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(57) ABSTRACT

The present disclosure relates to the field of oncology, more
particularly to the field of melanoma. Provided are methods
oftreating melanoma, particularly advanced cutaneous mela-
noma, with a combination of pharmaceutical agents compris-
ing MDM4-specific antagonists (such as an inhibitor of the
MDM4-p53 interaction or a molecule that decreases MDM4
protein stability) or MDM4-MDM2 dual inhibitors (i.e., mol-
ecules that disrupt the interactions between p53 and MDM2
and p53 and MDM4) and one or more chemotherapeutic
agents such as for example alkylating agents (i.e., Dacarba-
zine (DITC) or melphalan), alkylating-like agents (i.e., cis-
platin or carboplatin) or mitotic inhibitors (taxanes docetaxel
or paclitaxel) and PI3K-AKT, B-RAF and MEK inhibitors.
Further provided are pharmaceutical formulations of MDM4-
specific antagonists (be it an inhibitor of the MDM4-p53
interaction or a molecule that decreases MDM4 protein sta-
bility) or MDM4-MDM2 dual inhibitors (i.e., molecules that
disrupt the interactions between p53 and MDM2 and p53 and
MDM4) and a pharmaceutical formulation of one or more
chemotherapeutic agents such as for example alkylating
agents (i.e., Dacarbazine (DITC) or melphalan), alkylating-
like agents (i.e., cisplatin or carboplatin) or mitotic inhibitors
(taxanes docetaxel or paclitaxel) and B-RAF and MEK
inhibitors.
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