OT3hbIB

odurmansHoro onmonenra Cemunoii Exarepunbl BiaguMupoBHsl Ha
nuccepranuoHHyto padory Ilasnosoii CeeTianbl AHIpeeBHBI HA TEMY
«Du3noNIOrnYecKue XapakTepUCTHKH HHBA3UBHBIX KJIETOK TIIHOMBI YeJIOBEKa MPH
KOMOMHUPOBAHHOM BO3JIEHCTBHHU allTaMePOBY, MIPEJICTABIEHHYIO HA COUCKAHUE
YYEHOH CTelneHM KaHuaaTa OMoIornYecKux HayK Mo crenuanbHocTy 1.5.5-
«DU3NONOTHS YeI0BeKa U )KHUBOTHBIX» (OHOIOTHYECKHE HAYKH)

AKT}’HJ‘ILHOCTL TeMBI

Huccepranmonnas pabora IlaBnoBoit CBernanel AHAPEEBHBI MOCBAIIEHA
ofHON M3 Haubonee oOCTphIX NpodieM COBPEeMEHHOH HEHPOOHKOIOTHH H
(Gu3nONOrkMK OITYyX0IEBOro pocra - MOMCKY 3(P(EeKTHBHBIX MOIXONOB K Teparuu
[JIMOM BBLICOKOH crereHH 3nokayecTBeHHOCTH (HGG), B 9acTHOCTH rH001acTOMEI.
HecMoTps Ha 3HaYMTENIbHBIE YCIIEXH B IOHMMAHUU MOJIEKY/IAPHOI OMOJIOrUN THUX
oryxoyied, CTaHAAPTHBIA TMPOTOKON JIEYEHUS (XMpypruueckas pesekius ¢
nocjieAylomen paaMo- W XUMMOTEpamnuei) ocraercs Majaod(QeKTHBHBIM.
KimoueBbiMu daxropamu, 00yciiaBIMBalOIUMK CTOTb HEOMAroNpHUATHBIN TPOTHO3,
ABISIIOTCS.  BBIPAJKGHHAsh  BHYTPHOIYXOJieBas  I'€T€POre€HHOCTh,  HAIMYHE
pe3UCTeHTHOH cyOmomynsiuuu omyxosieBblx cTBONOBHIX KieTok (OCK) u, uto
0CcO0EHHO BaXKHO, YHHUKAJIBHAS CIIOCOOHOCTB KIETOK ITMOMBI K AKTUBHON MUTPAIIHH
M MHBa3HM B (PyHKIMOHAJIBHO 3HAYMMBIE 30HBI TOJOBHOIO MO3ra, 4TO JeaeT WX
IOJIHOE yJaJieHHe HEeBO3MOKHEIM. Bojiee TOro, cyliecTByIOIMe MEeTO/Ibl Teparuu
MOTYT T1apaJIOKCATIbHBIM 00pa3oM CTUMYJIHPOBATE MHUIPALKMOHHBIE CBOMCTBA
BBDKMBILUX KJIETOK.

B cBa3u ¢ 3TUM pa3paboTka HOBBIX CTpaTerdil, HalpapjieHHbIX Ha
OZIHOBpPEMEHHOE MOJaBIEeHHE TPOMU(Epalil ¥ MHUIPAMU OIyXOJEBBIX KIETOK,
SBJISIETCS MCKIFOUMTENBHO aKTyanbHOW 3agaveil. B pabore mnpemiaraercs
OpPUTHMHAJBHBIN TMOAXOJ, OCHOBAHHBIM Ha KOMOMHUpOBaHHOM mnpumeneHun G-
kBanpymiexcHex JJHK-antamepos u jiydeBoii Tepanuu, 4To onpeessieT BRICOKYH
HAy4YHYIO U IPAKTHYECKYIO 3HAYUMOCTD HUCCIIeIOBAHUSI.

