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Arrya,rruocrr o6rqas xapaKTepucr Ra

,{flccepra[uoEuatpa6oraKour<unoi,{O'nocBtrqesa:!Hal3yrmoEepHoiiOyHttuxa
PARPI fia Hy(neocoMEoM ypoBHe! ero B3aliMo{eiicrBlrlo c $IloqeB6lMll peryntropHb]Mll

6enKa,vI-I (p53, dCasg) a r:yveuaro MexadIBMoB AeiicrBl" cuHrerliqecKrx l,I npupoAllblx

lmr!6rrropoB PARPI B Ey(neocoMHtlx clcreMax TeMarfiKa ItccJleAoBaE[9 coo'rBercrByer

coBpeMeEEoMy EanpaBreHIIo pa6or Ha crl'Ke Mone(yntpHoi 6r'roloul,t xpovarrn4

6ro$rcrra !I 6uoI-IEXeHepIxl Lt tBJrterct aKTyanbHoii B (oETeKcre KaK QyE[aMeqrarbEoro

NOEIIMAHI,I' II'HAiOIKI XPOMATdIIA! T'!( I' PA3B!'ITII' TAPIETEbIX IIOAXOAOB K PEryI'IITN

'(CnpecCrix reHOB.

B pa3Aere a(Tyanbsocrl4 aBTop (oppe(THo cBt3blBaer ponE rry(neocoMEr Ka( oa3oBolt

eAEHr.ru ynal(oBl{Ir relroMa c lpo6neMofi AocrynHocrlt AHK ,4nt 6erKoB-30$exropoa u

no(a3brBaet, qro PARP1, lpa'4lluuolrEo paccMarplBaeMHfi I(aK ceHcop pasprnoo !HK'
Moxer rBJl'rbct +a(TopoM, BJllttlour!'IM Ha crpy(rypy xpoMarlHa Il rpar{cKpLrnlrrollllble

nporpaMMr'l. B ro xe BpeMt pa!3aejl IIeCKOIE'KO neperpyxeE yrloMltlraH{{Mtl MEOXeCTBa

[oreHq!{M5H6rx npl,Il{na,{Elix EanpasneErii, qro ibopMarLEo BBlxoaI{T 3a pttMKu l'?

riho-Moaenei u rpe6yer 6oree AeranbEoro aHaJIIBa IlpI'IMeEuMocrr Ha ruIeroqEllx IiJIlt

OPf AHIl3MCIIH6IX MOAEJI'X.

IIayqHas HoBrr3tta

B arrope$epare 3zuBreHa 3nailtre:rr'siul coBo(yflllocr6 qoBt'L\ pe3ynbraroB'

BnepBr'Ie nol{a3aHo, qro PARPI o6raaaEr BblpaxeEHoit syKreocoM-pgopralMr) tuuleii

crroco6Hocrlm, flepecrpaliBat FryKreocoMEI no Bcei .{Il'IIte ,!HK, orllolar (opoBylo r'l

nllEKepHylo o6nacrl't, IIptIrIeM gTor 9OibeKT He 3aBlct'lr or ljyKneor[AHoii

rrocjreloBaTejrbtrocTtr, Ha6opa [ocTT paEc,l.'uDorlllblx Mo4]-Iabu(aq[fi rncTolioB lI HaJIIFIIT'

rruI(epuoii AHK. ycrauoBneuo, qro PARPI cnoco6en nHrecnsrb run(eprGlt rtrcroH Hl 0

rl3 pe(o!{cTpyl'IpoBalrEl'X XpOMaTOCOM rlprl (OpoTKlx nsE(epHBlx yqacr(ax E 'qeMoHcTpEpyeT

rroBbrueEgyro aoolrHsocTb Ii peopraEl4yloruylo aI{TI'IBl{ocT!' B orHolleErll

H2A.Z-coaepxaulnx Hy(reocoM.

