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Background

Data from two large randomized trials have shown neoadjuvant (Neo) immunotherapy for resectable melanoma (mel) improves event-free
survival (EFS) over adjuvant (Adj) therapy. Adj therapy improves recurrence-free survival (RFS) over placebo in resectable mel but has no
effect on overall survival (OS).

Methods

SWOG S1801 was a randomized phase 2 study in 345 pts of Adj pembrolizumab (pem) versus Neo-Adj pem for resectable, clinically
detectable mel. Data were analyzed as of May 9, 2025 for updated endpoints.

Results

At a median follow-up of 44 months EFS benefit was maintained in the Neo group (HR 0.67, 95% CI 0.47 – 0.94). 3-year EFS was 68% in the
Neo group (95% CI 62-72%) and 55% in the Adj group (95% CI 48-64%). With 32 death events in the Neo group and 47 deaths in the Adj
group, 3-year OS was 84% versus 73% (HR 0.65, 95% CI 0.42 – 1.02). In an exploratory subgroup of 33 pts with resectable stage IV mel,
EFS and OS demonstrate a trend toward improvement in the Neo-Adj group with only 1 event for EFS and 0 events for OS compared to 10
events for EFS and 5 deaths in the Adj group (HR for EFS 0.08 95% CI 0.01-0.61, HR for OS could not be estimated with 0 events in Neo-Adj
group). EFS and OS were similar between treatment groups in pts harboring BRAF mutation. In the subgroup of Neo-Adj pts that did not
undergo surgery (n=18) one pt did not undergo surgery due to toxicity and was still alive without recurrence at 35 months. 2 pts did not
undergo surgery due to radiographical CR; 1 progressed at 5.2 months and died at 3.6 yr and 1 was alive without recurrence at 5 yr. 2 Two
pts did not have surgery due to co-morbidities and/or COVID-related constraints at the hospital – both died in less than a year after going
off protocol. The remaining 13 pts did not have surgery due to progression of mel rendering them unresectable - 6 have died, 3-year OS =
61%. With longer follow-up, grade 3/4 toxicity was noted in n=35 (20%) in Neo-Adj group and 29 (17%) in the Adj group (p=0.41). One
grade 5 myocarditis was observed in the Adj group.

Conclusions

At a median follow-up of 3.7 years Neo-Adj pem maintains EFS benefit over Adj pem in resectable mel. Median OS remains immature but
continues to show a trend toward benefit with Neo-Adj pem.
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