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Panee moka3zaHo, YTO acCOLIMMPOBAHHBIE CO 3JI0KAYECTBEHHBIMU OITyXOJISIMU SIUTCHETUYECKUE abTepa-
1MUY 00JIeryaroT TyMOPOreHe3 U MHAYLMPYIOT MeTacTtazupoBaHue. [1pyu nusydyeHurn MexaHUu3MOB MeTacTa-
3UPOBaHUS OOHAPYXWIM, YTO SMUTEHETUKA UTPAET PEIIaoIIy0 POJib B YKIOHEHUM OIYXOJIM OT Pacro3-
HaBaHUS MMMYHHOI cHUCTeMOi. B pesynbrare srmmMreHeTHUECKHE TIperapaThl pacCMaTpUBAOT B Ka4eCTBE
IMOTEHIINAIBHBIX ar€HTOB, aKTUBUPYIOIINX IIPOTHUBOOITYXOJEBHII MMMYHHBIN OTBET M “OTMCHSIIOMMNX
MMMYHOJIOTHYECKYIO TOJIEPAaHTHOCTh OITyXOiu. Bce Ooibliie JTaHHBIX CBUAETEBCTBYET O TOM, YTO abep-
paHTHasl SKCIPECcCUst MOJIEKYJI, TTPOLECCUPYIOLINX aHTUTEHBI TJIaBHOTO KOMILJIEKCA TMCTOCOBMECTUMOCTHU
(major histocompatibility complex, MHC) knacca I, u ux aktuBauuss — noTeHLUaIbHbIE MHIUKATOPHI
MPOTUBOOITYXOJIEBOrO0 UMMYHUTETA. B TTpoBeIeHHOM MCCIIeIOBaHWM TTPOJAEMOHCTPUPOBAHO, UTO BIIUTE-
HeTuueckuit nipenapat TpuxoctaTuH A (Trichostatin A, TSA), UHrMOUTOP TMCTOHAEALETUAA3bl, BOCCTa-
HaBJIMBAET SKCIIPECCHIO TEHOB CHCTEMBI IIpe3eHTALIMI aHTUTeHOB (antigen presentation machinery, APM)
MHC I B kneTkax paka Mojo4Hoii xene3nl yesioBeka (MCF-7). O6pabotka TSA npuBoauia K yCUIEHUIO
skcrpeccuu reHoB MHC 1, B2M u PSM B9 B monochnoe kietok MCF-7u MHC 1, B2M, PSMB9, PSMBS,
TAPI n TAP2 B cpepounnbix kiaetkax MCF-7. MHTepecHo, uTo 06padoTka TSA Takke yBeIuunBaia 9KC-
npeccuio CD274 B 9TUX KJIeTKaxX U yCUJIMBaJla MHBAa3UBHYIO criocodbHocTh cepouna MCF-7. Dto arpec-
CHBHOE TIOBeIcHIE TTOATBEPKACHO ITOBBIIICHHOM SKCIIPECCHEe TeHOB, aCCOIIMMPOBAaHHBIX C METaCTa3aMMu:
SCN5A (6emok nNavl.5) u MMPI. Takum obpa3oMm, 1tox aeiictBueM TSA B KileTKaX paka MOJIOYHOM Kee-
3bI, C OIHOM CTOPOHBI, IIPOUCXOAUT BOCCTaHOBIIeHUE 3Kcnpeccuu reHoB APM MHC I, ¢ npyroii — akTu-
BUPYETCSI IKCIIPECCUsT MeTacTaTUUeCKUX TeHOB U CD274, 94To ycuauBaeT MHBa3UBHYIO CIIOCOOHOCTh KJle-
TOK. DTU pe3yJbTaTbl CBUIETEILCTBYIOT O HEOOXOAUMOCTU TTyOOKOIO M3yUyeHUs BOIIPOCa O BO3MOXHOCTHU
MMPUMEHEHUS SITUTEHETUYECKUX TIPEIIapaToB B TepalliU paKa MOJIOYHOM KeJIe3bl.

KiioueBble ¢j10Ba: INIaBHBI KOMILJIEKC TUCTOCOBMECTUMOCTHU Kiacca I, TpuxocTtaTuH A, pak MOJIOYHOM Ke-
JIe3bl, MHBa3Msl, MeTacTadupoBaHue, snureHetuka, PD-L1, nNavl.5, MMP1
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Epigenetic alterations associated with cancer have been shown to facilitate tumorigenesis and promote me-
tastasis. In the study of cancer metastasis, epigenetics has been revealed to play a crucial role in supporting
tumour immune evasion. As a result, epigenetic drugs have been identified as potential agents to activate
anti-tumour immune responses and reverse tumour immunologically tolerant states. Mounting evidence
is showing aberrant expression of MHC class I antigen processing molecules in cancers and their upregu-
lation as a potential indicator for anti-tumour immunity. In this study, we demonstrate that the epigenetic
drug Trichostatin A (TSA), a histone deacetylase inhibitor, can restore MHC I antigen presentation ma-
chinery (MHC I APM) genes in human breast cancer cells (MCF-7). Treatment with TSA resulted in the
upregulation of MHC I, B2M, and PSMB9 in MCF-7 monolayer cells, and MHC I, B2M, PSMB9, PSMBS,
TAPI, and TAP2 in MCF-7 spheroid cells. Interestingly, treatment with TSA also increased CD274 expres-
sion in these cells and enhanced the invasion ability of the MCF-7 spheroid. This aggressive behaviour
was confirmed by increased expression of metastatic-related genes, SCN5A (nNav1.5 protein) and MMP].
In summary, although the restoration of MHC I APM expression was achieved by TSA, the upregulation
of metastatic genes and CDZ274 also enhanced the invasion ability of breast cancer cells. These findings sug-
gest the need for careful consideration when utilizing epigenetic drugs for breast cancer therapy.
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