Circulating levels of miR-204-5p predict response to BRAF and MEK inhibitors in metastatic melanoma patients
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Objective P502

Metastatic melanomas harboring BRAF-V600 mutations are currently treated with combinations of BRAF and MEK inhibitors (MAPKI) increasing the objective responses, disease free survival and overall survival over
monotherapy with BRAF inhibitors. Unfortunately, several patients suffer from ab initio or acquired resistance to these agents. Several efforts have been directed in recent years to understand mechanisms of resistance to
MAPK inhibitors. These studies have shown a prominent involvement of non-mutational adaptive events, among which also deregulation of mIRNAs expression. In this regard our laboratory has identified several miIRNASs
which undergo either up- or down-regulation during the development of drug resistance (1). In this study we have started to assess whether circulating levels of one or more of these mIRNAs can act as an early predictor of
response to therapy. In this retrospective study were involved BRAF-mutated patients All patients were treated with MAPKI therapy in first . Results showed that only miR-204-5p emerged to have a role in predicting both
OS and PFS.
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On the basis of these results, miR-204-5p can be a promising predictive biomarker able to discriminate
advanced melanoma patients who may benefit of MAPKI treatments. These data warrants of further 1.Fattore L, et al. Cell Death Differ. 2019. doi: 10.1038/s41418-018-0205-5.
validation in an extended cohort of patients as well as in prospective following studies 2.Fogli S, et al. Tumour Biol. 2017; doi: 10.1177/1010428317701646




