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Axryannnocrb [tccJreAoBaH ng

Felox Pirh2 orHocr,rrcr K ceueftcray RlNG-aoueH-coAepxaulux E3-

y6urcautuHJrr4ra3, o6ecuequBarorur4x Aerpa.qarlr4ro 6oree qeM 80% 6elron KJIeTKI,L

flosuueHHas eKcrrpeccrrfl Pirh2 6rrra rroKa3ana B onyxoJl{x pa3rllrlHoro

rr4croJrorr4qecKoro rrrrra u JroKrlJrr43aur4fi, qro cB[AerenbcrByer o6 yqaarvu Pirh2 B

KaHueporeHe3e. Ha6nrolaercf, KoppeJrrulrf, ypoBHt 3Kcrlpeacl4l4 Pirh2 c ycKopeHHbIM
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aHfI4OreHe3OM B OTIyXOJII4, rIOBbIrrreHI{eM KOJII4qeCTBa OlyXOJIeBbrX y3JIOB 14 CHr4XeHr{eM

npoAonlxl4TeJlbuocrll xI43HtI [aur4eHToB. Oauoft krg eaxHeftruux tr3BecrHbrx $ynxqufi
gToro 6elra rBJrrercr y6uxevtrvtH-3aBr4cr4Ma-s [poreacoMHa.s ,(erpaAarlr4r ffraBHoro

oHKocynpeccopa K"rIerKI4 - p53. V6urcnurzHrrr4ra3a Pirh? cnoco6Ha rvro.qra$rlUvpoparb

aKTI4BI4poBaHHyro $oprury p53 u, TaKuM o6pa:ovr, cHr4xarb ero KoHrleHTpaur{rc B KJrerKe,

r7)ilaBlIfls oKcnpeccuro peryJrl4pyeMbrx p53 6enron, orBercrBeHHbrx 3a ocraHoBKy

KneroqHoro III4KJIa LI auonro3. OAHaro rroMr4Mo p53 uraruenrMr4 Pirh2 flBnflrorcr 14 Apyrr4e

6erKIa, ytlacrByloull4e B peryJrrrrrrr4 KreroqHoro IIr4KJra, 3arrycKe arrorrro3a, npoABr{xeHrze

KJIeTKI4 rlo KneroqHoMy III4Kny 14 orBere Ha noBpex{AeHr4e AHK. Polt 6elra Pirh2 e

AaHHrIX rtpoueccax ocraerct HeAocrarorrHo usyueuuoft. I.ns rroHr4MaHr4{ flpoueccoB

perynflI]I4l4 3Kcrlpeccl4l4 3Toro 6erxa, onpeAeneHl4-{ cleKTpa 6e,rnoe, c Koropbrrrara Pirh2

ssauNaoAeftcrByer, 14 oueHKr,I ero ryMoporeHHoro noreHuhaJra tpe6ye'rcr [poBeAeHr4e

cneul4aJlrHoro I,IccJIeAoBaHI4t. Tarzu o6paeona, r43yireHr4e SyHr<rluouaJrbHbrx

xapaKTepucrur y6uKBI,ITI4Ha3br Pirh2 .flBrr{ercs aKTyaJrbHbrM r4caneAoBaHr4eM s o6racru

MoneKyrrrpHoil 6uororuu 14 3Kcnepr4MeHTaJrbHofi ouxoloruu.

Ho s u s H a A rr c c e pra rI rr o H H o ro rr c cJr eA o B aukrs

B 4vccepraqproHHoM r4ccJreAoBauuu A.A.[aKc BbrrBJreno 6oree 200 nerassecrHbrx

pauee 6erxon-zurepaKTaHToB Pirh2, BrrepBbre rrpoAeMoHcrpr4poBaHo SynxtltaoHanbHoe

esazNaoneftcrBlre pfln.a 6emon c Pirh2. llpe4cranJreHHbre AaHHbre orKpbrBaror HoBbre

HanpaBneHr4.rr uccJreAoBaHr.rr $yurcrluour4poBaHr4-rr y6ureuruHJrr4ra3br Pirh2. B pa6ore

BrrepBble npoAeMoHcrprlpoBaHa perynruvx y6vxnvrrr4HJrr.rra3br Pirh2 orrr.rr{HbrMra or p53

6erxauu ,uaHHoro ceNaefictea. llonyveHHbre AaHHbre r{pe3Brr.rafiHo r4HTepecHbr, TaK 'raK

AorronHruor cyuecrByrouyro KaprlrHy p53-accoqr4r4poBaHHbrx cr4rHaJrbHbrx uyrefi.

