EFS) and overall survival (OS) compared with placebo plus
chemotherapy in patients with resectable NSCLC.?4

* Currently, the differences in progression and recurrence between
immunotherapy plus chemotherapy versus chemotherapy alone, as well
as the recurrence patterns with perioperative immunotherapy are not well
characterized.

* This post-hoc analysis explored the patterns of progression and
recurrence in this patient population, and in the stage |l and stage IlIA
NSCLC subgroups.

METHODS

The study design of RATIONALE-315 is shown in Figure 1.

* EFS event types were summarized in the randomized population; EFS was
defined as the time from randomization to disease progression (either PD
precluding surgery, or PD in the following visit after surgery was precluded
for other reasons), postoperative recurrence, or death from any cause.

* Postoperative recurrence patterns were assessed by investigator among
patients who underwent surgery and were classified as locoregional (L) or
distant (D), with distant recurrence including concomitant locoregional
and distant relapse.

* Time to (L/D) recurrence was defined as the time from randomization to
postoperative (L/D) recurrence; patients with no (L/D) recurrence were
censored at their EFS time.

Figure 1. RATIONALE-315 Study Design
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RESULTS

* Atotal of 453 patients were randomized to the tislelizumab (TIS;
n=226) or placebo (PBO; n=227) arm.
* As of March 7, 2025 (median follow-up: 38.5 months [range,

0.1-57.0]), EFS events occurred in fewer patients in the TIS arm
than inthe PBO arm (31.9% vs 41.0%).

* Perioperative tislelizumab plus chemotherapy was associated
with fewer proportions of patients having PD precluding
surgery (3.1% vs 8.4%) and postoperative recurrence or death
(26.5% vs 30.0%).

* Distribution of EFS event types in each arm is summarized in
Table 1.

Table1. Summary of EFS Events

TIS arm PBO arm
EFS event type*, n (%) (n=226) (n=227)

Total EFS events 72 (31.9) 93 (41.0)
PD precluding surgery 7 (3.1) 19 (8.4)
Stage Il 1(0.4) 8 (3.5)
Stage llIA 6(2.7) 11 (4.8)
Postoperative recurrence or death 60 (26.5) 68 (30.0)

*EFS event types were assessed by investigator. Abbreviations: EFS, event-free survival; PD, progressive
disease; PBO, placebo; TIS, tislelizumab.

Recurrence Patterns

* Atotal of 190 (84.1%) in TISarm and 173 (76.2%) in PBO
arm underwent surgery.

* Among patients who underwent surgery, postoperative
recurrence was less frequent with TIS than PBO (26.3% vs
35.3%), with lower rates of both locoregional and distant
recurrence; distant recurrence was the most common type
(Figure 2A).

— Locoregionalrecurrence: 9.5% (18/190) vs 15.0%
(26/173); including lower pleural recurrence with TIS
than PBO (Figure 2B).

— Distant recurrence: 16.8% (32/190) vs 20.2% (35/173);

including lower brain recurrence with TIS than PBO
(Figure 2C).

Recurrence Patterns By Disease Stage

* In both stage Il and stage IlIA NSCLC, distant recurrence
is the predominant recurrence pattern post-surgery
(Figure 3).

* Consistently lower rates of locoregional and distant
recurrence were observed in the TIS arm than in the PBO
arm in both stage Il and stage IlIA NSCLC (Figure 3).

Time To Recurrence

* Time to recurrence was prolonged in the TIS arm compared
with the PBO arm (hazard ratio [HR], 0.61; 95% confidence
interval [CI], 0.42—-0.89) (Figure 4A):

— Locoregionalrecurrence: HR, 0.52; 95% ClI, 0.29-
0.96 (Figure 4B).

— Distantrecurrence: HR, 0.68; 95% CI, 0.42-1.10
(Figure 4C).

Figure 2. Recurrence Patterns and Sites of Recurrence
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Figure 3. Recurrence Patterns by Disease Stage
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Figure 4. Time to Recurrence
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