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Background

» BRAF-mutant melanoma patients benefit
treatments with BRAF and MEK inhibitors;

from the combinatorial

»  Acquired drug resistance strongly limits the efficacy of these targeted
therapies in time;

»  Many findings have underscored the involvement of mictoRNAs as main

drivers of drug resistance;

»  We identified a subset of oncomiRs strongly up-regulated in drug-resistant
melanomas.

Rationale

In this work, we shed light on the molecular role of two as yet poorly
characterized oncomiRs, miR-4443 and miR-4488.
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Nestin high levels are predi
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RESULT 1
MAPKi-resistant melanoma cells show an increased migratory and invasive
p ypes as pi to itive ones
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The intermediate filament nestin is in drug
and is a molecular target of miR-4443 and miR-4488
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A Western blot analyses of nestin levels in sensitive and resistant A375
images of FAC

B Representative
analyses of nestin levels in drug sensitive vs resistant A375 cells (left panel) and
the relative quantitative analy (right panel).
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A Representative images of IHC staining for B Internal validation cohort by IHC (n=14)
nestin levels in four melanoma biopsies ot
coming from different patients (T'T07, =
TT09, TT13, and TT17). 10X magnification 206 / /4
(scale bar 500 pm). B Kaplan Meier curves 0,
. 3
assessing the predictive value of nestin k3 .
§ 02 =0.00437
protein levels measured by IHC in 14 % o . Conclusions
melanoma patients before starting MAPKi 0 400 800 1200 1600 2000 2400 Altogether these findings have profound translational implications in the attempt:
erapy ernal  cohort), A . D S ot . . e .
therapy  (internal  cohor). Al the . ays > to develop miRNA-targeting therapies to mitigate the metastatic
experiments have been performed at least in highte  ©F 32 2 2 g phenotypes of BRAF-mutant melanomas;
triplicate and p-value <0.05 was considered w7 2 0 0 o 0 > F e ; ST Rk -
riplicate and p-vajue was considere = > toidentify novel biomarkers able to guide clinical decisions.
as significant. 0 400 800 1200 1600 2000 2400 ‘