Haxoneq, B pa6ore IIoKa3aHo rlono)Kl,ITerlbHoe BrLrflH:ae n3yr{aeMoro 6ema Ha

TyMoporeHsrrfi uoresuvail KJreroK, rrro pacrxr4pfler ooBpeMeHHbre HayqHbre npeAcraBJreHr4t

o MexaHr43M ax olyxo.rresofi rpauc Q opMaIII4I,I KJIeroK.

Hayuno-npaKTnqecKaq 3HaqrtMocrb AaHsofi pa6o:ru, B [epByro oqepeAb, cBt3aua

c AeraJrusaquefi nonr4MaHr4.f, SyuxuuonupoBaHkrfl y6nxnuruHJllrra3bl Pirh2,

ocyulecrBJrsrouefi KaK KaK oHKoreHubre, TaK u oHKocy[pecaopHbre Qyurqnu, B

3aBncr,rMocrr.r or oco6esHocrefi KJreroquoro rourexcra. B Aauuoft pa6ore 6urna

rrpoAeMoHcrplrpoBaHa ryMoporeHHafl ponr 6elxaPirh2 B KJrerKax H1299, rrro [o3Borrer

paccMarprrBarb u:yuaeurrff 6e.rrorc KaK noreHur4arrbHyro MrrneHb AJrr paspa6orrcz
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TaprerHof TeparII4I4 onyxonefi JrerKoro c HerarrrBubrM crarycoM p53. Bnarogapx

IIoJIyq9HHLIM pe3ynbTaTaM no AeTa!'Iu3arII4I4 cneKTpa 6e,txon, c KoTopbIMr4 Pirh2

s:auNaoAeftcrByer, oIIpeAeJIeHuro @yurcrluouaJrbHbrx eBf,3r4 Pirh2 c rr4croHo rvt H2AZ *r

ElavlAIuR aBTopoM AaHHoro I4ccneAoBaullt orKpbrrbr HoBbre Ha[paBneHur vearre1osaHr.{ft

Pirh2-sanucutr'toft peryJIf,IrI4I4 TaKI4x npoueccoB KaK orryxoJreBar r:paucQopMaur4.rr KJreroK,

KIeTOLTHO| O IIUKna I,I aKTI4BaUr4r4 aIrOrITO3a.

O6uaq xapar$epr{crrcKa pa6orbr

lr'rcceprauut nocrpoeHa no rpaAI4rIr{oHHoMy rrJraHy, r43Jrox{eua sa 148 crpaHr4rlax

MaIIII4HorII4cHoro reKcra, cocrorrr I43 cJreAyrcIqzx rJIaB: BBeAeHr{e, o6sop Jrr4Teparypbl,

Marepl{anbl u MeroAbI I,IccJreAoBag[.q, pe3yrrbrarbl, o6cyxAeHue, BbIBoAbI vr clr4eol(

qrarupyenaoft JII4TeparypbI, coAepxau\rrir, 264 sauweHoBaHr4r. Marepua,rbr Arrccepra;|iakr

unnro crp rrp oB aHbr 3 5 p racyH x auu vr 4 r a6 rrwlatvm.

Bo <BeeAeHI4I4)) r pa6ore lrotcHrercr axTyaJrbHocrb eu6pauuofi reMbr, a raruKe

pacKpbrBaercr qeJrr! v 3a4aqv I4ccJreAoBauut.. lanee B 3ToM pa3AeJre KparKo orrr4cbrBarorcfl

pe3ynbrarbl pa6oru kr ocHoBHLIe floJroxeur,Ir, BbrHocrrMbre Ha 3aulr4Ty? o6cyxAaerct

HayqHafl HoBI43Ha nonyqeHHblx pe3ynbraroB vr vrx Teoperr,rqecKoe v npaKTr4qecKoe

3HaqeHI4e, rIpI4BeAeH cnl4coK ouy6runoBauHbrx no reMe Arrcceprauva [eqarHrrx pa6or a

neper{eHb ronQepeuqufi, Ha Koropbrx pe3yJrbrarbr r4ccJreAoBagr{fl A.A.!ar<c 6ulu

anpo6upoBaHbr.