Hay4ynast nopusna

B muccepraiuonnoi pabore Ilapnosoii C.A. Obl BBITIONIHEH KOMIUIEKCHBIN
CpaBHUTENbHBIH aHanu3 JneicrBus AByX (G-KBaJpyIUIEKCHBIX anTaMepoB —
moHoMmepHoro AID-1-T u ero numepnoii ¢popmst bi-(AID-1-T) na mupoxoit nanenu
NEPBUYHBIX  KJIETOUHBIX  KyJIBTYD  IJIMOM  YeJIOBEKa, IIOJIYYEHHBIX M3
MOCJIEONepalMOHHOTO Marepuana (BKJIOUas MEepBHYHBIE OMYXOJH W PELUINBBI).
ABTOpPOM BIEpBble HAEHTHU(MUIMPOBAHBI OCIKU-MUIIEHH Uil  HCCIIEAyeMbIX
arnTaMepoB, YCTaHOBIEHO, uTo bi-(AID-1-T) cnierduuecku cBs3biBaeTCs ¢ OEIKOM
penapaiuun  JIHK PARPI, Torma xak bi-(AID-1-C) — c¢ 0Genkom SNRNP70,
YYaCTBYIOIUM B Pperyisuuu crulaiicunra. JlanHoe OTKpBITHE HMEeT BayKHOE
(pyHaaMeHTallbHOE 3HAYeHHe, [TOCKOJIBKY CYILIeCTBEHHO pacIliMpseT Ipe/ICTaBIeHuUs
0 MOJIEKYJISIpHBIX MexaHu3Max JeictBus G-KBaJpyIIEKCOB M IPeIOCTaBIIsSET



IKCIIEPUMEHTAJIBHOE obocHOBaHUe 114 BblﬁDpa HOBEBEIX TEPAIIECBTHYCCKHX MHUILIEHEH
ITPH INTHOMAX.

[TpuHIMNUANBEHBIM BKJIAZIOM B HAyKy ClIElyeT CYMTATh JOKA3aTelbCTBO TOIO,
yTo MOHOTepanus antamepoM bi-(AID-1-T), HecMOTps Ha BBIpaXKEHHBIH
aHTurnponudepaTuBHelii - 3QQext,  crnocobHa  00pazoM  CTUMYJIUPOBAaThH
MHUIPAalMOHHYIO aKTMBHOCTH BBDKHBIIMX OIYXOJIEBBIX KIETOK, OCOOEHHO B
KylbTypax peuuuBoB. OCHOBBIBASCH HAa OTOM OTKPBITHM, AaBTOP BIIEPBEHIE
MpeUIOKUIA U HKCIIEPUMEHTATIBHO 000CHOBANA KOHUEMLHID KOMOWHUPOBAHHOM
TepariKu C WCIOJB30BaHMEM [BYyX anrtamepos, bi-(AID-1-T) u bi-(AID-1-C),
HalLleJIeHHBIX Ha pa3iMyHble MOJEKy/IspHble Kackazbl. IlpogeMoncTpupoBaHo, 4to
kombunaius CT (nocneposarensnoe gobasnenue bi-(AID-1-C) u bi-(AID-1-T)) ne
TOJILKO 3(P(MEKTUBHO TOJABISAET MPONU(PEpaInio, HO U OJIOKMPYET MUTPALMOHHYIO
CroCcOOHOCTE KJIETOK INIMOM, OJHOBPEMEHHO CHMIKAs DKCIPECCHIO KITHOUEBBIX
MapKepoB CTBOJIOBOCTH M 370KadecTBeHHOCTH (Nestin, PARP1, c-Mye, LICAM,
Caveolin-1). ITomyuyeHHble pe3ynbTaTbl OTKPHIBAIOT HOBBIE MEPCIEKTUBBI LIS
TIPEOJIONIEHUS] TePANIeBTHYECKON PE3UCTEHTHOCTH M IIPOPUIAKTUKN PELM/IMBOB IIPH
[IMOMaX BBICOKOI CTEIIEHM 3JI0Ka4e€CTBEHHOCTH.

