52 KYIUEHKO wu np.

CTOUT OTMETUTh, UTO B JAHHOM CJlydyae TpaHC(heK-
o MuMeTuka miR-155 ocymiecTBisuii B KJIETKHA
MeJIAHOMBbI, COXPAaHUBIINE KU3HECITOCOOHOCTh MOCIIEe
BO3AEHCTBUS TaKapOa3uHOM.

Kak cienyer u3 Halmx npeablaylnx UCCieaoBa-
HUIA, J0JII TaKUX KJIeToK coctaBisuia 50% (Lapkina et
al., 2023). ITo Bceit BummMocT, miR-155-onocpeno-
BaHHOe cHIKeHue ypoBHs NRF2 BrI3biBaeT yrHere-
HUE XXU3HECIIOCOOHOCTU JaKapOa3uH-pPe3UCTEHTHBIX
KJIETOK M€JJaHOMBI.

CTOUT OTMETUTDb, YTO TIOBbILIeHUE YpOoBHSI NRF2
MpU 3TOM HE MPOUCXOAWJIO B YCIOBUSIX MHAYKIIMU
okuciaurteabHOro crpecca. IlocienHee Takke MOXeT
yKa3blBaThb Ha BbIPAXXEHHOE CYIPECCUBHOE NIEUCTBUE
miR-155 B otHomenun NRF2.

TakuMm oOpa3oM, B kieTkax MeiaaHoMbl NRF2
SABsIeTCsS (PYHKIMOHAIBbHON MuieHblo MUKpoPHK
miR-155. miR-155, neiicTBysT KaHOHWYECKUM TITy-
TeM, BeposiTHee Bcero, cBszbiBaercsi ¢ MPHK NRFEF2
B KOMIUIEMEHTapHOM YdYacTKe 3’-HeTpaHCIMpyeMOil
00J1acTh, MPUBOAS K [eTpajallii IOCJIeIHEl, YTO
U BbI3bIBA€T CHUXKEHHE COOTBETCTBYIOILETO YPOBHS
SKCIPECCUM.

CouertaHHOE NpUMEHEHUEe JakapOa3uHa C MUMe-
koM miR-155 moxeT BbI3bIBaTE NRF2-0mocpeno-
BaHHOE€ CHMWXXEHHWE XU3HECITOCOOHOCTU KJIETOK Me-
naHoMbl. [locneaHee MoXeT OBITb MPUMEHEHO IS
NpPEONOJICHUS JEKAPCTBEHHOM YCTOMYMBOCTU OITYyXO-
JIEBBIX KJIETOK, OOYCJIOBJIEHHON MOBbIILIEHUEM aKTUB-
HOCTW B HUX aHTMOKCUJAHTHBIX CUCTEM.
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INHIBITION OF NRF2 TRANSCRIPTION FACTOR MEDIATED BY MIR-155
DIMINISHES MELANOMA CELL VIABILITY INDEPENDENTLY
OF REDOX STATUS

V.A. Kutsenko?, D.A. Dashkova?, T.G. Ruksha®

@ Voino-Yasenetsky Krasnoyarsk State Medical University, Krasnoyarsk, 660022, Russia
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Redox-sensitive NRF2 transcription factor is a target gene of microRNA miR-155. miR-155 mimic was
transfected in dacarbazine-resistant melanoma cells. NRF2 expression levels were down-regulated in miR-155-
overexpressed cells independently of oxidative stress induced by hydrogen peroxide. NRF2 suppression was
associated with a decrease of melanoma cells viability. As a result, miR-155-mediated NRF2 overexpression
that regulate intensity of a cell antioxidant processes can be associated with cancer cell survival leading
to drug resistance. NRF2 repression by miR-155 highlighted a potential for NRF2 down-regulation as an

approach in anticancer therapy.
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