O6sop rl{Teparypbl cocrol4T rr3 HecKoJ'rbKr.rx rltaB v onrrcbrBaer reK} uree

rIpeAcraBJIeHI4e o MexaHI43Max y6zxeu'rr4H-nporeacousofi AerpaAaur4r4 6erxon, ee Mecre B

perynrur4r,r KJreroqHoro rlr4Krra, a 3areM o6o6qaer coBpeMeHHbre AaHHbre o crpyKType 14

QyHrcuurx y1vtxvuttrHrll,Ira3bl Pirh2. An'rop Jrorr4rrHo 3aBeprlasr AaHuuft pa3Aen aHaJrr43oM

onydluxoBaHHblx AaHHrIX no yqacrvrc Pirh2 B KaHuepofeHe3e, pacKpbrBar npr,rKnaAHoe

3HaqeH[e cBoefo zccneAoBaHil_fl.

B pa3Aene <Marepua;rrt n MeroAbr) [plrBorr4Tcr reraJrbHoe onucaHr4e

LIcnonb3oBaHHbIX B I4ccJreAoBaHW KJIeroqHbIX ru4uvvr> yclonufr KyJrbrr,rBr4poBaHl4r KJre'i'oK,

[il4poKoro PflEa coBpeMeHHbIX MoneKyr.tlpuo-6uolofl4rrecKr4x noAXoAoB, npr,rBeAeHbr

onI4caHIze reHerrlqecKI4x xoucrpyxqufi, nocJreAoBareJrbHocrtr oJrr4rouyKJreorr4AoB,

LlcnoJlb3yeMbrx B KarrecrBe npafitrepoe n.nfl npoBeAeHr4f, ilUP v A,'rr fionyqeHr4t

neHTI4B?IpycHbIX KoHcrpyKlluft c MaJIbIMTI ruru,.rer{Hbrun PHK. TaxNe B 3ToM pa3Aene

oIII4caHbI MeToAbI npoBeAeHl4t 3J'IeKTpooopesa, nunryHo6norrrrHra, [poreoMHoro aHaJrrr3a



4

c I4ciIoJIb3oBaHI4eM aQQxuuofi aAaop6rlr4z B correraqvrv c )KrrAKocruofi xpotrarorpaQueft r.r

Macc-cfleKTpouerpuefi. Bce I4c[oJ'Ib3oBaHHbre n pa6ore MeroAsr aAeKBarHbI nocraBreHHr,rM

3alaqaM.

B pa3Aene <Pesylrraru> npeAcraBJreHo no4po6uoe orucaHr4e BbrnoJrHeHHbrx

sKcnepI4MeHToB vI npeAcraBtleHbr noryrreHHbre pe3yJrbrarbr. B KaqecrBe sau6o.uee

3HaqI,IMbIX ilOnyr{eHHhIX pe3yJlbTaroB cJreAyeT orMeTr4Tb: onpeAeneHr4g HoBofo MexaHu3Ma

peryntlll4l4 3Kcrlpeccl4l4 reHa RCHYI, KoAlrpyroqero 6enox Pirh2, BbrrBJreHr4e crreKTpa

HoBbIX 6elxoB, c KoropbIMI4 BsaraN{oAeficrByer plaHHaA y6uxnuruHnr4ra3a. Oco6o

r4HTepecHbrM pe3yJrbraroM rBJrf,rorcfl AaHHrre o SyurcquoHanbHoM e:auNaoIeftcrBlrrrpirh2 c

KaHoHI4r{ecKI4MII v HeKaHoHI,rqecKr4MI4r4 rr4croHaMl4. BaNHrrul.t pe3ynbrareMr4

I4ccJIeAoBaHI'It tBntrorcf, AaHHbre rro BJrrrrsuro 6elra Pirh2 Ha oHKoreHnrtii rioreHrrr,ran

Kr'reToK KapULIHOMbI JIef KOf O.