TEOpETH‘IECRaﬂ H NpaKkTH4YeCKas 3HAYHMOCTD

Teoperuueckas 3HaYUMOCTh JUCCEPTAIMOHHOIO uccienoBanus [laBioBoii
C.A. 3akmoyaercs B TMONy4eHHWHM HOBBIX (YHIaMEHTANBHBIX 3HAHUH O
MOJIEKYJIAPHBIX MexaHusmax Jeicreus G-ksajpyruiekcHeix JIHK-anramepos Ha
KIeTKH IimoM uenoBeka. Wpaenrudukanus creuuduyeckux OGesKoB-MHIIEHEH
(PARP1 nns  bi-(AID-1-T) uw SNRNP70 gns bi-(AID-1-C)) pacumpser
CyIIECTBYIOLIHE TIPEICTABICHUs O MOJIEKY/ISIPHOM PEeLeliMi U CUTHAJIBHBIX Iy TSIX,
AKTHBHPYEMBIX anTaMepamH, H CO3/IaeT TeOPeTHYECKYI0 OCHOBY IS TOHUMAHUS
¢ exToB 3THX coenuHeHui. [IpuHIMNIMATBEHO BaXKHBIM TEOPETHYECKHUM BKJIA[0M
sBisiercss oOHapyxeHHe (eHOMeHa CTUMYISIMH MUIPALMOHHONW AKTHBHOCTH
BBDKHMBIIUX KJIETOK ITIMOM Ha (OHe NoAaBieHus npoiudepanuy npu MOHOTEpAIuK
aniramMepoM bi-(AID-1-T). [lanubiii Qakt cBUIeTeNbCTBYeT O (YHKIHOHAILHOM
pa3o0IeHHOCTH TPOIECCOB MponUdepalii 1 MUTPAIAH B OMYXOJIEBBIX KJIETKAX,
yro TpebyeT mepecMoTpa  Ie1ecoO0pasHOCTH  MOHOTAPIeTHOM  Teparuu.
Pazpaborannas u 00OCHOBaHHAs aBTOPOM KOHLEMUIXS KOMOMHUPOBAHHOTO
BO3JICHCTBUSL JIBYX alTaMepoB, HALEJICHHBIX Ha pa3IMYHbIE MOJIEKYJIIpHBIE
KacKa/ibl, OTKpbIBAaeT HOBOE HAllpaB/IEHHE B TAPreTHOM Tepaliuy ITHOM, CBA3aHHOE
C OJHOBpeMEeHHBbIM OJIOKHpOBaHHEM MpOIU(EpPaTHBHOINO IIOTEHIHAsa |
MUTPalHOHHON aKTUBHOCTH OITYXOJIEBBIX KIIETOK.

[IpakTuyeckass 3HaAYMMOCTb JIMCCEpPTAIMM 3aKIIlO¥aeTcss B pa3paboTke U
BaJIMZALIMH HOBOTO IOAXO/A K KOMOMHUPOBAHHON Tepamuu IJIMOM, COYETAIOLIEro
JTy4eBYI0 TEparmMio ¢ IPUMEHEHHEM TapreTHBIX alTaMepHBIX KOHCTPYKLHH.
ABTOpOM 10KazaHo, yro komOuHauus antamepos CT moxer ObITh 2(dexTHBHA KakK
CaMOCTOATENILHO, TaK U B codyeTaHuu ¢ obmydeHueM. OcolOyio HpakTHYECKYIO
IIEHHOCTh TPEACTaBNIAET JIEMOHCTpALUSA TOTO, YTO TIPEJUIOKEHHAs KOMOWHAIUS
criocoOHa HE TOJBKO YCHIIMBATH IPOTHBOOITYXONEBBIH 3(P(EeKT B NEepBUYHBIX



KYJIBTYpax INIHOM, HO U IIPEO/0JIeBaTh YCTOMYMBOCTE KJIETOK PELUIAMBHBIX TTTHOM.
[Tonmy4ennsle pe3ynsTaThl CO3AIOT MNPEANOCHUIKH IS AAJBHEHIIEro H3ydeHus
JaHHOW KOMOMHALIMHM, YTO MOMET MPHBECTH K pa3paboTke HOBBHIX, Oonee
3(HeKTUBHBIX TPOTOKOJIOB JICUEHUS MAIMEHTOB ¢ Hauboliee arpecCHBHBIMH
(opmamu oM. Pabora BbIIIOJHEHA B COTPYIHMYECTBE C  BeAYILUM
Helipoxupyprudeckum renTpom crpansl (HMULL wefipoxupypruu um. ak. H.H.
bypneHko), 4To IOJUYEpKHBAeT BBICOKYIO IPAKTHYECKYI OPHEHTHPOBAHHOCTH
HCCIIe/IOBAHHUSL.

