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HucruiaTiH MUPOKO MCTOAB3YETCSI B XMMHOTEpAUM pakKa IIeiiki MaTKU, YeTBEPTOTO 110 YacTOTe 3JI0Ka-
YeCTBEHHOTO 3a00JieBaHUs1 y XEeHIIMH B Mupe. OqHAKO Y HEKOTOPBIX MAllMEHTOK Pa3BUBAETCS PE3UCTEHT -
HOCTb K TIperiaparty, 4To BeAeT K HeddD(HEeKTUBHOCTU XMMUOTepaIiuu, PELUANBY OTTyXOJIM U TJIOXOMY TTpO-
rHosy. [ToaToMy pa3paboTka cTparermii iAeHTU(UKALIMY PEeTYIITOPHBIX MEXaHU3MOB, JIEXKaIlIUX B OCHOBE
pPa3BUTHS paka EeWKU MaTKU, ¥ CLIOCOOOB MOBBIIIIEHUST YyBCTBUTEIbHOCTH OITYXOJIEBBIX KJIETOK K LM CIIIa-
TUHY TTOMOXET MOBBICUTh BBKMBaeMOCTh nalimeHToB. Hamu usydyersl mexanuambl EBF1-3aBucumoii pe-
ryasinuu FBN1, KoTtopast IoBBIIIaeT YyBCTBUTEIbHOCTh KJIETOK pakKa IMeiKr MaTKU K XMMUOTEPAaIlnU.
B TKaHsIX paka 1IeiKu MaTKu, pe3UCTEHTHBIX WM YYBCTBUTENBHBIX K XMMUOTEPANUU, a TAKXKe B TUHUSIX
KJIETOK, PE3UCTEHTHBIX WJIM YyBCTBUTENbHBIX K LIucruiaTuHy (SiHa u SiHa-DDP), onpenenena skcrnpec-
cusg EBF1 u FBN1. Kinerku SiHa-DDP TpancaynupoBanu ieHtTuBupycamu, Konupymomumu EBF1 unmn
FBNI1, 015 olleHKM BIMSIHUSI 9TUX IBYX O€JKOB Ha XXM3HECIIOCOOHOCTh KJIETOK, aKcmpeccuio MDRI u
MRPI1, n arpeccuBHOCTD KJIeTOK. boJiee Toro, npenckazaHo u rnmokasaHo B3anMojeiictsue Mexny EBF1 u
FBNI1. HakoHeu, mis gaiabHeiinein Bepudukaunu mexanusma EBF1/FB1-3aBucumMoii peryisiiuy 4yB-
CTBUTEJIbHOCTH KJIETOK paka IIeiiKyi MaTKM K HucIuiaTuHy Kiaetku SiHa-DDP, TpancaynimipoBaHHbIE JIE€H-
TUBUpycaMm, Hecylmumu red EBF1 u sxcnpeccupyommumu mmiednyio PHK, cnenmudpuunyio k FBN1,
TPaHCIUIAHTUPOBAJIM MBIIIIAM M ITOJyYUJIU MOZEJb paka 1ieiiku MaTku. [Toka3zaHO CHMDXKeHUE SKCITPEeCCUM
EBF1 u FBN1 B TKaHsIX M KJIETKax paka ekl MaTK1, B YACTHOCTU B YCTOMYMBBIX K XMMHOTEpAIUU.
Tpancnoykuus kinetok SiHa-DDP nentuBupycamu, kogupyoimnmMu EBF1 nnun FBN1, BeneT K cHUXeHUIO
xku3HecnocoOHocT, 1Cs,, mponudepaTuBHON aKTUBHOCTU, CLOCOOHOCTM K OOPa30BaHMIO KOJIOHMIA,
arpecCMBHOCTHM 1 MOBBILLIEHUIO YPOBHS anonTo3a KieTok. ITokazaHo, yro EBF1 akTuBupyeT TpaHCcKpuUm-
o FBNI1, cBsa3biBasich ¢ MpoMOTOpHOIT objacthio reHa FBN 1. KpoMe Toro, ycTaHOBJIEHO, UTO CaitjeH-
cunr FBN1 ormeHsieT ctuMynupyloliee aeiictBue cepxakcnpeccun EBF1 Ha 4yBCTBUTEIBHOCTD KIIETOK
paka ek MaTKy K XuMuoTepanuu in vivo. Takum oopazom, EBF1 ctumynupyet 4yBCTBUTEIBLHOCTD KJl€-
TOK paKa IIeMKN MaTKN K XUMHOTeparuy MyTeM aKTUBalluU TpaHCKpuniuuu FBN 1.

KioueBble cioBa: pak 1ieilku MaTku, paktop 1 paHHux B-kieTok, GuopuiiinH-1, (pakTopbl TpaHCKPUII-
LIMW, UMCTUIATUH, XMMUOTEPanus
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Cisplatin (DDP) is widely used in the chemotherapy of cervical cancer (CC), the fourth most common female
malignancy worldwide. However, some patients progress to chemotherapy resistance, which leads to chemo-
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therapy failure, tumor recurrence, and poor prognosis. Therefore, strategies to identify the regulatory mecha-
nisms underlying CC development and increase tumor sensitivity to DDP will help improve patient survival.
This research was designed to ascertain the mechanism of EBF1-dependent regulation of FBN1 which pro-
motes chemosensitivity of CC cells. The expression of EBF1 and FBN1 was measured in CC tissues resistant or
sensitive to chemotherapy and in DDP-sensitive or -resistant cells (SiHa and SiHa-DDP cells). SiHa-DDP
cells were transduced with lentiviruses encoding EBF1 or FBN1 to evaluate the influence of these two proteins
on cell viability, expression of MDR1 and MRP1, and cell aggressiveness. Moreover, the interaction between
EBF1 and FBN1 was predicted and demonstrated. Finally, to further verify the EBF1/FB1-dependent mech-
anism of DDP sensitivity regulation in CC cells a xenograft mouse model of CC was established using SiHa-
DDP cells transduced with lentiviruses carrying EBF1 gene and shRNA directed to FBN1.EBF1 and FBN1
showed decreased expression in CC tissues and cells, particularly in those resistant to chemotherapy. Transduc-
tion of SiHa-DDP cells with lentiviruses encoding EBF1 or FBN1 lead to decreased viability, ICs, proliferation
capacity, colony formation ability, aggressiveness, and increased cell apoptosis. We have shown that EBF1 acti-
vates FBN1 transcription by binding to FBN1 promoter region. Additionally, it was revealed that FBN 1 silenc-
ing reversed the promoting effect of EBF1 overexpression on chemosensitivity of CC cells in vivo. EBF1 facili-
tated chemosensitivity in CC cells by activating FBN 1 transcription.
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