
OT3bIB
OQuqlaa,rr,noro ornoHeHTa, KaH,4r4.4ara 6Izonoravecrux Hayr, fitrurpnr'
Anrouoguqa A6aruruna Ha .quccepraur{ro Konruuoii .{apru O,rerosxsr
(IluoHepHa.r Qynxunr PARPI e opmHx3arluu xpoMarr{Ha: crpyKrypHLre
nepecrpofiKri HyrJreocoM u :QQerru rlnrur6uropoa PARP>, npe4craureHHo[ Ha
coucKaHae yqeHofi creneHl4 (aH4xAara 6aolotlrqecxux HayK no cllcufl?utbHoc.r.rl
1.1 .10 <Euovexanl,rxa u 6uoriHxeHepr.r$)

B glrccepraqlronnoii pa6ore A. O. Kourrusoii uccreloBaHa HeKaHoHr4qecKaq!
nrloHepHarr Qyurqzr 6e.ma nonu(A,{@-pr.r6o:a)-noluuepasu 1 (PARPI) - ero
cnoco6nocrt rtMeHrrb npocrpaHcrBeHHyro crpyKrypy HyKJreocoM B orcyrcrBr.re
pa3pbrBoB AHK, B ToM qHcre B npficyrcrBrrx rpaHch?rnuriouHoro Qaxropa p53,
pu6ouyr:reonporelrHoBofo KoMnJrenca dCas9 c nanpae,urcrqei PHK, a rarxe
cLrHTerr4qecKux r.r npvpo.qHbrx xHfr.r6rrropoB PARP. Ilpuueuenue Mero.4oJrofuu
pe3oHaHcHoro nepeHoca :nepruu @dpcrepa (spFRET) v aHaJr 3a r.r3MeHeHri{
e.rerrpoQoperlauecnoi IloABrlxHocrri ,[HK-6elxoattx KoMrrJreKcoB
noJrr.raKprrJraMr.uHoM feJre (EMSA) no:eo:ruJro BbrrBr.rrb 3aKoHoMepHocrr..i
KoH+opMar1uoHHofi 4unaunru HyKneocoM, cBq3aHHo[ c AHK-cBr3brBa]orueii u
xararr.rrrz.recKofi axTkBHocrbro PARPI. Ter,ra uccJreloBaHr{r axTyajrbHa,
nocxo,uxy PARP I rBrrerc.s o.{HfiM x3 LraBHr,rx curHaJrburx 6elroe loapeNgenux
renovnofi ,{HK, a ero nuoneplo,4o6uar aKTr4BHocrb, o6ecleuurarorqa-r gocryn
peryr.{TopHr,rx u peaaKTr.rpyn[IHx cr4cTeM K KoHIeHCUpOBaHHOMy xpOMaTXHyr ,4O

HacToqulefo BpeMeHIi ocTaBa,,IacE npaKTIIaIec(U HeOXapaKTep[3OBaHHOfr.
Pacrpurue MoJIeKyJr.npHLIX MexaHrr3MoB groii axtfieHoctl,I IIMeer KaK

Qyugauenralr,uoe 3HaqeHr-re rJrrr noHrrMaHr.rr peryn{uuri crpyKTypbl xpoMar[Ha,
TaK n IIpI.IKJIaAHOe 

- AIS OITI4MI.I3aUI.II4 TeXHOIOfUii HaIpaBJIeHHOfO feHOMHOfO H

srrrrreHoMHoro peAaKTlpoBaHr.r.s Ha ocHoBe clrcreM CRISPR/Cas tl ,{Jrr cKpr.iHr.rHra
HoBbrx noreHurraJrr,Hr,rx r,rHrn6rlropoB PARP.

B gauuofi pa6ore peueur,r cneA)'rorque 3aAarrr4: oxapaxTeplnoBaHo B:lr.t;iHxe
PARPl na npocrpaHcrBeHuyro opraH[3aqr{ro HyKJreocoM! peKoHcrpyupoBaHHblx
Ha pa3nvrrH6lx ,{HK-uarpuqax LI3 pa3Hblx lrcroqHl4KoB fr-IcroHoB; ycraHoBJreHo
alnrnne PARP I Ha crpyKrypy xpoMarocoM! coAepxauux ,rlruxepnufr rucrou
H1.0, u uyr:reocou, co.qepxaurzx rricroHoBr,ri BapnaHr H2A.Z; oqeueuo e:ruxulle
PARP1 na s:auno4eficrnue peryJrrropHLrx 6e:roa p53 n dcasg c HyKJreocoMofi;
yroqHeHbr MoireKyjtrpHbre MexaHrr3Mhr leficrBur unru6nropoe PARpI Ha
HyKneocoMHoM ypoBHeJ a raKxe orleHena uuru6upyrorqa.r aKrrrBHocrb npHpolHofo
coeAr.rHeHrr{ pecBeparpoJra. IIo Aauuuu aeropa, PARPl yHr.rBepcaJrbHo
peopmHu3yer cTpyKTypy HyKJreocoM rro Bcefr IJrxHe ,{HK ueaazcalro or
6emosoro cocraBa I{ nocrrpaHcrslluoHuux uo4llQuraqlri tllctonor, a raxxe
rrocJreAoBaTeJrr,HocTr,r lr ,urr,tHEr !HK, npnudu nau6o,ree eupaNeuntrfi sQQerr
xapaKTepeH atri H2A.Z-coaepxaurrx HyK:reocor,r. flora:ano, {To .qaxe B