ObGocHoBanHe H J0CTOBEPHOCTH HAYYHBIX MOJ0KEHH T, Pe3y/JIbTATOB H
BBIBO/IOB

O60CcHOBaHHOCTb M IOCTOBEPHOCTh HAYYHOTO TIOJIOXKEHUS THCCEPTALHOHHOM
pabotel [TaBnoBoii C.A. He BbI3bIBa€T COMHEHHI. BBIBOIBI M BBIHOCHMBbIE Ha 3AIATY
MOJIOXKEHHsT TPaMOTHO C(hOPMYIHPOBAHBI, OCHOBBIBAIOTCS HA CONIACOBAHHBIX
pe3yneTarax AJKCIepUMEHTa W MX OOBEKTHBHOM aHajHW3€ C IpHUBICUECHHEM
JIATEPaTYPHBIX UCTOYHUKOB. [loiyueHHBIe pe3yNnbTaThl  OMyOJHUKOBAHBI B
pelieH3UpyEeMBIX HAy4YHBIX JKypHajax M MpOLUIM anpobaliio Ha Hay4YHBIX
KoHpepenmax. [lo marepuanam paGorbl omyOinKoBaHBl 3 CTaTbU B JKypHaax,
peueH3upyembIx B 6aze qanHeIX Web of science u 13 Te3ucoB.

CTpykTypa H coaepkaHue padboTsbl

Huccepranus u3noxeHa Ha 167 crpaHdLiax ¥ COIEPKHUT 59 wiutmocTpalui, 6
tabmuy. Jluccepranus COCTOMT M3 CIEAYIOLIMX pa3JelioB: BBeaeHHe, 00630p
JIUTEPaTyphl, Marepuaabl M METO/bI, pe3yJbTaTbl, OOCYXJeHHE pe3yJbTaToB,
3aKJIIOUEHHe, BBIBOJIBI, CITUCOK MyOIMKALIMK M0 TeMe AMCCepTallMH, OrpaHHYeHUs
paboThl, CIIMCOK COKpalleHui U YCIOBHBIX 0003HaYeHHH, OIaroapHOCTH, CITUCOK
MCII0JIb30BaHHOM uTeparypbl. CIIMCOK JIMUTEpaTyphl CONEPKHUT 265 HCTOYHUKOB.

3ameuanus u BOIIPOCHI IO JUCCEPTAIIHH

1) B pabore orcyrcTByer JoKkazarelbcTBA 00  M30MpaTeNkHON
CHeUU(pUYHOCTH alTAMEPOB KJEeTKaM OIyXoJu, WH(pOpMalUs o crocodax Hx
HapabOoTKe 1 OYMCTKe, CTAa0MIBHOCTH B MPOOUPKE U B KPOBH, [TPOXOXICHUN Yepes3
I'3b 1 BOBMOXHBIX crIoco0ax MOCTABKH. YUUTHIBAS OJUTOHYKIEOTHIHYIO TIPUPOLY
antamepoB, TAaKXKe OTCYTCTBYeT HH(OpPMAILHst 00 UX UMMYHOT€HHOCTH.

2) Huzkas craTUCTHYecKas MOIIHOCTb. ABTOPOM HCITIONIb30BaHa HeDobIas
BbIOOpka (n=5 gs MTS Tecta m n=3 Juis TecTa MHUIPAllMM), OIHAKO JIJIs
yTBEpXKIeHHUS 00 «3(p(peKTHBHOM MOoaBIeHHN» U 3QpekTuBHOCTH KoMOuHaiuu CT
KaK Jy4ied, tpebyercs Oonee mmMpokas maHenb oOpas3uoB (=10 o0Opasios),
0COOEHHO, YUYHUTBIBAS BBICOKYIO T€TEPOr€HHOCTh ITTHOM.

