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OT3bIB
oQuquaJrbHoro on[oHenTa Ha Arlcceprallnro

Ha COI1CKaHIIe yqeHoil CTeIIeHH KaHAI{AaTa xI{MIITISCKIIX

Cepreena A"rrerccaHApa Bfi 'recraBoBrlqa
Ha reMy (BrgflHrre flporrrBoonyxoJleBblx [pe[aparoB, cBfl3blBarou[xca c.{HKr na

QyHrcrIuoHI{p oB aHne [HK-rvrerrrJrrp aHcS ep aru Dnmt3 a>>

11o cneqr{aJrbHocrr.r 02.00.10 - 6noopraunrlecnafl xrIMrIs (xunau'recKrre Hayrcn)

ArryanrHo-glb-Twbl-F-LluqngeHHol{96'or-t

,{ucceprarlproHHiur pa6ora Alelccan4pa BfiqecriaBoBl{r{a fioctsfitrleHa rlpoBepKe rl'Irlore3bl

orrlrreHerprrrecKoro MexaHpr3r\{a Aeitgtsus Fflla ,{HK-cet3blBarolqrx Hrr3KoMoneKylspHblx

coeAiiHennpi c flportrBoorryxonenoit ax'rrdBrrocrb. Eo:roe rlySoroe noHI,IMaHrIe nyreft BlrvrfrH.krfl'

rr3BecTHbrx neKapcT,BeHHbrx [penapaToB fia teHHyrL' sKCllpeCCI4IO 14 pacilplpeHple

coorBercgylorqefi AoKa3arelrnoi.i 6asu crocodc'tByror paqllouaJlbHoMy u o6ocnosaHHoMy

no46opy repaleBTgrrecKnx crparernit. rrro oflpe,4enser BblcoKyro rpaKTllrlecKyro 3HarrllMocrb

pa6oru.

OnrareserlrrlecKur reparu,rr oHKonorrlr:recKl{x sa6oles awit cpaBHI'ITeJIbHo HoBoe, Ho

LTHTSHSHBHS pa3Br{Barorqeecfl Ha[paBJIeHI{e ucc,TleAoeaHl,Ifi. OHo rlpeArlonaraer KoppeKTI'IpoBKy

rennofi 3Kcrrpeccuu Ha gnprreueruqecKr)M )/poBHe" T.e. 3a crler I43MeHeHLIt upo(fuu

MerunupoBaHrdr AHK, nro4usurariufi rrrcror{oB I{ T.A, He nclr.n}otleHo, tITo Ha SrlllreHernqecxnft

npo(pulr BJrr{tror Lr coeAr,IHeHkrfl., KOTOpbre paHee rIo3LIrII4OHLIpOBanUCb LtcKrroqurerbHo KaK

[HK-uoBpexAaroure areHTbr Hecleuu$nvecroro AeficrnHs. flporcnenue 3Toro Borpoca

aKTyiurbHo Anfl coBpeMensofi MeAprur4Hbr rrr r,rM ser Syn4aMeHT€uIbHyIo 3Haql{Mocrb.

ergru _diwrglaLrp-@ H€J^rry- rlono )KeHLIpI - BbIB

pqKg_UeHg4g l-,IlccqpTQgl'Ig-I{xJggqBepHocrb LI HoBI{3Ha

Coqeraur4e HecKoJrbKrrrx MexaHr,r3MoB rrporlrBJr:rrryxoJxeBot'o AeiicrBr4fl. flr.lrflercfl. HecoMHeHHbrM

lper4MyrueclBoM [oreHur{€urbuoro [perapara. lrlseecrHblM rlpuNlepoM sBrsrorcfl KypaKcltHbl,

csoco6Hge oAHoBpeMeHHo aKTr4BlrpoBalb srcrrpecculo oHKocylrpeccopa p53 v [oAaBnflTb

sKcrrpeccr.rro agTr{a[oilrorurrecKoro rAepHoro Sarropa NF-kB. Kponre roro, Ba]KHbrM (parroporra

rBnrercfi ygprBepc€rrrbHocrb npornnoorr\T{.oJ]eBoro Aeficrens. funepuyBcrBrlTeJlbHocrb K

rroBpex(AeHuflM AHK vg-3a arrunHorl upolHtf'eparll4r{ t napynrenufi cucreMbl penapaqnfi

xapaKTepHa Anfl 6oluuuHcrBa oflyxoneBbrx KJIeroK. To xe Kacaerct rnrlepMerl'InllpoBaH'vfl'

rrpoNroTopoB reHoB oHKOcyiIF,eccopoB IIpLi oi5u{e'r,t rpIIloMe'Ii4JiI4poBaHLII{. Ha OCHOBaHI4I{

