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The aim of this study is to evaluate the effectiveness of the
proteolysis-targeting chimera (PROTAC) approach in achieving targeted protein degradation in
melanoma cells for therapeutic applications. Given the frequent implication of Nras gene mutations
in melanoma progression, targeted abrogation of mutated Nras represents a promising strategy for
eradicating melanomas driven by this mutation. Here, we employed the PROTAC approach by
overexpressing a fusion protein comprising a C-terminal fragment of the E3 ubiquitin ligase, SPOP,
and a single-chain variable fragment (scFv) antibody against mutant Nras. We assessed the impact of
this fusion protein on melanoma cells dependent on mutated Nras. Our findings suggest that this
approach has significant potential to suppress melanoma growth, offering a novel therapeutic avenue
against malignant melanomas.
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