3) ABrop B KauecTBe CpaBHEHHs He KCIOIB3yeT H3BECTHLIE
IIPOTUBOOITY XOJIEBBIE Iperaparhl UK HHIHOUTOPBI, YTO HE MTO3BOJISET OCYLIECTBHTh
NPAMYIO CPaBHHUTENLHYIO OLEHKY 3((QEKTHBHOCTH pa3pabOTaHHBIX anTaMepoB
OTHOCHUTEIBHO CYLIECTBYIOLINX TePANeBTHUECKHUX MOAXO010B. Tak, MoI0KUTEeIbHBIM
KOHTpoJieM JJsi  cpaBHeHHs 3()(PeKTHBHOCTH MOIIO OBbITh HCIOIb30BaHHE



KJT4CCHYECKOH XMMMOTEPallMH TEMOJO30MH/IOM, MEXaHH3M JeHCTBUSI KOTOPOIo
omucaH B pabote, uinu KinHU4eckoro nuruouropa PARP Onanapuba. Do cuikaer
yOeqUTeNnbHOCTh  MPAaKTHYeCKOW  HOBM3HBI  —  HACKOJNBKO  JIydYILe/XyKe
MpeIOKEHHBIH OAXO0] 110 CPABHEHHIO C Y)KE UMEIOIIUMMUCS CpeJICTBAMU?

YkazaHHEIE 3aMeYaHUs He CTaBAT Inoa COMHEHHE BBICOKHUH Haqumﬁ YPOBEHL
pEGOTBI, HO YKa3bIBalOT Ha HAlIpaBJICHHA J1J1s JIaIbHEHUIINX HCCIIeOBAHMH.

Jakauenue

Huccepramus ITaBnoBo# CaeTnaHsbl AHJIpeeBHBI ABJIAETCS
CaMOCTOSITEIbHBIM, 3aKOHYEHHBIM HAy4YHBIM HMCCIIEIOBaHHEM, KOTOPOE IO CBOEH
HOBH3HE, aKTYaJbHOCTH, TEOPETHYECKON 1 MPaKTUYECKOH 3HAYMMOCTH MOTHOCTBIO
coorBercTBYeT TpedoBanusM 1.9-14 «llonoxkeHns o NPHUCYKACHUM YUYEHBIX
creneHely», yreepxaeHHoro nocraHopnenue Ilpasurenscra PP ot 24 centabps
2013 1. Ne842 (B pen. nocranosnenus Ilpasurenscrsa PO ot 21.04.2016 . Ne335),
NpeNbABISEMBIM K JUCCEPTALHOHHBIM paboTaM Ha COMCKaHWE YYEHOW CTereHH
KaHau1aTa OMONOrHYeCKUX HayK I10 CrielHanbHoCTH 1.5.5- «Dusznonorus yenosexa
M JKMBOTHBIX», a €€ aBTOp 3acCiy)KHBAeT NPUCYKIECHUS CTENeHH KaHIujaaTa
OMOIOrHYeCKHX HayK 10 CIIeUHaIbHOCTH 1.5.5-(hU3HO0IOrHS YelloBeKa U JXHBOTHBIX.

OdpununanbHbiii ONMNOHEHT:

JlokTOp GMONOTHYECKUX HAYK, 3aMECTHTEh JUPEKTOpPA 110 HAy YHO-IIPOEKTHON
nesrensHocT @I'BHY Poccuiickuii HaydyHBIN LEHTP NMCUXHYECKOTO 3/10POBBA,
Hay4HblA pykoBoaurens Mucruryra ouonoruveckoit neuxuarpuu GI'BHY PHLIT3

Cemuna Exarepuna Brnajgumuposna

KoHTakTHEIE JaHHBIE: (é/ ~ 22284 40
Ten.: +7 (495) 109-03-93 (mo6 1005) ’ / s <

E-mail: e-semina@yandex.ru
Agnpec mecra paboThl:
115522, . Mocksa, Kammpckoe mocce, 1.34 01.9%.26

®I'bHY PHLII3

IMoanucek 3amecTUTeNs AUPEKTOPA MO HAYUHO-NTPOEKTHOM AesTenbHocTH PI'BHY
Poccuiickuii HayYHBIN HEHTP NCUXUYECKOIO 3/10POBbs, HAYYHOI'O PYKOBOAUTEIIS
Hucruryra 6uonornyeckoit neuxuarpun @I'EHY PHIIII3, noxropa
Ouonornueckux Hayk Cemunoi Exarepunsl BiaguMUpoOBHEI 3aBepsiio

YdeHslit cekpeTapb

Jlokrop ME/IIMHCKHXE bapxarosa A.H.




