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INTRODUCTION

RESULTS

* Brain metastases (BM) occur in approximately 20% of patients with extensive-stage small _ - _
cell lung cancer (ES-SCLC) at diagnosis, serving as a frequent site of distant failure3. The Baseline characteristics Efficacy
presence of BM is historically associated with poor prognosis and progressive neurological _ _ o _ _ _ _
decline, including cognitive impairment and focal deficits, underscoring the urgent need for A total of 707 patients were analyzed, including 97 patients with baseline BM and 610 without * Theo mec.han follow-up duration was 35.5 months (95% Cl: 33.6-37.7). In this population, the median OS was 13.6 months
effective therapeutic strategies in this high-risk population®. (Table 1). There were no significant differences in duration of treatment between the BM group (95% C_DI. 12.5—1_4.8). Atezolizumab plus chemotherapy shovyed similar OS outcomes in patients with and without base_lme
and the non-BM group, despite significant baseline imbalances. BM, with a median OS of 14.8 months (95% CI: 10.5-16.6) in the BM group versus 13.6 months (95% CI: 12.4—-14.6) in the
* Atezolizumab plus chemotherapy is a standard treatment for ES-SCLC, validated by non-BM group. Median PFS was 4.3 months (95% CI: 4.2—4.9) in the BM group and 5.4 months (95% ClI: 4.8-5.6) in the
IMpower133° and confirmed in subsequent trials including SKYSCRAPER-02°, Table 1. B i h teristi non-BM group (Figure 2).
SKYSCRAPER-02C’, and BEAT-SC®. However, its specific efficacy in the high-risk BM 2oz U akistlls ke beiai= e * ORRSs were similar between patients in the BM and non-BM groups (61.9% vs 65.4%).
population remains a subject of clinical debate due to limited sample sizes in individual * Compared with patients receiving follow-up radiotherapy, no radiotherapy, or radiotherapy at enroliment, patients who
trials. BM Non-BM received on-study radiotherapy appeared to have longer OS, although these exploratory findings should be interpreted
* This individual patient data (IPD) pooled analysis aims to evaluate the survival outcomes | (N=97) | (N=610) cautiously (Figure 3). The median OS was 23.3 months (95% CI: 10.1-NE) for patients with BM at baseline (n=11) and 19.4
. . . ) . . . 0 - - i i =
and safety profile of atezolizumab in ES-SCLC patients with and without baseline BM. By Age (years) months (95% CI: 13.6-NE) for those without BM at baseline (n=42).
aggregating patient-level data across multiple trials, this approach enables more precise Mean (SD) 62.8 (8.4) 64.3 (8.6)
. . . . i Age group (years) : :
estimation of treatment effects in clinically relevant subgroups and addresses the critical <68 58 (59.8) 306 (50.2)
evidence gap for this historically understudied population. o o oo e Figure 2. OS (A) and PFS (B) by BM status in the efficacy analysis population
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* The IPD of patients who received at least one dose of atezolizumab plus carboplatin and Asian 52 (53.6) 311 (51.0) 2 0 "
etoposide were pooled from IMpower133 (NCT02763579)°, SKYSCRAPER-02 White 43 (44.3) 290 (47.5) g o
(NCT04256421)%, SKYSCRAPER-02C (NCT04665856)7, and BEAT-SC (jRCT2080224946)3 Black or African American 0 3(0.5) 3
(Figure 1). Efficacy and safety outcomes were assessed, stratified by baseline BM status. Unknown 2(2.1) 6 (1.0) s o .
. . .. . . : : : W B Median (95% CI .
The impact of radiotherapy (RT) timing on survival was also explored. Weight (kg) | HedmCRECD eSSl ] O o e
Mean (SD) 67.92 (14.18) 70.10 (16.42) oL NowmM we4vs o T L e e T
Figure 1. Study design flowchart History of tobacco use | il . T Oorh
Yes 90(928) 560(918) No.at;i: 97 92 87 8 70 63 51 46 38 32 28 24 21 18 15 12 8 6 3 2 2 0 MBI;/I 97 8 72 2 15 1 9 7 7 5 5 5 5 3 3 2 2 1 1 1 0
Atezolizumab+carbop|atin+ ECOG PS Non-BM 610 578 553 501 437 374 323 274 230 191 174 151 134 114 9 8 79 63 50 45 34 20 12 7 4 1 1 0 Non-BM 610 560 466 213 152 106 78 63 51 46 43 38 34 27 26 2 24 21 18 15 10 5 2 2 1 1 0
IMpower133 etoposide 0 34 (35.1) 179 (29.3)
N=252 1 63 (64.9) 431 (70.7) . .. i : iy - .
