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oT3bIB BEAyIIIEfr Opr,{HI,I3ArIUU

Ira ALIccepraIII{oHHyro pa6ory lll.nnnr.rnofi Burropnu JfrsonHrr <Polr 6enxa hTERp n

peryJIJIIIlI[ ayroSarrara), [peAcraBneHHyro Ha corrcKanue yreuoft creneHr{ KaHAuAara

6zonoruqecKl4x HayK rlo cneq[zrnbHocrr.r 1.5.3 - Monerynxpnas 6prororur.

Arcryanrnocrb AncceprarlrroHHofi pa6oru

Tenaaruna Al'Iccepralluonnoft pa6oru B.JI. Illnsnunoft oruocrrrcs. r< 6olsmouy HarrpaBneHr4ro

coBpeMeHHoft nayru o XLI3HI4, cBt3aHHoMy c 6zonorueft TenoMep. Arrya-nrnocrb gToro

Ha[paBneHLIt oqeBI'IAHa B cBs3n c KrloqeBoft polbro renoMep B rrpoqeccax pa3Bkrrvtl., crapenufl.,

oHKoreHe3a. Tenorraepnrre 6emtu u PHK Bbmonrurror HeKaHoHr4qecKr{e SyHrqrEn B KJrerKe, TeM

ctlMbIM ycraHaBnl{nax $ynrql{oHuulbHylo cBt3b Me}KAy cocrorHr,reM TenoMep u cy4r6ofi KJrerKr4.
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Pa6ora B.JI. IlInsnr.rnofi nocBsrrleHa r{3yqeHilro nerlruAa, KoAupyeMoro PHK-cy6reAusuqeft

TenoMepa3br, r,r efo poJrr,r B rrpoqecce rnero.rHoft ayro$arura, Tecno cnssaHHoft c uera6onra3MoM

KJIETKI,I.

Hay.rnan HoBIr3Ha rrccJreAoBaglrfl

Hayunar HoBlr3Ha r{ccJreAoBaHyrfr, ara:ri>Ke ero opllrfiHtlJlbuocrb, o6ycnonnenbr B 6onllrroft

crerregr{ TeM, qro 6enor, rogupyervrrrfi PHK rorvruoueHToM TeJloMepa3u, hTERP,6rur

o6uapyNeu n la6oparoprrr4, rAe BbrrroJrHrJlacr pa6ora. 3ro nepnoe AeraJlbnoe LIccJIgAoBaHrIe

$ynrqraouanruofi ponu hTERP B peryJrflIlrln ayro(farrallI{ rloucKe rvlumeuefi gToro 6enra.

O6ocnosagHocrb rr AocroBepHocrb Hayqubrx p$yJlbraroB rI BbrBoAoB Arrccepraquonnofi

pa6orsl

,{ocronepuocrb pe3ynbraroB lr BbrBoAoB Allccepralluonnofi pa6otu rloATBep)KAaercs,6olrruuu

o6reN{o1{ gKclepr{MeuTaJrbHbx AaHHbx, Iax Boc[poil3BoAl4Mocrbro, floAKpenuennofi

crarlrcrr.rqecKr.rM arraJrlr3oM, a raKxe ny6ruraqurMlr rIoJIfIeHHbrx peyJlbraroB B

perleH3r,rpyeMbrx sapydexnrrx u poccuftcK[x EayqHblx xypHaJlax. Bo ncex ny6luKarlfitrx aBrop

pa6ortt flB6rflercfl. rrepBbrM coaBTopoM, tITo yKa3blBaer Ha KlIotIeByIo ponb AI'IccepraHTa B

IOIYIIEHI,II4 I{ AHAJII|I3E AAHHbIX.

Hayuno-npaKTl{rrecnafl 3Harrr{Moctr pa6orsr

Korrlnouenrbr reJroMep r{ TenoMepa3a flBntlorcs o6terraMl,I npplcraJlbHoro BHnMaHI'It, KaK

Mr{rrreHpr Ar4arHocTr,rKr{ n TepanfiIa onKonoil{qecKllx ga6olenanrafi. Ponr rlccJleAyeMoro 6elxa

hTERP, sB;1fronlerocfi rrpoAyKrorr,l 6raorenesa PHK KoMroHeHTa reJloMepa3bl' B KJIeroqHoM

uera6onr,rgMe r.r peryJrflrlr{fi flpoqecca ayro(parrrv Aaer Bo3MoxHocrb BbrsBI4Tb HoBbre MI{IrreHI'I

rrporgBooflyxolenoft Tepa[!rr{, a raKxe [ccJleAoBarb cBfl3b Iraeta6onIEsMa KJIeTKI{ Ia reJloMep B

flpoqecce cTapeH.vs..

