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Introduction: Two phase 3 studies (COMBI-d [NCT01584648] and COMBI-v [NCT01597908]) evaluated the efficacy and safety of oral D+T as first-line therapy in pts with BRAF V600E- or V600K-mutant unresectable or metastatic cutaneous melanoma. 

Methods: The outcomes and clinical features of pts with a confirmed CR were analyzed to characterize pts most likely to benefit from D+T in COMBI-d/v at 5-year follow-up. 

Results: Pts with confirmed CR (n=109 [19%]) had favorable outcomes (5-year progression-free survival [PFS], 49%; 5-year overall survival [OS], 71%) vs the overall population (n=563; 5-year PFS, 19%; 5-year OS, 34%). Median duration of CR was 36.7 months (95% CI, 24.1-not reached [NR]); 55 of 109 pts with CR (50%) had ongoing CR at data cutoff (median follow-up, 64.0 months) or at study withdrawal. Median PFS (54.3 vs 11.1 months) and OS (NR vs 25.9 months) were higher in pts with CR vs the overall population. Pts with CR had favorable baseline prognostic factors compared with the overall population, including normal lactate dehydrogenase levels (90% vs 65%), ECOG performance status of 0 (86% vs 72%), < 3 organ sites with metastases (84% vs 51%), and a lower median sum of target lesions (34 vs 57 mm). New lesions in pts with CR who progressed (n=48) were most commonly reported in the central nervous system (54%), lung (17%), and lymph nodes (17%), which were similar to sites of progression in the overall population. Subsequent therapy was received by 43 pts with CR (39%) and most commonly included immunotherapy (n=28, 26% [anti–PD-1, n=21; anti–CTLA-4, n=17]) and BRAF targeted therapy (n=25, 23%). 

Conclusions: These results suggest that baseline characteristics may be useful for selecting pts with advanced BRAF V600E/K–mutant melanoma who may derive the greatest clinical benefit from first-line D+T therapy. Further validation is warranted.
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