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The purpose of the COLUMBUS-AD (NCT05270044) study is to evaluate the efficacy and safety of 12 months of encorafenib in combination with
binimetinib in the adjuvant setting of BRAF V600E/K mutant stage IIB/C melanoma versus the current standard of care (surveillance).

Background

Significant progress has been made in the treatment of advanced BRAFV600-mutant melanoma.

Encorafenib in combination with binimetinib is a well-tolerated and effective treatment option, providing sustained progression-free and overall survival benefit in the
unresectable or metastatic setting.

The focus has shifted to early-stage disease in order to prevent recurrence. It has been estimated that 18% of stage IIB and 25% of stage lIC patients die due to melanoma
within 10 years of diagnosis [Gershenwald et al 2017], indicating an unmet medical need.

Study Design

The COLUMBUS-AD study is an international randomized, placebo-controlled, triple-blind, multicenter Phase lll trial evaluating adjuvant encorafenib + binimetinib against
placebo in patients with fully resected stage lIB/C BRAF V600-mutant melanoma.

Participants with completely resected cutaneous melanoma and documented BRAF V600E/K status by central assay will be randomized 1 to 1 to receive either treatment with
encorafenib and binimetinib or their two placebos for 12 months.

The randomization will be stratified according to the stage of the disease according to AJCC version 8 between:

= Stage lIB (i.e., pT3b or pT4a)
= Stage lIC (i.e., pT4b)

The main analysis of RFS will be conducted after approximately 166 RFS events have been observed, which is predicted to occur 4.4 years from the accrual of the first
participant. In total, patients will be followed-up for 10 years from randomization.
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