HaKorrlrBurlrxcfl .[aHHbrx o BJII4SIILII4i ll3BecTi{blx [poTI4Boo[yl(oIeEbIX areHToB Ha CTpyKTypy

Ai{K, AaHHbrx o crpyKrype KoMrrJreKca de-rtrsvo fiHK-nrernilrpaHcSepa:u DNMT3a c
M[rrregbro v ripoq., Ariexcalr4p iJ:rqec.lrasoBuq IrpeAIIono].ioIJI, r{To aKT}IBHocrb PsAa

B3ar,rMoAeficrnyroiri14x c AHK &roHlJB ol'-rlacrl,t odycrioeJl.JHa rIoIaBJIeHrIeM MerLInupoBaHLIt

CpG. Oprlr,ilriaJrEHocrb rlrrrore3bl olrlte;1eiltler ltblcoK)/K) r{oBI43Hy p;roo'ru.

Orcnepu\{eHTaJrbHat rlpoBepra rurrole3br 6rrl':r. BblttorHel{a A:,rexcanApoM BsqecragoBl'ItleM

I.r.q npe,qcraer.rrerefi Tpex rr{rroB i{Fll(-uoBpe}i{arctqfix Ar{)HroB (nyr<neo3}IAHble aHaJlorr,

6opoegorrgbre JrprraHAbr, prHTepran.aropr"r). f[poeeora rtc.oe6oBaJla ltuzait*ta uoAenruofi

Mraruerrg (6nyopecrleHTHo MeqeHoro ,ir\/rlrreKca c CpG-cafi'rtlralr) u rroA6opa yao6Horo MeroAa

AereKrlr4r{ }/rerr4nr4poBaHlrr" OrraranrriprcE c,T r4crloJlb3onaHl,Ijr rpyrHoAocryrlHoro MerleHoro

rorbarropa, ArrccepraHT onrdpaJr(:-fi {a pa3.rlrtelr€ B cKopc(ir. .-{ HyKJIea3Horo rI'IAponPI3a

Merr{nupoBaggbrx/HeuerunnpoBarrr{bD( A)/rr.DeKcoB ArIfl MoHI,ITopI{Hra unru6upoBaHl'It DNMT.
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Causru rpocrbrM [oAxoAoM BI,IAenocb rIpIaMeHeHI,Ie gHAoHyKJIea3, pacqerrnsrcuryIx

Merlrnr{poBaHHyro AHK (M3 3P). lIoAxoA ce6s, He oripaBAan, u BMecro M3 3P 6rna
I{CrroJrb3oBaHa 9HAOHyKJTeA3A) [peA[Oqrr{TeJrbHo paculellntrcuuul HeMerrIJIrIpoBaHHbIe

SparueHru. Tarofi Bap[aHT He rBJr.flercfl paAI,IKaJIbHo HoBbIM, Ho AocrarorlHo opHrI,IHarIeH.

Bryne c AeofiHsrN,r QnyopecrleHTHbrM MeqeHHeM AyrlneKca oH TIo3BoJILIJI Ao6[trcq
ueo6xoauuofi r{yBcrBraTeJrbHocrlr. B I,Irore in vitro 6uno roKa3aHo noAaBneHue CpG-

MerrlnupoBanplt lHK-cns3bIBaloqLIMI{ coeAprHeHLIflMrI. 3$Serr rIoATBepx(AanIa

.{onoJrHr.rreJrbHo Ha KJrerorrHbrx JrlrH}l.f,x, aHaJrrl3Hpyfl [pupocr rpaHcKpLIlIII4pI rIoAaBneHHbD( B

onyxong reHoB oHKocylpeccopoB. ,,{rix npoflcHeHl{ti MexaHti3lvis LlHrrl6upyroqero reitcrsufl'
nr{raHAoB a*aJrvr3r4poBirrru vrx BJr}rflHHe Ha cBs3bIBaHpIe DhiIvf'I c MpIIIreHbIo vr Bo3MoxHoe