W e rotastace Figure 3. OS by timing of radiotherapy in BM (A) and non-BM (B) groups within the efficacy
1:1 Yes 32 (33.0) 224 (36.7) analysis population
Carboplatin + etoposide Number of metastatic sites
Mean (SD) 4.0 (1.6) 3.3(1.2) A ™ ———umo B W -
Sum of longest diameters (mm) o T ko " — ko
Mean (SD) 129.58 (70.14) 114.08 (58.32) 3 jz "o 3 jz .
SKYSCRAPER-02 AteZOIizuma.b + tiragOIUmab + Received radiotherapy E o E o
s carboplatin + etoposide Enrollment radiotherapy 39 (40.2) 35 (5.7) g % E “
with BM : 5 g
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'de 0L RT_T:IO IlS.S(?.EI,’.?S.QI | T | | | | T | | | | : | | | | 0 |RT_|NO | 12_?1(11.1,113_6)I | | | | | | | | | | | | | | | | | | | | | T
etOEOSI 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 g§ 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
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baseline * The incidence of grade 3/4 adverse events (AES) was 79.4% in the BM group and 74.8% in the %{T"F_(g % % W OB ® 13 1 U 4 U 5 8 & 4 4 3 2 L1 0 I%_%g 159 19 158 155 139 12 U1 S4 78 & 9 S0 4 4l % % B 2 8 W B 1§ 4 1 0
W N=61O non_BM group Rates Of grade 5 AES and Senous AES Were aISO Comparab|e between the tWO RT NO 26 26 23 22 17 16 13 13 11 10 10 8 8 7 5 4 2 0 RT NO 393 366 345 303 257 221 184 154 128 105 98 8 75 62 47 45 43 35 28 26 17 10 6 3 3 1 1 0
1:1 Siemelimre 4 car ek groups (BM vs. non-BM: 4.1% vs. 3.9%; 42.3% vs. 40.5%). No new safety signals were RT_PRIO, received radiotherapy at enrollment; RT_ON, received on-study radiotherapy; RT_FP, received follow-up radiotherapy ; RT_NO, not received radiotherapy
etoposide M observed (Table 2)_ *It was an exploratory analysis , with radiotherapy timing not randomized and subgroup sizes small.
N=62
Table 2. Summary of safety
BEAT-SC Atezolizumab + bevacizumab
+ carboplatin/cisplatin + CO N C LU SIO N
R etoposide BM Non-BM
(N=97) (N=610) . . . . . . .
1:1 _ . . ; 5 * In this exploratory analysis, frontline atezolizumab plus chemotherapy showed similar efficacy and safety in ES-SCLC
Atezolizumab + Patients with 21 AE 97 (100) 605 (99.2) _ . _ _
carboplatin/cisplatin + patients with or without baseline BM.
etoposide 5 AE related to any study treatment 67 (69.1) 458 (75.1)
N=166 Grade 3/4 AE 77 (79.4) 456 (74.8)
_________________________________________________________________ Treatment-related Grade 3/4 AE 47 (48.5) 300 (49.2) LIMITATION
13 patients treated with atezolizumab + cisplatin + etoposide were excluded. Grade 5 AE 4 (4.1) 24 (3.9)
e Treatment-related Grade 5 AE 0 11(1.8) * The inherent heterogeneity of small cell lung cancer may exert an influence on the observed outcomes.
Primary endpoint: OS. PFS, ORR, safety Serious AE 41 (42.3) 247 (40.5) lespe;rrl:iljz !;:26 timing of trial conduct across the studies potentially reflect temporal evolutions in standards of
Treatment-related serious AE 18 (18.6) 112 (18.4) PP R _ _ _ _ o o
. . . . . . . : : ° _
R, randornlz_atlon; OS, overall survival: PFS, investigator evaluated progression-free survival: U 44 50 (9.8 The. exclusw.e reliance on data from interventional trials may constrain the generalizability of the findings to real-world
ORR, objective response rate ' ' clinical practice.
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