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[bookmark: _Hlk221543589]Estimation of systemic therapy costs for metastatic progression free disease
The per patient cost of systemic therapy for metastatic progression free disease was estimated separately for patients with BRAF V600E or V600K mutations and for BRAF wild type patients.

For patients with BRAF V600E or V600K mutations, three systemic treatment options were considered: Pembrolizumab, nivolumab plus ipilimumab, and dabrafenib plus trametinib. Based on literature reported treatment distributions, 68% of patients were assumed to receive dabrafenib plus trametinib, 19% received nivolumab plus ipilimumab, and 13% received pembrolizumab.1 The per patient costs of dabrafenib plus trametinib, nivolumab plus ipilimumab, and pembrolizumab were USD613,892, USD415,058, and USD211,524, respectively, derived from a published US cost effectiveness analysis of advanced melanoma treatments.2 The weighted average cost per patient was calculated:
0.68 × USD613,892 + 0.19 × USD415,058 + 0.13 × USD211,524 = USD524,451 per patient (in year 2023 USD). This value was further converted to year 2025 USD (using the CCEMG–EPPI Centre Cost Converter (version 1.7)): USD556,052 per patient.

For patients with BRAF wild type melanoma, two systemic treatment options were considered: Pembrolizumab, and nivolumab plus ipilimumab. According to literature reported treatment distributions, 71% of patients received nivolumab plus ipilimumab and 29% received pembrolizumab, with no use of BRAF targeted therapy in this group.1 Using the costs per patient costs for nivolumab plus ipilimumab (USD415,058) and pembrolizumab (USD211,524), the weighted average cost per patient was calculated:
0.71 × USD415,058 + 0.29 × USD211,524 = USD356,905 per patient (in year 2023 USD). This value was further converted to year 2025 USD (using the CCEMG–EPPI Centre Cost Converter (version 1.7)): USD378,411 per patient.
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Figure S1 Internal validation of (A): perioperative nivolumab plus ipilimumab versus adjuvant nivolumab; (B) perioperative pembrolizumab versus adjuvant pembrolizumab
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Figure S2 External validation of perioperative nivolumab plus ipilimumab, adjuvant nivolumab, perioperative pembrolizumab and adjuvant pembrolizumab compared with the overall survival published in previous economic evaluations
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