Crpynrypa n coAeprxaHue

Tercr Ar.rcceprarlrrr4 tr3Jroxeu na 119 crpanuqax I4 cocrol,IT LI3 BBeAeHlIt, o6sopa JII'ITeparypbI,

pe3ynbraroB lI 14x o6cyN4euufr,v-arep:aaIroB Ir MeroAoB, 3aKJIIoqeHnfl, BbIBoAoB I'I cllrlcKa

Jrr.rreparypbr B KoJrr{trecme 200 ccbrJroK. ,{uccepraq}It [pol4nJlrocrpllpoBaHa33 pucyYKaMI'I' 143

Koropbrx 17 pucynroB coAepxar gKcrrepr{MenTaJlbHble AaHHbIe. O6sop nl{Teparypbl HarI}IcaH



oqeHb xopouo u co.{epx}rr Bce Heo6xoAllMbre cBeAeul,r.f,, orHocslqIEecs K TeMe pa6oru, B HeM

rlpeAcraBneHo onI,IcaH]Ie cTpyKTypbr reJroMep, TenoMepa3br, oxapaKTepr43oBaHbr

HeKaHoHI,ItIecKLIe Qynxqr.In ee KoM[oHeHToB. OtAeffiuax ilraBa fiocBsrrleHa orrucaHr.rro flpoqecca

ayro(farnn I{ cI,IrHaJIbHrx nyrefi, peryJrr,rpyrcqr4x sror naxnrrfi xneroqHrtrl rrpoqecc.

B pa:4ene <Perynrtaru n o6cyx4eur{e) JrofurrHo r.r qerKo H3Jroxrenbl gKc[epr,rMeuTaJrbHble

[oAxoAbI 14 peynbrarbl [poBeAeHHbrx r,rccJreAoBaHuft. Anropou pa6oru 6ruru [onfreHbr

KJIeroqHhIe lrrrunv\ [o3BoJrrroulr{e r,rccJreAonarr (fyuxqrnrE 6err a hTERP, c }rc[oJrb3oBaHr{eM

coBpeMeunbrx rIoAxoAoB Ha ocHoBe peAarTr{po BaHvfl,reHoMa. Ha nepnou srafie 6ula

rlpoBeAeHa pa6ora, noKtBbrBarouas, rrro nro4ra(furaqr{r reJroMepasHoft PHK, Hapymarcuair

gKcnpeccurc 6elxa hTERP, He BJrr.Lrrer Ha aKTuBnocrb reJroMepa3br, trro rlo3Bonr.rJro

Hcnorb3oBarb ery MoAenb Ant r.r3freHux (pyuxquft hTERP. Bropoft MoAenbro cJryxuna rruntrs.

KJIeroK c rl4flepgKcupeccueft hTERP, rtoryqeHHa.t B xoAe BbrrroJrHeH]rr pa6orbr. Crparernx

pa6oru cocrosJla B oIIeHKe ugueueurafi craryca ayro$arru, Koropbre elrgsaurr nu6o

orcyrcrBrlerra hTERP, .ura6o ero rl{repoKcrrpeccuefi. llo AuuauuKe HaKorJreHr,rs 6ema LC3II,

MapKepa pasB,IrltLrs. ayro(farzu, noKa3aHo BJIH.IHLIe hTERP Ha oror rrpoqecc. Ha cleAyroqeivr

gTarle pa6orrr I{ccJIeAoBaJrcr craryc (loc(fopun[poBaHr,rr ocHoBHbrx KoMrroHeHToB cr{rHaJrbHbD(

uyrefi AMPK rE AKT, peryJrr.rpyorqrx rpoqecc ayroSaruu. Bru r{ccJreAoBau ypoBeHE

$ocQopunl4poBaullt noptAKa 10 6emon, BoBJreqeHHbrx B peryJrrrlurc ayro(farrEra, ua $oue

orcyrcrBl{t LIJILI rurrepgKcrrpeccnu hTERP, a raKxe npr4 r.rcnoJrb3oBaHr,rr{ MoAynrropoB

Mera6onrasMa, TaKLIx xar< IaHru6rETop rnrrKonuza2DG, HeAocraroK aMLrHoKHcror, aKTr{Barop

aKTHBHocru AMPK. K nau6onee spKI,IM s$(lerrau orHocr{Tcs yBerlFreHue B KJrerKax,

HorayrHbrx no hTERPT )poBHfl Soc{opunvponannoft $opurr AMPK, r<nro-renoft Krna3br

cllrHailbuoro rrytu AMPK. BrrseneHrr raxxe r.r3Meueur.rr n Qoc(fopuJrr,rpoBaHr{r{ Apyrr.rx

