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THESIS ABSTRACT

The current thesis was aim to identify the underlying resistance mechanism
following Encorafenib exposure. This involved conducting cancer stem cell
(CSC) expression profiling in A375-S and A375-R cells, selecting the most relevant
biomarker based on this profiing, and isolating the corresponding cell
populations using fluorescence-activated cell sorting (FACS). Subsequently, the
goal was to identify the CSC-like subpopulation responsible for regulating drug
resistance and to elucidate the associated signaling pathways. Finally, the
efficacy of Encorafenib+Pimasertib+Curcumin inhibitor combinations in
reversing drug resistance mechanisms was compared in these subpopulations.

APPLICATION AREAS OF THE THESIS RESULTS

As aresult, this thesis has established an in-vitro model of Encorafenib resistance
and identified both the Encorafenib resistance mechanism and the CSC-like
subpopulation responsible for regulating drug resistance in malignant
melanoma (MM), for the first fime. Moreover, the study analyzed the effects of
Encorafenib+Pimasertib+Curcumin combination therapy on overcoming drug
resistance in MM cells. The findings of this thesis are considered a potential step
toward developing an effective freatment strategy for patients with advanced-
stfage MM.
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