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Background

Despite advances in immune checkpoint inhibitor (ICI)-based therapy in front-line advanced melanoma, most of the patients (pts) do not
achieve long term benefit. Lifileucel, a one-time autologous tumor-infiltrating lymphocyte (TIL) cell therapy, induces durable responses in
pts with advanced melanoma previously treated with ICI. IOV-COM-202 (NCT03645928) cohort 1A evaluated the safety and efficacy of
lifileucel combined with pembrolizumab (pembro) in front-line advanced melanoma.

Methods

Study primary endpoint is overall response rate (ORR) by RECIST v1.1. Pts received nonmyeloablative lymphodepletion (cyclophosphamide,
fludarabine), lifileucel followed by up to 6 doses of interleukin-2. T- cell receptor sequencing (TCR seq) was performed on lifileucel drug
products (DP), blood samples and tumor tissue (n= 13 pts). Single cell RNA (scRNA) seq was performed on tumor and DP (n= 2 /13 pts).

Results

As of Dec 12, 2025, pts who received lifileucel doses ≥5.6 x 10e9 total viable cells achieved deep and durable responses with an ORR of
62% (15/24; 95% CI 40.6, 81.2), complete response (CR) rate of 29.2% (7/24) and partial response (PR) rate of 33.3% (8/24). The median
duration of response was not reached with median follow-up of 26.9 months, 13/15 responders showed durations of ≥12 months, 10/15 pts
had an ongoing or last study assessment of CR or PR at time of data cut. The median progression-free survival was 19.8 months. Safety was
consistent with known safety profiles of the treatment regimen. Greater persistence of tumor-derived TCRs was observed in responders vs
non–responders. scRNA/TCR seq revealed sustained high proportions of predicted tumor-reactive T cells with reinvigorated phenotypes in
the TIL product.

Conclusions

This study is the first to prospectively evaluate frontline TIL therapy plus pembro in a contemporary population with advanced melanoma.
These encouraging data represent the final analysis of COM-202, Cohort 1A and support our ongoing randomized phase III trial assessing
lifileucel plus pembro vs pembro in advanced melanoma; TILVANCE-301(NCT05727904).

Clinical trial identification

NCT03645928, EudraCT 2018-001608-12, EU Trial (CTIS) Number 2024-510779-39-00, Latest protocol version 9.0 is dated 03Mar2025.
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