B paegene <O6cyN4eHr4e)) flpeAcraBneuo o6o6rqeHr{e nonyr{eHHbrx pe3ynbraroB, r4x

conocraBJreHl4e c l4MelouLrMl4cfl, nr4TepaTypHbrMll AaHHbrMrr, aua|rr43 vrx HoBr43Hbr vr

nepcneKTllB npuKnaAHoro l4crronb3oBaHr4r. ,.{auunrft pa3AeJr xapaKTepr4syer A.A,!arc xax

BnoJIHe cnoxl4Blrleroc.r yqeHofo, cnoco6goro K Kpr4TI4rIecKoMy I,I BAyMrrI4BoMy aHaJrI43y

npoAenauuofi pa6orrr.

OAsaxo Ailccepraul{oHHoe r4ccrreAoBauue A.A. laxc He rr4rrreHo galae.raHr4fi.

flpexae Bcero, HecMorpt Ha or{eHb aKKyparHoe oQopuneHrre Ar4ccepraunouuoft

pa6o'ru, qerKoe u3J'Io)KeHI4e Marepl4arra) B TeKcre Bcrpeqarorefl, aHfrLilILI3Mbr, Koropble

I4Meror pyccKl4e ycrotBlul4ect o6osHa.reHra.{. Hanpurr,rep, TepMrrH "scrambled shRNA"

yMecrHo 6rtlo 6rI sar4eul4Tb Ha (Hecnequ$r4rrecKr4e MaJrbre rrrnnJrerrHr,re PHK>. B ra6nuqe

2 sazaasuq 6erxos nprrBeAeubl Ha aHfJrufictcorvr r3brKe.

B pa3Aetle <Marepuamr fi MeroAEr)) 6u.no 6u yMecrHo np?rBeAeHr{e Kapr,

I4crIoJTb3oBaHHbIX n pa6ore nna3Mr{A. B npranegeHHbrx AaHHbrx no cleKTpy 6elrot, c

KoropbIMI4 Bbl-flBreHo sga[N,{oAeficrBl4e Pirh2, orcyrcrByer o6ocHoeaHue err6opa

Kpr4Tl4rrecKoro rIoKa3areJrt 3HarII4Moorl4 83ar4MoAefr crsug.

flpegcrannflerc.s uerecoo6pa3HblM o6ocsonasze r4erroJrb3oBaHr4r rex vilv r,rHbrx

KJIeroqHbIx rnuvtitt, nrr6pauuux aBTopoM Anr oKcrrepr4MeHToB Ha pa3Hbrx sTanax pa6oru.

Tax, roqeMy aBrop err6par Jrr4Hr4ro HCTI 16 AJrs aHarvsa aKTr{Baur4r{ Pirh2

TpaHcKpI4tIuI4oHHbIM Saxroponr p53, noveMy AJrr r{coJreAoBaHur aKTr4Bar\Lrvr oKcnpeccr4lr

gauHofi y6uxvmuH,Tl4ra3bl TpaHcKpl4trrrr4oHHbrM Sarcroporrt p63 6sta nndpaHa rrv rLtfl
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Saos2, a l.fifl anarrfi3a r4nTepaKToua HEK293-T ne norcHrercq.

B pa3AeJIe pa6orti rlo l43yqeHuro QyurcuuouaJrbHbrx neauuogeftcrnuft Pirh2 c

6erxanu Ku70, Elavl l ra rl4croHa H2A.Z xoreJrocb 6u r4Merb 6olee pa3BepHyroe

o6ocHoeaHne rrr6opa r4MeHHo ornx 6e,rKos.

BrIcxasaunrte 3aMer{aHl4t He cHr4xaror sucoxufi Hayuurrft ypoBeHb

Ar{cceprauuonsoil pa6oru.

Bce pe3yJlbrarbl, I43no)r(eHHble B AncceprarJvrvt, noryrleHbl e I4cnoJIb3oBaHueM

aAeKBarHbIX 3KcrlepI4MeHTiLTbHbrx MeroAoB r4ccJreAoBaHl4t, qro o6ecne.Iusaer r4x

AocroBepHocrb. Bunogu AI|cceprallnu o6ocHonaurr v rroJrHocrbro orpDKaror

noJlyqeHHr,re pe3yJrbTaTbr.

flo pe:ynbraraM Aasuofi Allcceprauuvt onylnr4KoBaHbr 15 [er{arHbrx pa6ot, B

ToM .Iucre 4 crarbl4 B pel{eH3rrpyeMbrx MexAyHapoAHbrx r,r orerlecrBeHHbrx Hayr{Hbrx

)I(ypHanax I43 fleperrHfr. v3raunfi, peroneHAoBaHHbrx BAK P@, a rarcKe 11 Te3r4coB

AoKn alo B Ha N,{exAyHap oAnbrx r,r orerrecrBeHHbrx xoHQ ep euur4f x.

