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Results of a multicenter, phase II, open-label, randomized trial evaluating OSE2101 plus docetaxel or OSE2101 plus
nivolumab as second-line therapy in metastatic non-small cell lung cancer (NSCLC) progressing after first-line chemo-
immunotherapy
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Background

OSE2101 is a neo-epitope vaccine designed to induce antigen-specific cytotoxic T lymphocyte responses in HLA-A2 positive patients.
Prognosis after progression following first-line chemo-immunotherapy for metastatic NSCLC remains poor. Combi-TED evaluated OSE2101
combined with docetaxel or nivolumab in this setting.

Methods

Adults with metastatic/unresectable HLA-A2 positive NSCLC, without actionable EGFR mutations or ALK/ROS1 rearrangements, progressing
after at least 4 cycles of chemo- immunotherapy or 2 cycles of chemo-immunotherapy followed by 2 cycles of immunotherapy, were
randomized (1:1:1) to OSE2101+docetaxel (O+D), OSE2101+nivolumab (O+N), or docetaxel alone (D). Primary endpoint was 1-year overall
survival (OS). Secondary endpoints included OS, progression-free survival (PFS), and safety. A one-sided exact binomial test evaluated
whether 1-year OS exceeded the predefined 20% threshold. Bayesian analyses assessed the probability of improved 1-year OS versus D.
Final results will be available in SEP2026.

Results

At the cut-off date (30MAR2026), 106 patients were randomized (35 in T+D, 34 in T+N, and 29 in D) and 93 reached 1-year of follow-up. 1-
year, OS rates are 15/34: 44% (90% confidence interval [CI], 30–60) for O+D, 14/32: 44% (CI, 29–60) for O+N, and 7/27: 26% (CI, 13–43)
for D. The statistical significance is confirmed for O+D (p=0.001), O+N (p=0.002), but not for D (p=0.287). Bayesian analyses suggested
posterior probability >90% of improved 1-year survival versus docetaxel alone for both OSE2101-based combinations. Treatment-related
adverse events occurred in 89%, 82%, and 79% of patients. Drug-related serious adverse events were reported in 17%, 24%, and 17% of
patients. No unexpected safety signals were observed.

Conclusions

OSE2101-based combinations showed improved 1-year overall survival compared with docetaxel alone in metastatic NSCLC progressing
after first-line chemo-immunotherapy, without increasing toxicity, supporting further evaluation of vaccine-based immunotherapy
strategies in this setting.
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