orcyTcTBHe KaTarr.tTrzqecKoii aKrr{BHocTr{ PARPl cuoco6eH (oHKypeHTHo
BbrrecH.srl rr4HKepHr,rii rucroH H1.0 u3 xpoMarocoM c KoporKr4Mll (20 n.u.)
rxHKepHr,rMrr yqacrKaMx [HK. YcranorleHo, qro peopraHtr:oeaHnr,re pARp I
HyKjreocoMbr craHoBrrcr ,{ocrynHoii MrrureHbro 4:ra dCas9 n p53, Bnepaue na



HyKIeOCOMHO' MOAenI{ npOBeIeHa nprMtuI cpaBHlzTerbHaq oueHKa MexaHH3MoB
.qetcrBz{ KrltHnqecKux rlHrr.r6nTopoB PARP: grx onatapu6a u ratazonapu6a
3ape rcrpl4poBaH s{Serr rpaml,rnra 6elxa; noKa3aHo, rrro pecBeparpor
r,Inru6llpyer arruaHocrE PARP 1 no rrHoMy MexaHri3My- cHrixzul ero aQ$unnoct
r uyx,reocouuoii IHK 6* llu4yxqnu rpalllrura.

1J'vcceprarJrla o$opunena no uaccuqecxoi cxeMe Ir cocrol{T rr3 BBe.4eHrrr,
o6sopa :rureparypbr c [o.{pa3AeJraMri, nocBrueHH;rMu opraHlr3arlnu u peryJtrqxx
xpoMarrzHa 3yr{aprior, 6e:rry PARPI ll ero unru6mopaM, 6erKy p53 ri
npr,iMeHeHriro cucreu CRISPR/Cas s 6ro HxeHepr,l.{, rJraBbr Ma.repuaJloB 11

MeroAoB, fJraBr,I pe3yJlbraroB rr I{x o6cyx4enua, 3aKrror{eHl-It, ocHoBHbrx
pe3yJrBTaroB I,t Br,rBoAoB, cnucKa ficnoJlb3yeMblx coKpalleHufi u cnucxa
nrireparypbr (391 ucrorrHr.rK). Pa6ora ug,roNesa ua 156 crpaHuuax
Marrrr{Honucuoro rercra, co4epxur 54 pucyuxa u 3 ra6:ruqrr.

B xo4e u:yueHl.ra .4nccepraqr{oHHofi pa6or;r y oQr.rqnamuoro onnoHeHTa
BO3HIIKJIIZ CJIeAyTOUII,Ie BOnpOCSI:

L B raxofi Mepe MoJrrpHrre coorHorxeHr.rr 6erKos n .qpyrlrx MoneKy:r (IIAA+,
o:ranapu6, TaJra3orrapu6, Belru apu6, pecaeparpo.n), ucnoJrl,3oBaHHbre B

3KcIIepuMeHTalILHoii cucreMe, cooTBeTcTByroT ux cooTHoueHI.ItM B r{JrerKe B

npucyrcrBxrr r.r B orcyrcrBrre pa3pbrBoB ,ryIK?

2. I4ueer :ru nparrr,rqecK)to 3HaquMocrr co:ganue ru6plt4nrx (Stroxn) 6eJrKoB Ha
ocHoBe QepMeHros ceN{eficrea Cas (Cas9, dCas9, Casl2alCpfl) c 6e,rrou pARpl
I4JIII CfO OTAC.]IbHbIMIi ,{OMCHAMI{; CCJII.I .4A, TO ' I]CNOJIb3OBAHHC KAKNX UMCHHO

.qoMeuoe PARPI pe,{craBr.sercf, Hau6o:ree qe,recoo6pa3HbrM?

3. Kaxul'a o6pasou AaHHbre o reHoMHoM pacnpeAeneHr r 6enra PARP1 Mofyr 6brrb
yqreHLr npu a;r6ope qe.neeoro perfioHa Arl.r{ reHoMHoro r.r 3n[feHoMHoro
pegarrupoeaHra.r?

llo cogepxanuro (oQopvneauro) quccepraqzonuofi pa6oru y oQlrqua.nr,uoro
OTIIIOHeHTa riMeIOTCr Kpr4TXqeCKI-Ie 3aMeqaHHS:
1. B :rcnepuuenrax c rpaHcrpr.uuxonnr,ru $arropou p53 ucnom:oean
u:olnpoeanHnfi ,{HK-cexauraorquii AoMeH (p53DBD), rorAa KaK prA B6rBoIoB
I4 QopMyrnpoBoK lr4cceprarlr4lr onepupyer noHqrneM no:rnopa:wepHoro 6e,rra
p53.

