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EBF1 ITOBBIITAET YYBCTBUTEJIBbHOCTD KJIETOK PAKA
IEVNKA MATKU K HUCILUIATUHY IIOCPEJICTBOM
AKTUBALIMU TPAHCKPUIILIUU FBN1!
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HucruiatiH MUPOKO MCTOAB3YETCSI B XMMHOTEpAITUM pakKa IIeiiki MaTKU, YeTBEPTOTO 110 YacTOTe 3JI0Ka-
YeCTBEHHOTO 3a00JieBaHUsl y XEeHIIMH B Mupe. OQHAKO Y HEKOTOPBIX MALlMEHTOK Pa3BUBAETCS PE3UCTEHT -
HOCTb K TIperiaparty, 4To BeAeT K Hedd(HEeKTUBHOCTU XMMUOTepaIiuu, PELUAMBY OTTyXOJIM U TJIOXOMY TIpO-
rHosy. [ToaToMy pa3paboTka cTparernii UAeHTU(OUKALIMY PEeTYIITOPHBIX MEXaHU3MOB, JIEXKaIlIX B OCHOBE
pPa3BUTHS paka EeWKU MaTKU, ¥ CLIOCOOOB MOBBIIIEHUSI YyBCTBUTEIbHOCTH OITYXOJIEBBIX KJIETOK K LM CIIIa-
THHY TTOMOXET MTOBBICUTh BBKMBAaeMOCTh nalieHToB. Hamu usydyensl mexanuambl EBF1-3aBucumoii pe-
ryasinun FBN1, KoTtopast IoBBIIIaeT 4YyBCTBUTEIbHOCTh KJIETOK pakKa IMeiKyu MaTKU K XMMUOTEpaIluu.
B TKaHsIX paka 1IeiKu MaTKu, pe3UCTEeHTHBIX WU YYBCTBUTENbHBIX K XMMUOTEPANUU, a TAKXKe B TMHUSIX
KJIETOK, PE3UCTEHTHBIX WJIM YyBCTBUTENbHBIX K LIucriaTuHy (SiHa u SiHa-DDP), onpenenena skcmnpec-
cusg EBF1 u FBN1. Kinerku SiHa-DDP TpancayuupoBanu jieHTuBupycamu, Konupymomumu EBF1 unmm
FBNI1, 015 olleHKM BAMSIHUSI 9TUX IBYX O€JKOB Ha XXM3HECIIOCOOHOCTbh KJIETOK, aKcmpeccuio MDRI u
MRPI1, n arpeccuBHOCTD KJIeTOK. boJiee Toro, npenckazaHo u rnokasaHo B3anMojeiictsue Mmexny EBF1 u
FBNI1. HakoHeu, mis gaiabHeiinein Bepudukaunu mexanusma EBF1/FB1-3aBucumMoii peryisiiuy 4yB-
CTBUTEJIbHOCTH KJIETOK paka IeiiKyi MaTKM K HUcIuiaTuHy Kietku SiHa-DDP, TpancayniupoBaHHbI€ JIEeH-
TUBUpycaMm, Hecylmumu red EBF1 u sxcnpeccupyommumu mrmiednyio PHK, cnenudpuunyio k FBN1,
TPaHCIUIAHTUPOBAJIM MBIIIIAM M ITOJTyYUJIA MOZEJb paka 1eiiku MaTku. [TokazaHO CHMXXeHUE SKCITPEeCCUM
EBF1 u FBN1 B TKaHsIX M KJIETKax paka ekl MaTKH, B YACTHOCTU B YCTOMYMBBIX K XMMHUOTEpAIUU.
Tpancnoykuus kinetok SiHa-DDP nentuBupycamu, kogupywoimmnmMu EBF1 nnun FBN1, BegeT K cHUXeHUIO
xku3HecnocoOHocTH, 1Cs,, mponudepaTuBHONI aKTUBHOCTU, CLOCOOHOCTM K OOPa30BaHMIO KOJIOHMIA,
arpecCMBHOCTHM 1 MOBBILIEHUIO YPOBHS anonTo3a KieTok. ITokaszaHo, yro EBF1 akTtuBupyeT TpaHCKpuUI-
uuo FBN1, cBsa3biBasich ¢ MpoMOTOpHOIT obactbio reHa FBN 1. KpoMe Toro, ycTaHOBJIEHO, YTO caiteH-
cunr FBN1 ormeHsieT ctumynupyloliee aeiictBue cepxakcnpeccun EBF1 Ha 4yBCTBUTEIBHOCTD KIIETOK
paka ek MaTKy K XuMuoTepanuu in vivo. Takum oopazom, EBF1 ctumynupyet 4yBCTBUTEIBLHOCTD KJle-
TOK paKa IIeMKN MaTKN K XUMHOTeparuy MyTeM aKTUBallMU TpaHCKpunuuu FBN 1.
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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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