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The scientific work presented in this thesis aims to improve outcome for
patients with advanced BRAFV600-mutant melanoma by addressing several
unsolved problems regarding the optimal sequential treatment with existing
therapeutic options.

In the first part of this thesis we assessed if immune checkpoint inhibitors
can still be effective after disease progression has occurred during treatment
with BRAF inhibitors. We retrospectively analyzed the clinical outcome of
patients who were sequentially treated with BRAF inhibitors and the CTLA-4
immune-checkpoint inhibitor ipilimumab.

In the second part of this thesis we investigated the value of BRAFV600-
mutant cell-free tumour DNA (ctDNA) as a monitoring tool in patients with
advanced BRAFV600-mutant melanoma.

In the third part we assess the anti-tumour activity of rechallenge with BRAF
plus MEK inhibition in a prospective phase 2 clinical trial. Rechallenge with
dabrafenib and trametinib had objective anti-tumour activity and could be
considered an effective palliative treatment for patients who have no

alternative therapeutic options.
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