Marepuarrt Al4ccepraul4l4 6lrrr,r npe4craBJreubr Ha lpex MexAyHapogHbrx

r<on$epeHur4tx (FERS) (flapraN,2014), <Advances in Oncology)) (A$uurt,2015) u <1:th

International Congress of Cell Biology> (llpara, 2016), a rarcKe Ha r{erbrpex

oreqecrBeHHbrx ronQeperulr4rx: <lV KouQepeHrlr4rr MorroAbrx yr{eHbrx IrIHU PAH) (Cil6,

2014), XVII Bcepoccuftcxor,r cr4Mno3r4yue "CrpyKrypa u Qyuxqvr4 K.rrerorrHofo flgpa"

(Cn6, 2014), OHxororuqecKoM Sopyue <llerponcrue qreurs)) (ClI6, 2015), (V

MoroAeNHofi rou0epeHrlr4r4 rro MoJreKy:rxpuofi r4 KJrerorrHoft 6uonorun (C1I6, 2016).

3axilro.reHI,te

B rlenoM Ar4ccepraur4r A.A. !arc, BbrrroJrHeHHar Ha BbreoKoM HayqHol: vr

MeroAr4lrecKoM ypoBue, 3acnyxr4Baer Bblcotcofi oqegru; B xoAe ee nrrno,'rHeHr4r 6ul

nonyqeH prA npr4oprrrerHbrx AaHHbrx no aKTyanruoft npo6JreMe MoneKyrrrpuofi 6uororuu.

lraccepraqr4oHHar pa6ora ArexcaHgpu ArercauApoBHbI [arc <(DyHrqIaoHanbHat

xapaKTepr{crr4Ka y1utxvvnuHrrufa3br Pirh2 B onyxoJreBbrx KtrerKax rleJroBeKa)),

BbrnorrHeHHa.s rtoA pyKoBoAcrBoM .u.6.H. HuKonaq Asaromeouva EapneBa, rlpeAeraBJlter

co6oft 3aKoHr{eHHoe r4ccJreAoBaHrre, flBnflercfl Hayuuofi rna,ruSuxaqrouuofi pa6oroft,

coAepNauefi HoBbre AaHHbre o MexaHr43Max peryn.rrur4r4 3Kcrrpeccr4r4 Ptrh2, 6elrx-

6erxoeux B3alrMoAei.tcrsusx Aanuofi y6arnurnHJll4ra3bl a raKxe Bilr4flHuvr Pirh2 Ha

'rynaoporeuuufi rroreHrrr4an KJ'reroK HeMeJrKoKreroquoft Kapur4HoMbr JrefKoro H1299.
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,{raccepraqzx coorBercrByer BceM r:pe6onaHzau n.9 <floloxeuus o rop{AKe

rpucyxAeHr4{ yrregbrx crereneft> lt 842 or 24 ceurs6px 2013 roAa, yrBepxAeHHoro

[ocraHoBJreHrreM flpanurelbcrBa Poccuftcrofi @eAepauuu, [peAbtBJIteMbIM K

KaHArrAarcKLrM AlrccepraqrlrtM, a ee aBTop 3acJIylKI{Baer npI4cy}KAeHI4t yueuofi creIIeHI4

KaHAr4Aara 6uororlr.recKr4x HayK rro cneql4aJlbHocru 03.01.03 - MoJIeKyJItpuax 6uolorl4s'

Orggs paccMorpeH v yrnepN4eu Ha 3aceralprvr Y'reHoro coBera HVIVI

KaHrleporeHe3a Oegepatttuoro rocyAapcrBeHHoro 6roANersoro yqpexcAeHl4fl

<PoccrEficruft oHr<olroru.lecKufi Hayuusrii rleHrp I4MoHI4 H. H. Bloxusa> MuHucrepcrea

3ApaBooxpaHe1hxPoccuficrcofi @e4epa1:a:a (npororcon Ns I or 21 Senpa-rrn2017 r.)
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