BJrLrsHLre Ha Soprvrr,{poBaur{e JroKaJrbHoro orKpbrrol-o cocroflukrtr AFIK. flonyuenHble pe3ynbrarbl

y6e4ureJrbHbr, rroATBepx(Aaror rrpr{BeAeHHbre B pa6ore BbIBoAbr vr [oAKpenJIeHbI 6olruutr,t
gKCIIep[MeHT€UrbHbIM MaTepUaJIoM.

C o app xaHu e.gg-eg W-laug 4

,,{nccepraqr{oHHa{ pa6ora [ocrpoeHa rpaALIUuoHHo, cocroul 1l3 BBeAeHI4s, pe3ynbraroB u

o6cyxgentrfr, gKcrlepr4MeHruurbnofi .{acril,vr crrtrcKa l{olroJib3oBaHuoil ruareparypbl.

B 1nage "BneAesr.{e" [puBeAeHbr uenb v ga4aql4 LlccrteAoRaHlr.s, o6ocnosaH nsr6op o6reKToB'

pacKpbrra aKTvaJrbHocrb rr 3HarrlrMocrb pa6orrt, KoporKo olucaHa MeroAonorrlr 14

cQ op*rynllp oB aHbI n o JIoxteHLIt, BrIH o cl'Ii\lble H a 3 aIrIH Ty.

B rJraBe "O6sop nr{Teparypbr" paccMorpeHbr rr3BecrHbre [porl,IBoolyxoneBble [peflaparbl,

4eficrnyrc11${e Ha reHoMHyro AHK HyKneo3r,{AHbIe aFIaJIL)n4" 6opo:AotlHble JrrIraHAbI u

r{HTepKansropbr. O6cyxgarorcs crpyKrypHbre oco6ensocrla Kax{Aoro rurla coeArauenufi vr

rrpeArronaraenarrfi MexaHr{3M [porr,rBoo[yxoneRoro Aeficrsus, [pplBoAsrct [pllMepbr

KoHKpergbrx coeAuuenufi c o6soporr,r ouy6wrxoBaHHbrY- AaHHbrx rlo HX aKTlIBHocrLI vr

TOKCHIIHOCTI{.

fraea "O6cyi11Aegr4e r.r pe3ynbrarbr" Ha.qrrnaercfl c KparKoro o5:opa [HK-naerrlnrpaHc0epasH
DNMT3a - K,.rrcx{eBoro o6rerta HcoleAoBalufl, - n rioJTf{el{Iltii (ryHl.quoHaJlbHo aKTrIBHoro C'
KoHrleBorir r[oMer{a AaHHoro $epuerlla, & TaKX€: ci'pa6orrn :]iier:Tpo(foperuuecKoro MeroAa

MogLrropr4gra uurn6upoBaHr{fl Merr,rn[p oBalus. MoAerlbHoro ,4yIUIeKca MernnrpancSepaaofi uo

eS$exrnBHocrpr Hy6nea3Horo rprApo.rlr3a. C rIoMoIIbIo srolto NderoAa rIoK€BaHo, tITo Ha -

s6$errrBHocrb MerunrlpoBaHr4r AHK oKa3brBaror BJIrrtHue 6-ruoryanun (nyrneoguAnrrft

auzulor), oJrLrBoMr4rIr4Ha A u ero rrporl3BoAHoe oJII,IBaMIaa (6opo3AoqHble JILITaHAbI), a raKxe

KypaKcr4H CBL$137 (ranrepxzurriop). Coe,ilrHr:upis lrpros=,t"*t rpeLIMyIrIecrBeHHo

uwrw6upylou{yro aKTr,IBgocrb. Oguaro, MexaH?I'lM Idx li()i"icrtsut) fio-BuAHMoMy, p€BnI4qeH