Hoemuy npegcrautlor 'qaHHEIe o Koonepaunt PARP1 c p53 Ira HyseocoM'L\

pa3rr-rqEofo cocraBa, abopMlipoBaEutt ycrofirllrBoro MyJlbrllMojre(yntpHofo KoMTIJIe(Ca

sy(neocoMa-PARPl -p53DBD B rlpllcyrcrBua BapllaHrHoro ri-IcroHa H2AZ' a raKxe

p"rynutut"r, o""rot",Iprpyrcul4e, 'rro PARPI [oBEuraer aocrynFocrE Hy(neocoMHoi:i '4HK

als CRISPfudCas-noEcrpy(ToB, paEee Ile cBt3bBalol4lxct q yqacr(aMlt B o6nacrft r aabl

sy(neocoMbr. cyuecreer:nrn"r gJIeMeHTOM EOBI'i3EEI tBrtercs pa:pa6orra in



viflo-uar(popMEr Ea ocEoBe rro3ltq[oElrpoBaHrGD( Iry(neocoM ,II]u cpaBlrllTejrr,Horo aIta,'llr3a

MexaEn3MoB AeficrBrr (rlll'xqec(Irx PARP-mrr[6[TopoB (onalap[6, Taula3olrap[6,

Benrnapn6) lr flpupo.qroro Moayntropa pecBeparpoJla c oqeu(oft rpafln{Era PARP1 sa

Ily(JIeOCOMllx,

Meroro.norn.reourfi ypoeens

Mero,{[qec(ar qacrr, pa6orr,I 6a:upyerca lra coBpeMeHsoM Ea6ope [o,!xoAoB:

Itcrlojlb3ytoTct Moaer6E6le IryKneocoMbl IIa no3llluotlfipylol4tx rlocre,{oBarenBHocTtx

Widom, aonopHlrfi xpoMarr:rn, pe(oM6nIraHTHEIe flicrolrEl qeiloBeKa, B ToM qltcre

BapllzurrE6rfi ruc{ou H2A.Z, a ra(xe J is(epEr,Iii rucrou H 1 .0 aJIt Bocnpor,3Be,qeHl'L

pa3JrtarIHErx cTpyKrypHbrx cocTorErirl alltullr3a

crpyxrypuo-Qyrr qrlou€rtBrrbrx Ii3MeIleEIdi [prMe{elrrl spFRET Mllr<poclronllt, reJlb-Ir]ItlbT

aEar'ru3, BecrepH-6nor, a ral{xe Ea6op ,qpylllx 6ljoxrrMltilec(I'Ix It 6nolbrcu'recrax uero.qnx,
qTo [o3Bortsr IlojryqarL KzlI{ (allecrBeHlrylo, TaK ti KoJrl{qecrBeHHyro un$opllauno o

peopraHrr3aqun Hy(JreocoMHEIx (oMrIreKCOB.

K He3Ea.rrirelbHErM rreaocrar(aM MoxHo orEecrlr orcyrcrB[e B aBropeoepare

ru(bopMarlrM o (onEecrBe rexHllqecKrx Ii 6llo.[on qecrurx [oBTopoB gKcIlepuMeEToB, xort
TaKar rrHoopMarlur, EaBeprrrKa, yKa3aEo B TeKcre atccgprallIdr, a B aBTopeabepar oIIa IIe 6EIna

r-rETefprrpoBaEa u3-3a ofpaEr.rqeHlrii Ea o6BeM aBTopeabepaTa.

Ocnoonr,re pely,'rrrarBr rl rlx [HTepnperaq[s
Ha ocuoBanrltl (oMrIJIeKca spFRET-n3MepeEIri ll rerb-IllfiabT aH&rrta aBTop

no(a3BrBaer, qTo PARPI o6pa.3yer c HyfireocoMaM[ fiec(oJlB(o TtrIoB KoMnjre(coB,

cofipoBox.{arolluxcr BErpaxeEEoi peopraH[3aqnei KaK (opoBoft ,{HK uyueocoulr, rar r
n[IIKepIrbIX yqacTl{oB, x qao SooeKT B uenoM IIe 3aBI'ICI'T OT ITCTOIIEI'Ka r,,lCTOttOB, HaUIIlrIUt

IITM Ii nrEKepHbrx cerMeEToB. flo(a3aHa KoHKypeEqut PARPI l' H1.0 3a cBt3EIBaEue c

EyrseocoMarMrr, npE.reM rIpI-I riclonb3oBaHllu y(opoqeEHbD( :rarnepoe PARP1 BB]recrlter

H1.0, a npr ucnoJr63oBarru[ 6ojree ,4nIrIrEbIx - flperMyqecrBo coxpasterct 3a rIiHKepE6IM

|I,ICTOITOM.

Oco6uii rurepec npeacr,lB:r.rto'r pe3ynETarll rro H2A.Z-co.{epxau]I'IM HyloreocoMaM!

