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Abstract Result

Background:

Butyrophilin 1A1 (BTN1A1) is a novel immune checkpoint molecule involved in T-cell regulation within the tumor microenvironment. In . . B o I .

non-small cell lung cancer (NSCLC), platinum-based chemotherapy, including cisplatin and pemetrexed, remains the standard first-line Synerglstlc Tumor Suppressmn by Nelmastobart and Osimertinib Synerglstlc Tumor Suppressmn by Nelmastobart,
treatment, while osimertinib is a standard first-line targeted therapy for patients with EGFR-mutant NSCLC. However, therapeutic resis-
tance and systemic toxicity limit clinical outcomes. Here, we investigated whether BTN1A1 blockade using Nelmastobart could enhance
the efficacy of both cisplatin-pemetrexed and osimertinib-based first-line chemotherapies, while maintaining an acceptable safety profile.
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cohort enrollment and discontinuation of durvalumab administration. . « The combination with osimertinib showed strong antitumor activity in EGFR-mutated patient-derived lung cancer organoids, supporting

(D) Longitudinal quantification of organoid growth by Incucyte live-cell imaging over 120 h. Combined Nelmastobart and osim-
ertinib treatment produced greater growth inhibition than either monotherapy.

its potential application in EGFR-mutated NSCLC.
« The antitumor effect of Nelmastobart combined with pemetrexed and cisplatin was further confirmed in a zebrafish xenograft model,

+ (B) Among 34 treated patients, 12 had squamous cell carcinoma and 22 had adenocarcinoma; within the adenocarcinoma
cohort, 12 patients were EGFR wild type and 10 had EGFR-mutant disease. Waterfall plots show best percentage change

T . . . . . : * (E) Representative fluorescence images and quantitative analysis of organoid growth at 120 h. Nelmastobart plus osimertinib demonstrating efficacy in a whole-organism setting.
Lrlo mnlz)alsl_elljlzeeIlgt(’[e%rgae(;[vlgfslgnzillenn(igj?,Lrégrep(a)rt;[?elrl;/eesdp(;rsrslgi mtrt?g tf11 OE(IS(FSIEF\\:\{ Irlgut[);?:dangtiﬁtZRTT:;?rf:ntS_l:ggiglépzaygsae markedly suppressed organoid growth, with an antitumor effect comparable to that of Atezolizumab plus osimertinib. Data are » Collectively, these findings support further clinical development of Nelmastobart in combination with standard-of-care thera-
Y 0 P ' presented as mean £ SD (n = 7 organoids/group). ns, not significant; **P < 0.01; ***P < 0.001. pies for both EGFR-mutated and non-EGFR-mutated NSCLC.

events were predominantly grade 1-2, with 2.1% grade 3 drug-related TEAEs