(uacruunge iioAairJTehine cBfl3brBaHas c, AHK I4rrlc B L;.n )'.Iite oJI4BoMI/tUusa/olHBiil\dI'IAa -
rloAaBJreFri4e o6i-rasonanhti KoBaJ:reH'rHojro r{HTepr\ic4Iaa'ra),, ila 3eKrIIoqI4TeJrbHoM 9Ta[e l.nfl

[oATBep)uAeHr4ff t]burBJieFrHbrx e$(rel:'ion Arexcau4p Bsqec.iiaBoBltq OIIOHLIBaJT Aefictsue

coeAuneriqii Ha rparicKpuilqruo reHoB oHKocyripeccopoB B KJIe'rKax Jruilr4kr paKa naoroqHoft

xreJre3br. Kan 14 oxrdAaJrocb, oerpaGorxa coeAai{enltflM?{ cnr43r4Ira ypoBeHb SKcrlpeccuu

MerunupoBanHbrx B orryxolH CpG, T.e . C'lroco6clso''aJia pearTvi3a4till I'eHoB.

3rcnepuN{flHTaJlbr{af, r{acrb coIep,{tp'r un$or:'lt0-rlllio 16 It{i'Iorlb3oBaHHbrx peaKTLIBax,

SeprueHrax, oJipriororlyrneorvt2Lax, a 'rarcKe AocrarotlF.Ic nc,rr,po6*:oe oIIIIcaHLIe MeroAoB kr

gKcrrep[NreHTa]rbHr,re [poroKoJrbr. Cuucorc I4clro]tr-3oBaHsor"I nI4Teparypbl BKJIIoqaer 130

LICTOqHPIKOB.



caq-e'zs o non'oTe orlv6nrKoBauHhrx Hay-y,$I[ p g- 3ynrraroe

Ocuonsue [oJIox{eHLIt Al{cceprarluoHnofi pa6orrr pacKpbrrhr B 4
MexAyHapoAHbIX pelleH3l4pyeMbrx x(ypHarrax, r4HAeKCupyeMbrx B cr4creMax
Scopus. llponrexyrotlHhre pe3ynbrarhr AonoxeHbr Ha oTeqecrBeHHbx v
rcouSepeHrlr,rflx

[yonr{Ktultrf,x B

Web of Science pr

MelrqyHapoAHbrx

Anroperjlciiar A;rexcaugpa Bs.{ec;iatsoBui-ia coo'me^i'c irjyi'r' ocHoBHbrM rroJroxeH nfr,v
Al4cceprar\vrr4; B anropeSepare orpilKeHbI aK'ryan6noc't'b Hayvnofi npo6lenarr, crenegb
paspado'raHHocrl4 TeMbI, 3HaqllMoorb accneAoBaHrr{, MeroAoJ royvrfl u Bce KJIIoqeBbIe
pe3yJrsTaTbi, [peAcTaBJre HrrHe B Ar,r c cepTarlr,rn.

3anaeqaHns uo upercranreHHofi pa6ore

1) Pa6o'ra o6pena 6;i Sonrruyto 3aF.:oHrreuHocrb, ecnr4 6lr r,rcciieAo Balvrs Ha Mo.uenbHoM
AyrlneKce 6rmH /{oIIoJiHeHbI aHaJtoi'r4qHblf,{ SKcrlepaMeH'loiyr c rocJreAoBareJlbHocrbro ug
rlpoMoropa/suaxaHoepa oHKoc.yrpecoopa, r'HfiepMerunr4poBauuolo B orryxoJreBhrx ruerran. B
I'IAeaJIe 3To AoJIx(Hbr 6rtrr nocJreIoBareitbHocrl,I Ia3 qrac-pefyJrflTopnbrx gneMeHToB reHoB,
peaKTI4BaIIXrc KO',r'OpbD( tlpoBep{ru Era 3aBeplllarculeM erarre Ha rleroqnofi [rhrilukr MCF7.
BzouHSopMarl'Iqecrcufi aHaIILI3 ony6.q[roBaHHbrx paHee ,rlaHHhrx no Merr,rnupoBagr,rro
rpoMoropon nu6paHHbD( reHoB e MCFT (a rarxe Kourponnnoli Heorryxoresoft maHuu) 6rur 6nr
HOJILIIITHv-{i\;. IJaitilirerr., n reKcre Ancoeprarrtitd yxa3arlo, i['ir-i ;-il,rf-,i:aiau;te teHbl otII{caHbI B
nnTepaT)"pe KaI\ iI4IIepMc)'ILntI4pOBilfIrItIi3 fr. TpaiICKiltIIItipi()HIJO MOJIqaIIt4e, HO CCbLIIKII He
rrpr4Beaerrbi.

