Reverse transcriptase inhibition potentiates target therapy in BRAF-mutant melanomas: an in vitro study P302
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Objective Results

BRAF+MEK inhibitors have become | Our present work has reported for the first time the capability of RTls to potentiate target therapy in BRAF-mutant melanomas in vitro. We show that SPV122 synergizes with BRAFi+MEKi
the standard of care for BRAF-mutated | to: 1) impair BRAF-mutant melanoma cell growth; 2) induce apoptosis; 3) block cell cycle progression; 4) delay the emergence of resistance in vitro; 5) provoke DNA double-strand breaks,

melanoma patients. However, drug| mitochondrial membrane depolarization and increased ROS (4).

resistance remains a major clinical

A B A Unt B B+M B - CEL‘LHEALTHPROFILE - CEL.LHEALTHF’ROFILE - CELFHEALTHF’ROFILE
hurdle. From here, the need to identify 1.09 2000- & fwn 0 ssof|  amw ey
additional therapeutics capable to| _ 06- ~> BRAFI - - ] e T T o
tackle the onset of drug resistant| £ 0.5- o BRAFRSPV. _1s004 | r—— - 32 3 5
clones. Our group has been involved in | & 0.4- 5 r000 i ‘l s ’ 1 ; ;
this topic during last years. Thereby, | £ 0.3 2 s Pasane 2N 0?;;;0 S Oig;; % e S
we reported that anti-ErbB3 receptor | 5 0.4 © so0{ | .
monoclonal antibodies are able tO o 0.1+ NS :. . Decc)El;t:’EDAeLazH PROFII[_:ia - CEILEFLEDALEH PROFILE 4 CEL_LqHEf\LTH PROFILE
delay the emergence of resistance to| 0.0l— : . ; Y T " T jen jrms EETAE 7
target therapy in vitro and in vivo (1). B S 2 & & & & r : EL T mams
More recently, we have demonstrated 10g[BRAFI], uM N 2 : g
that microRNAs are key players of | ¢ so- P i g g 2
resistance to BRAFi and MEKi in 2 4o N B B B B o Jowomzeanse /7 e R AT o[oesoreeave 7/
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able to restore drug sensitivity (2,3). -‘230- . % ?3; %0 - - - “ROS(-)Cells =ROS(+)Cells Figure 2. A Immunofluorescence analyses have been performed to quantify nuclear p-
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Human melanoma cells M14 and A375 - SPV122 ||3
have been treated with different References 0 s
concentrations of BRAFi, MEKi and/or 5 .
the non-nucleoside RTI, i.e. SPV122. 1. Fattore L, et al. Oncotarget. 2015. doi: c;\: s
MTT and colony formation assays * SPV122 10.18632/oncotarget.4485. E :
have been used to determine cell & S 2. Fattore L, et al. Cell Death Differ. 2019. § g

roliferation. Annexin V assay, cell - - - doi: 10.1038 s41418-018-0205-5. = N
Eyde and mitochondrial mer%/brane Figure 1. A M14 melanoma. cells. have been exposed to BRAFi starting from 5 uM 3 Fattore L. et al. Int J Mol Sci. 2020 doi: '5 ;
depolarization have been tested and then diluted 1:2 for 1Q times in the presence or not of SPV122 at fixed dose of 10 3390/_f 1061930 o0 o

1.25 uM to measure cell viability. B Crystal violet (CV) staining assessed the growth : Jms L
through FACS analyses. DNA damage | innibitory effects of BRAFi (150 nM) and MEKi (75 nM) +/- SPV122. The same drugs | 4. Fattore L, et al. Cell Commun Signal.
have been determined through |alone or in combination have been tested for apoptosis induction (C) and cell cycle 2020 Sep. doi: 10.11886/

W e s tern B | ot a n d | (D). EM14 cells have been exposed two times a week to a BRAFi +/- SPV122 and
Immunofluorescence analyses then stained with CV at the indicated time points $12964-020-00633-7. Target therapies