,trIrr (oropbrx BbrrBreEa 6onee BbrpalKeHfrat peopraHH3aqxt noa leicrBneM PARP1 x
noBErureurrar o$$exrueuocm crmrlranwr p53DBD, a rarxe $opuupoaanlre ycroiiqxBoro

rtoMllne(ca EyKreocoMa-PARP1-p53. ,{aunr,te no coBMecrHoMy AeiicrBltlo PARPI Ir p53, a

TaKxe no BjrlrrH[ro PARP1 Ea,qocrylEocrl HyuleocoMsoji AHK AjI-s dCas9 ,[alor eaxIIEIe

coo6paxeErir o Bo3MoxHo[ (ooflepauxu [tloHeplrblx abaKTopoB Il peuo.ue"rupyrcrqux 6elroa
npu Qopuupooauwr yqacr(oB or(pblToro xpoMarl'Isa.

Oraenhlt il6no( pe3yJlr,TaroB (acaerct aHaJrt'r3a MexaEtt3t![oa AeicrBltt K[ItEli'{ecrurx

PARP-[Hrrr6nropoB u pecBeparpona B HyxneocoMHot cr4creMe: nporeMoHcrpnpoBaEbl

pa3ruws B 9(b(beKTxBEocr[ TpaIIIlurIla PARP1 uccne,qyeMrrMl,I coeauseEljtMriJ a ra(xe
rro&L3uruo, qro pecBeparpor cuuxaer aSQunuocrb PAItPl rt Ey(neocoMuoii AHK, no,4aBntt

aBTo-norx(A'{o-pu6o3l]n)IrpoBaEue B cy6Mli(poMor].{pHoM auana3oHe (oElleErpaqlrii. 3rll

xpoMarrrEa. fui,



IarrHEre xopouo BIIIIoLIBaIOTC' B Ir3BeCfiIbIe rureroqHEle oQSer<ru PARP-arjrll6'iropoB li

paculptloT ux [oEIlMaH{e 3a cqeT aerajlbHofo paccMoTpeElj's Ha HylgeocoMlloM ypoBEe'

B qerolr unrepnperauut pe3yjrBraroB B6IrJrt.uI'IT a(<yparHoii l,l apryMeAlxpoBaaHoii

Heroropar uacrr' $opuy:rupoeo( B 3aKnIoqlreJIEHr'Ix pa3aellax Hocljr I{ecKoJl6Ko

pac l,pllTerEsbri xaparcrep (oco6eano npli o6cyx(aeH[ll IIepcIIe(TlrB (JILHfiqeCI{OfO II

6rzornxenepuoro npuMeleuxt), Eo npl sToM gKcnepuMeaTarll'Htul 6a3a ant (rrcqeBbtx

MexaH[cT{qecKrrx BEIBoaOB B asTopeibepaTe n3toxeHa,qocTaToqlJo nocreloBaTenBHo'

Ily6,rl|Irallnfl I| anpo6auus
IIo uarepua,rav ar'Icceprallw, ofly6lru(oBalJo 7 pa6or B peuerBupyeM6lx Hay{Er'Ix

!3,[aHurx! pe(oMeIlIoBaHsbIX aJIt 3anlIITb] B ,IUCCeprau[oIrHoM coBere Mfy, Brc O'Iat

Mex,{yHapoAEble xypnann (Cells, Biomolecules' Acta Naturae) u crarE u B BecrHr't(e Mfy'
3To cBr-I,qerellt crByer o llplr3narul pe3ynbraroB pa6orll [po$ecclrona'tltr'nt coo6rqectaou

Ea l<ai{ MexayEapoaEoM, TaK Ir sauljo{arrbHoM ypoBne

Pe3yrr,Tar6r .{ucceprallrilr Ml]oroKparuo anpo6ltpoBaHLl Ea poccuitc(lx lt

MexlyEapoalrr'rx (oHibeper Iitx tl Eayqfiblx l[(ojral\, Blclro'Iuu c[e[[aJIr'BltpoBaHE6Ie

$opynu no 6tloxuMuqec(oii iblBuKe, Moile(yntplroii oE(oJlorulj, crpyxrypuofi 6lro:rorua r't

6lrounxenepru.

