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Momusayus u yenv: OHKOIUTHYECKAsE BUPOTEPAIUS — 3TO OBICTPO pa3BUBAIOIIUICS U
NEPCIEKTUBHBIA METOJl, HAalleJCHHBI Ha M30UpaTeNbHOE YHHUUYTOXKEHHE OITyXOJIEBBIX
kietok. Panee paspabortansblii pekomOuHaHTHBIH BHpyc (VV-GMCSF-Lact) yxe
MPOXOIUT TEPBYIO a3y KIMHUYECKUX HUCIBITAHUH B OTHOLICHWH paka MOJIOYHON
JKeJle3bl, OHAKO OH IOKa3ajl CBOIO 3()(EKTUBHOCTb U HNPOTHUB OIyXOJIEBBIX KIIETOK
TIIMOMBI YeioBeka. Llenpro maHHOW paOoTHI ABISIACH OIIEHKA BIUSHUS BHpyca VV-
GMCSF-Lact Ha IMMOpTaTU30BaHHbIC U TOJYYSHHBIE OT MAIUCHTOB KJICTKH TIIMOMBI
YeNloBeKa Ha yPOBHE HX TPAHCKPHUIITOMA.

Memoowr u ancopummei: B pabore ObUIM HCIOIB30BAaHBl MMMOPTAIM30BAaHHbIE U
MOJTy4YEeHHBIE OT MAIEHTOB KJIETKH IIIMOMBI denoBeka. s Kaxmaoi KyIbTypsl KIETOK
obuta ompeneneHa 50 % nurtorokcuueckas no3a (CD50) supyca VV-GMCSF-Lact.
JlanHble K1eTku ObUIH HHKYOUpOBaHKI ¢ BupycoMm VV-GMCSF-Lact B Teuenue 12 u 24
gacoB. Jlajee ObUT IPOBEAECH TPAHCKPUIITOMHBIN aHAJIN3.

Pezynomamsr Ananus TpaHcKpunToMa B KieTkax uepe3 12 wnm 24 waca mocine
3apakenus BupycoM VV-GMCSF-Lact nmokasan 001y akTHBAIUIO T€HOB TMCTOHOB.
Kpome Toro, noBbILIEHHYIO 3KCIIPECCUIO MTOKA3ali T'eHbl, CBA3aHHbIE ¢ 0TBeTOM IFNYy,
curHanbHbIM TiyTeM NF-kB u Bocnmanennem. HanporTuB, reHbl, y4acTBYIOIIHME B
pEryJsIMy KJIETOYHOTO UK, BKIFOYas OpraHU3alMi0 BEPETeHA JICNICHHsI, CerPETaIHIo
CECTPHHCKUX XPOMAaTHI ¥ KOHTpOJbHYyI0 Touky G2/M, ObUIM mMOJaBJIEHBI IMOCIE
3apa)KeHHs BUPYCOM. ['€HBI, OTBETCTBEHHBIE 32 TPAHCIIOPT OENKOB M UX CEKPELHMIO,
MOJIOKUTENIbHO  KoppenupoBan ¢ CD50 Bupyca VV-GMCSF-Lact, a reHsl,
Koaupylomuye OeNKH, YYacTBYIOLIME B CO3PEBAHUHU SJICPHBIX TPAHCKPHUIITOB U
CIUTACHHTE, OTPHULIATENBHO Koppenrposanu ¢ CD50.

Buigoowi: B 1ienom, pe3ynbraTel paboTh elie pa3 MoA4epKUBaIOT BaKHOCTb TTOHUMaHHSI
MOJIEKYJSIPHBIX MEXaHHU3MOB, CHTHAJBHBIX IyTed W TEHHBIX CeTel, BIMAIONIMX Ha
peakumio kieTok rimoMel Ha VV-GMCSF-Lact. T'enbl, 3kcmpeccuss KOTOPBIX
KOPPEIHPYET C UyBCTBUTEIHLHOCTHIO KIIETOK K BUPYCY, MPEJICTABISIOT COOOW HHTEPEC B
TUTaHe pa3pabOTKU TapreTHHIX IPEnapaTroB, CHOCOOHBIX MOBBICUTH 3((EKTHBHOCTH
BUPOTEPAINH.

Qunancuposanue: llognepkaHue KIETOUYHBIX KYJBTYp BBIIIOJHEHO B paMKax
rocynapcrsenHoro 3aaanust UXbOMCO PAH Nel121030200173-6.
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Motivation and Aim: Oncolytic virotherapy is a rapidly developing and promising
method aimed at selective destruction of tumor cells. A previously developed
recombinant virus (VV-GMCSF-Lact) is already undergoing phase | clinical trials for
breast cancer, but it has also shown its effectiveness against human glioma tumor cells.
The aim of this work was to evaluate the effect of the VVV-GMCSF-Lact virus on
immortalized and patient-derived human glioma cells at the transcriptome level.
Methods and Algorithms: Immortalized and patient-derived human glioma cells were
used in the study. The 50 % cytotoxic dose (CD50) of the VV-GMCSF-Lact virus was
determined for each cell culture. These cells were incubated with the VVV-GMCSF-Lact
virus for 12 and 24 hours. Transcriptome analysis was then performed.

Results: Transcriptome analysis of cells 12 or 24 h after VV-GMCSF-Lact infection
showed a general upregulation of histone genes. In addition, genes associated with the
IFNy response, NF-kB signaling pathway, and inflammation were upregulated. In
contrast, genes involved in cell cycle regulation, including spindle organization, sister
chromatid segregation, and the G2/M checkpoint, were downregulated after VV-
GMCSF-Lact infection. Genes responsible for protein transport and secretion were
positively correlated with VV-GMCSF-Lact CD50, while genes encoding proteins
involved in the maturation of nuclear transcript and splicing were negatively correlated
with CD50.

Conclusion: Overall, the results of the work once again highlight the importance of
understanding the molecular mechanisms, signaling pathways and gene networks that
influence the response of glioma cells to VV-GMCSF-Lact. Genes whose expression
correlates with cell sensitivity to the virus are of interest in terms of developing targeted
drugs that can improve the effectiveness of virotherapy.
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