2. B guccepraquu ncrroJrr3ylorcr repuunu <a$Qnnnocrr>> u <<cpo4crao> pARpl
r uyr,reocounofi [HK, B roM rrr.rcJre B ocuoenr,rx rr,reo4ax (ar,rno4 7
pecBepa'rpon (cHr4xaer aQ@r.rnuocu 6e:rra r uymeocoMHofi flllK)). Bvecre c
TeM KortrqecrBeHH;Ie napaMerpbr cBt3bIBaHI-irr - KoHcraurur guccoquaqura :ru6o
Kaxyrrluecr KoHcraHT;r r,t3 rurpaquouur,rx cepufi - r pa6ore ne npueog.rrcr, a
cooTBeTcTBylotque 3aKJIIoqeHIit onuparoTct Ha KarIecTBeHHr,Ie cpaBHeHI4t,



3. Tercr 4uccepraquu coAep)Knr prA onerraroK r.r peAaKqraounrrx norpeunocrefi,
B ToM rtIIcJIe B KJrroveerrx pa:gerax (a 3alcrlo.{eHuu - noBTop cJIoBa
(cTpyKryphD)r HarrucaHue (JrHKepHaJD), (.qrr IJr{>; B ocHoBHbrx BbrBo.{ax -(cKDnHHr.rHra>)).

Buecre c reM, yKa3aHHbIe 3aMerIaHI4r He yMa:lqlor
a cceprauuoHHoro l4cc,re.[oBaH r. [rcceprauur olBegael

3HaIIxMocrri
rpe6oBaHutM,

ycraHoBJIeHHbrM MocroscruM rocy.4apcrBeHHblM yHfiBepcrrreroM uuenlr M. B.
JloMonocoea K pa6oraM nogo6uoro po4a. CogepNauue Ar{cceprarluu
coorBercrByer cneqriaJrbHocrrr 1.1.10 (EraoMexaHnra u 6uounxeneprur> (no
6uoloruqecrlrv nayrau), a raKxe KprireprirM, onpeAereHHbrM rlr. 2.1-2.5
Iloroxenrlx o npucyxAeHxrr yqCHLx creneHei a MocKoscKoN{ rocyaapcrBeHHoM
yHxBepcnrere I,rMeur.r M. B. JloMonocosa.,{uccepraquounoe HccJre,{oBaHrre

oOopMneHo corlacHo rpe6oBaHruM lloroxeHllr o coBere no :arqure 4raccepraqui
Ha coucKaHue yqeHofi creneHri KaH,qr-r,Iara HayK, Ha co cKaHrie flgHoii creneHu
AoKTopa Hayr( Mocrcoecxoro rccyAapcrBeHHoro yHuBepcrrrera uuenu M. B.
,rlolronocora.

Co4epxanue .qr.rcceprarlrioHHofi pa6oru rpeAcraeleHo B ceMri Ha1,^{Hr,rx
paooTax, onyoJrr-IKoBaHHbIX B perleH3upyeMbrx Hayr{Hblx rr3'\alJr4xx,
pe(oMeHIoBaHHBrx Ars 3arlurr,r B Auccepraqr-roHHoM coBere MfY ur'aenu M. B.
Jlouottocota, r rolr .{uc.rre B Tpex crarb{x B MexAyHapoAHr,rx x)rpHaJlax c BhrcoKr.IM

ulrrarr-Qanropou. ,4. O. Kourruna rBJrrercr nepBBrM aBropoM B rpex
ny6,ruraqlrrx, BTopbrM aBTopoM B IByx n coaBTopoM B ocTaJrbHbrx.

Tannu o6pa:ou, cor,rcKare;rb Kourr<nna [apr,l Oleronua 3acJryxr{Baer
npucyx.qeHllr yv€nofi crerreHr{ KaHAnAara 6rao,roru.{ecrr.tx HayK rro
cneU[aJrbHocrr.r 1.1. 10 <Euornlexanura u 6uoznNeuepnl>>.

OQuqaartrnr,ri onnoueur:
Kaugugar 6rzonornrrecrrrx HayK,
Hayvnrrfi corpy4Hurc
@egepa.nrnoro rocy.{apcrBeHHoro 6rogNeruoro naylHoro yqpex.4eHr4t
(PoccuiicKlrfi Hay.{Hbrii qeHTp ncrlxluecKofo 3lopoBb{))

A6aur<un {vurpufi Anronoeuq
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Alpec opraHrBaquu: 115522,Poccvt, r. Mocrea, KaullpcKoe rxocce, I. 34;
ren.: +7(495)109-03-93; e-mail: ncp4Oq

flognucr uay.troro corpyAHr.rra A6arnxri
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