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MeXaHM3M rH0eln KIETOK C pa3sInuHbIM cTaTtycoM Set7/9 mpu
00paboTKe TeHOTOKCUYECKUMHU areHTaMu Pa3IudHOTO THUIIA
IEUCTBUS — DTOIMO3UIOM M IIUCILIATUHOM. B 1aHHOM SKCITe-
PHMEHTE MBI HCIIOIb30BAIM 3TONO3M KaK aJbTepPHATHBHBIH
MHrUOUTOp Toron3omMepassl 11, Takke MPUMEHSIOMIMICS B CO-
CTaBe CXEM MPOTUBOOOIYXOJEBOIl Teparmuu 110 MpPUYUHE
TOTO, YTO JIAHHBIM MpernapaT He Xapakrepusyercs (iyopec-
[eHIHeH B OTIMYHE OT JOKcopyOmmmHa. J[okcopyOuIuH B
CBOIO OYepe/Ib XapaKTePH3YEeTCsl CXOAHBIMH XapaKTePHUCTHKA-
MU TOTJIOMIEHHUS ¥ UCITyCKaHHs CBETa C 7-aMHHO-aKTHHOMH-
nuHoM D (7AAMJ), npuMeHsieMbIM B JaHHOH METOAMKE B
Ka4yecTBe MapKepa IPOHUI[AEMOCTH KJIETOUYHOH MEeMOpaHBI.

B pesysbrare Mbl mokaszainu, 4To HOKayT Set7/9 crocod-
CTBYET TOBBIIICHUIO YPOBHA amonTo3a B KieTkax A549 mpu
00paboTKe ATOMO3MIOM W LUCIaTHHOM (puc. 2, 0). Ilpu
9TOM 1ipu 00padoTke KireTok 50 u 150 MxM sTomo3usaa B Te-
yeHue 24 4 KJIETKH B OCHOBHOM HaXOJIWJIUCh HA CTaJNU PaH-
HEro arornTo3a, a mpu 00padoTKe IUCINIATHHOM B KOHIIGHTpa-
nusax 100 u 150 MkM B TedeHHe TOTo k€ BpeMeHHU Ha0Io1a-
JI0Ch Npeo0IIaiaHe KIETOK B COCTOSIHUH MTO3/IHETO aroITo3a
(puc. 2, 0).

TakuM 00pa3om, MBI MOKA3aIM, YTO YyBCTBHUTEIBHOCTH
kieTok A549 ¢ mokaytom Set7/9 k JIHK-nmoBpexmarommm
areHTaMm pa3JInYHOro MeXaHW3Ma JIeHCTBUS 00yCIIOBJIEHA T10-
BBILIICHUEM YPOBHSI aronro3a. Bo3MoKHO, JJaHHOE JieiicTBHE
obecrnieunBaercss BiIMAHHEM Set7/9 Ha TPaHCKPUIIIMOHHYIO
aKTUBHOCTH IPOAONTOTHYECKOTO (akTopa pS3, 4ro, omgHa-
KO, TpeOyeT naspHelero 0osee mogpoOHOTO U3y4EHHS.

PabGota BeInosHEHa Tipu (UHAHCOBOM ToaepxkKke Poc-
cuiickoro HaygHOoro ¢oHaa (mpoekt 17-75-10198).
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Set7/9 METHYLTRANSFERASE KNOCK OUT INCREASES THE SENSITIVITY
OF LUNG CANCER CELLS TO GENOTOXIC DRUGS
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Lysine-specific methyltransferase Set7/9 was initially described as enzyme methylating the 4 lysine of the
canonical histone H3. It was later shown that Set7/9 is able to methylate up to 30 non-histone targets involved
in such cellular processes as gene expression regulation, cell differentiation, DNA damage response, and others.
We assumed that the susceptibility of cells to genotoxic agents may depend on the status of Set7/9. Using the
CRISPR/Cas9 genomic editing tool, we created the A549 human lung cancer cell line with knockout of Set7/9.
Using the obtained cellular model, we showed that knockout of Set7/9 increases the sensitivity of lung cancer
cells to genotoxic agents — doxorubicin and cisplatin, which is achieved by increasing the level of apoptosis.
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