3aMeqaH[s BorlpocBr

1 B re(cre aBTope$epara rrpt,t flepBoM ynoMltriaulrll ptrcyn(a 2 cpa3y aaerct ccrln(a Ea

no,qpttcynor 2 !, a yxe 3areM Ea 2A t r..[. Bo3Mo)I{4o, 6blro 6EI npaB[jrbnee B [aHeJ 'I

pucyuxor 2,{ [oMecTI'tTh Ea nepBoe MecTo, pa3 c Eefo HaqIIIlaeTct paccMoTpeEue

pe3ynr'TaToB.

2. B reKcre Ee o6T,tcE erct, ileM orrllMalorct no3[IluoEllpyrcrque flocj]eaoBaretbEocr|

Widorn 601 u Widom 603 Karle eqe 6blBarcr rlo3rllriorrnpyrollrxe

locre,qoBaTe.[LEocTlr, u qeM npoalrKroBalra Eeo6xoq]-IMocTb [poBepKIr runoTe3

uMeIrHo Ha 9TI4X Cy6CTpaTaL\?

3. Ha pucynre 6 B aBax.45l [oBropterct oal'lH n ror xe o6pa3eq (5 u 7 aopoxM c

o6pa3rlaM[, B peaqfiolrHoii cMeclt [pxcyrcrBylor Bce (oMnoHe{TE , oAdaKo narrepE

ga6.[IoAaeMEIX [onoc o'rr[qaercti qeM MoxEo o6BqcnliTb 9To?

4. B Ka.recrBe Mo,{eII[ .qJIt I'I3y!leH[t Bjrusrtlr-{ PARP1 Ha aocryrlHocrb AHK B cocraBe

sy(neocoM aBTop npe,qJloxl4ll IrcIlOJlB3OBarr dcas9 B (oMflne(ce c ruqosoii PHK Ha

Moii B3rnflt 6olee uaur,quuu 6luo 6lr ucnoJ'IEsosarE KararIlrI'IqecNl-aI{TuBEyIo

$oprty Casg II oueEllBar6 aocryrlEocrE qeneBoii nocne,4oBarenbHocrn B AHK IIo

pa3pe3aH[Io cy6crpara flouevy arrop [pe,{noqen {cnoJlb3oBarb nMeHHo dcasg?

flporepn:ru JrI.I BbI I'tJIlt I{onJreflj crloco6Eocrr, Casg BEoclr6 pa3pblB B Ily(JleocoM-

cBr:anuyrc AHK B rrpllcyrcrBlr PARPI?

3aKrroqetII|e

Orlre.ieggHe 3aMeqaqlit Ire cquxalor o6qei Bblcoxoii oqeliKll allccepraquolt{oi

Da6orbr. llpe.{craBreEHoe uccreAoBaEue tBirterct 3aI{oHqeHEblM, Mero.lltllgcKll rularejlbllo



B6lIloIEeIIEt,IM u o6na'{aeT 3Ea,I'rMoi IlayqEofi EoB'3liofi. Pa6oTa Kour<r,rrroii ,[aprr'

Orerognlt guocm cylqec'rBelrur'Ifi Brclar B [oE[MaHIie crpy(Typsrrx Mexasu3MoB

nl]oEepEofi $yur<u*u PARPI, ero B3anMoreicrBttt c p53 Ir CRISPR'/dCas-cttcreMaMu' a

Ta(xe B Mexa rcrsqecxrdi asall-I3 reficrBt-I{ PARP-ltHr 6ltropoB n [Iplrpo'IlHblx

MO.ny,.uTopoB Ha HyruleocoMHov ypoBHe

co,{epxaE{e a{ccepraulrn soorBercrByer rlacrlopry crleqt?ulbsocnr 1 1 10

(EIloMexaII$Ra u 6rlowDlteEepll'D (no 6uoaornuecxr-rv Hay(aM)' a raxxe rpeboBaHutM'

rrpeArtBrgeMblM MocKoBcKtM rocyAapcrBe{ITEIM ylrtBepc[TeroM uMeI M B JIoMoEocoBa

I{ r(asalraaTcl(I'lM alrccepTallritM I'i aBlopesepaTrM no aaHI{oMy IIarIpaBreEItIo cwrato' uro

Komruua ,{apr-* O.neronxa :aclyxr-rl'ler rlpllcyxAenrlt yqeHoii crerleE (aEtrIlama

6roloruvecrux nayr no c[eq[alll'tloc'rll 1 l 10 <Euouexanrn<a rz 6uouuxeuepaa>'
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