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Background

Neoadjuvant ipilimumab + nivolumab (IPI1+NIVO) followed by response-driven adjuvant treatment has shown at 2y follow-up superior event-
free survival (EFS) and distant metastasis-free survival (DMFS) outcomes vs surgery and adjuvant NIVO in resectable stage Il cutaneous
melanoma. We report here the 3y EFS and DMFS of the NADINA trial.

Methods

As previously reported in detail, the NADINA trial included macroscopic stage Il cutaneous melanoma patients randomized (1:1) to either
neoadjuvant IPI 80mg + NIVO 240mg (2x, q3w), followed by surgery with response driven adjuvant therapy or surgery with adjuvant NIVO
(480mg, 12x, q4w). Those with a major path response (MPR) did not receive adjuvant therapy. Cox regression modelling was used to
analyze EFS and DMFS.

Results

At median FU of 36 months at data cutoff 30t of March 2026, the estimated 3y EFS was 72.9% for the neoadjuvant vs 50.0% for the
adjuvant group (HR 0.42 [95% CI 0.31-0.59], p<0.0001). The 3y EFS for patients harboring a BRAFV600E/K mutation remained inferior as
compared to BRAFwt with 68.9% vs 77.2% in the neoadjuvant arm and 46.9% vs 53.4% in the adjuvant arm. DMFS at 3y was 75.3% for the
neoadjuvant vs 57.4% for the adjuvant group (HR 0.46 [95% Cl 0.32-0.66], p<0.0001). In the neoadjuvant arm 3y recurrence-free survival
and 3y-DMFS according to pathologic response were 91.3% and 93.6% for CR, 62.3% and 69.3% for near-CR, 87.5% and 87.5% for partial
response and 43.0% and 39.4% for non-responders, respectively (p<0.0001 and p<0.0001). Across all subgroups, neoadjuvant remains
superior to adjuvant. Updated grade >3 systemic treatment-related adverse events remained unaltered and were in 31.6% (n=212) vs 15.9%
(n=176 pts receiving adj therapy) in the neoadjuvant and adjuvant arm, respectively.

Conclusions

At 3y FU neoadjuvant IPI+NIVO continues to show a highly significant superior estimated EFS and DMFS as compared to adjuvant NIVO. All
subgroups benefit from neoadjuvant IPI+NIVO, although BRAFV600E/K mutant patients have a slightly worse outcome in both arms. With
this longer FU, pathologic partial responders appear to achieve an equally good outcome as MPR patients.
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