2) Alerc'nuAtrl Bgqe,:;laBoRtiq ynoMru,aer B o6sope rr{reparyphr, rrro rracrb 6opos4oqgbD(
-TI'IraH,I{oB I'I llHTepKanflTopoB Moxer fipoflB.rrrrF 6oree r4Jnr MeHee BhrpaxeHgyro ceJreKTr.rBgocrb
K HeKJIaccEqecKI'IM crllyKrypaM l{I{K -- G-xnartpyr.r-IeKcau (Ga ). YqurrrBilrocb JrLr ero n pa6ore?
Haupuuep'" cB-q3EI'RaIiae I(ypaKcIIHa c G4 cilIrcano Hof{aR'l r.rffrarrcr(HMlr r{ccneAoBareJltMlr
[Expl':rirg, ti:'-' Inttre-,.:lirtn of Ct.:riulilr CBi t]1-17 u'ith ,fj-iir.rrrirupie:t DNA Oligomers. IJMS
2021,2,2(12'):64'i61" CpogcrBo K G.4 rurox:,3r c,'r.{acrl{ cra3hxBarrrrc-r na upo6gne Mervnupo;3a1wfl.

3) Hacro-rbKo l\{ine I{3BecrHc, Her rpqM.;lx AoKaaareJrscrB ror-o $axra" qro KypaKcrrH CBIS13T
sBJltercs HHTeKpansropoM. BeporrHo, STor Bo[poc 3acrlyxnBaer ,4ansnefi[rero uccneAop3a1vg.
floAxo/tflrrrnu Mero4oM rrper{crats ilileTcr, B rra.cruocrr.{, atuTrr43.urneftnoro ArrxporrMa.

vKa:iartr, ",t,.: 3itr,.ir.j.lolii{.[ L€ ]MiiJl.ritr:'t ...i-iaglifi,iocTti ii.y^t.Qr:t.;;,;rr{it,JliHoIo l{ccneAo Balflvg.,

,{ucceprr ad]?,tl Iluiif-(iciL.-6 oI'rj;r-i4fiT 'rpeboljaii r;A'tt, ,/0'fi,lrloBJIeI{HbIM MocrogcKI,IM
IocyAapClLeHHFIM yi{I4BepcuTeToM PllvleHlit M.ts. Jiomorrouosa K pa6clraru uoAo6noro poAa.
Co4epxaHne ,Lrr.Tcceprau,vr.r4 coorBercrByer rraclopry cireqraanbgoorpr 02.00.10.
<6noopraHl4qecxafl xnt\,Illtl>,, (iro xI{MLIr{ecKHM Hayxarvr)., a ra.K}r{e Kpr,rrep r4s!v, o[peAeneHHbrM rrrr.
2.L-2..5 lloloxenxs o npl4cyxrA en.vlvr yqenblx crene,'refi il lylocxoncKoM rocy.uapcrBeHHoM
yHuBepclITere UMeHI{ M.B. flonaouocoBa, a raKxte o$opuneHa coi-JracHo rrp[nox(eHr,rrM ]1b5, 6
flo;ioxeri*..i o ii4vcvp'I'aIILioHHOIvi i,urr*Te lv'locrtorcKofo ! r,r.i,'Aaj-!cl.lleHHoro yHI,IBepcI,ITeTa
pIMeHfi ili. Li., iolao uo(;riBrr.

Tarnti oSorasovr, ciollcKarerrb Ceprr:en A.nev:r:eH,D,p R.g.recrasoBrrr{ 6e:yclonuo 3acnyxgBaer
flpncyjKAet{r4..q 1"teuofi crerelHr4 Ka.:g.I\vila.-fa xl,t},liarrecKl4x Ha'yrr uo cuerlrlaJrbHocrll 02.00.10 -
6uo cp ralr u q€)e Ka si xrru.I4fl (r rltuue c KLr f ; ir avru ),
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