6enroa, BoBreqeHHbIx B peryJrrropHbre KacKa,qbr AMPK n mTORCl, rrro rro3BoJrrer c.qeJrarb

BbIBoA o6 yracruu hTERP B MoAyJItIIurr aKTr{BHocrlr grr.rx nyreft. Ha ourose [onfreHHbrx

AarrHblx rpeAnoxeHa MoAeJIb, coilracHo roropoft hTERP MoAyrr,rpyer aKTr.rBuocrs AMPK, .rro

BJILIter Ha [ocJreAyrouufi racxaA pa3Btr tvrfl, ayro(f aruz.

Mero4uvecxu pa6ora BbInoJrHeHa Ha BbrcoKoM ypoBHe, Ar{ccepraHT rrpoAeMoucrpr{poBan

Bna,qeHl{e MHor}IMH coBpeMeHHbMr{ MeroAaMr{ MoJreKynapnofi 6uoloruu, BKJrroqa.rr

KJIoHI,IpoBaHLIe, peAaKTupoBaHr,re reHoMa, pa6ory c KreroqHblMvt lrunvrflvrvr. necrepu-6lor



aHaJra3 6enron, r,rMMyHooKparrrvrBanvre, onpeAeneHl4e aKTI,IBHocrrr reJroMepa3br, crarr,rcrl,IqecK[fi

anilJrr.r3 AaHHbrx r4 Apyrue. Bce ueroAu no4po6no l,r3JroxeHbr B coorBercrByroqeM pur3Aene.

B qeloru, pa6ora Hocr{T xapaKTep Syn4arvreHrulJlbHoro }IccJIeAoBaH}rr, coAepxr.rr 6omurofi

o6reu HoBbrx gKcrrepr4MeHTaJlbHblx AaHHbrx I,I ux noApo6nrrfi ar.aJrvrg, BbIBo.qbI KoppeKTHbI I4

noJrHocrbro orpaxaror nonyqeHHbre peyJrbraTbl.

3aueqanufl rro coAeplnaurrro Arrcceprallnn

B xo4e rrpoqreHrar pa6oru Bo3Hr,rKJrr.r cneAyroque 3aMeqaHr.rs:

B rercre coAep)Kr4Tcr MHoxecrno op(porpa$u-recxux omra6or.

HeyAauHo nu6paH (fopuar no,{ur.rcefi K pI4cyHKaM - reKcr or([opnrarHpoBaH no rleHrpy tI

mpu$r KypclrBoM, B pe3yxbrare qero noArrlrclr K HeKoropbrM pr4cyHKaM pacrrHyrbl Ha

HecKoJlbKo crpaHHu.

Pucyurn 27 u 29 coAepxar cJIIIITIKoM 6onruroft o6rervr AaHHbrx, rrro 3arpyAHter

corrocraBJreH[e gKcnepr{MeHTanbnbx AaHHrIX c rlx o[[caHr4eM B TeKcre. Errno 6r'r

qenecoo6pa:no pas6ur6 r,rx Ha HecKoJrbro prlcyuKoB, BbrAeJrr4Tb Ha pr{cyHKax rIBerHbrMII

paMKaMrr nau6oree rpKr.re e(pSerru, o6cyx4aervrbre B TeKcre, a raKxe 4arr rpalpu.recxuft

pe3ynbraT.

Kax o6rscHr.rm oAuHaKoBbre s(p$errbl HoKAayHa pr u.rrepoKcnpecc?rr{ hTERP Ha

(pocSopunupoBaHr.re HeKoropbrx rur,rrueuefi ?

Our.rcanue AaHHbrx rro rrccJreAoBaHlra ponu hTERP B MoAynrqprra uera6oruqecKlrx nyrefi

B KJrerKax U2OS Ha prlcyHKax 28 u 30 cnHurKoM KparKo, He coAeplrrrr noruresufi pI

cpanueur{r flx c.uaHHbrM[, [oryqeHHbrMLI Ha KJrerKax HEK293T.

fnana 2.5, roropafl nocBsrlena o6cyNAeHlrrc MexaHr,r3Ma AeficrsIEr hTERP B nepeAaqe

crrfHanoB AMPK-mTORCI, cJrr4rrrKoM JraroHrdrma. flpe4roNeHnas.Mo.4enb ne o6rscnger

Bce noJryqeHHbre AaHHbIe, ra 6ruo 6rr roruqno [peAJroxlrrb anbrepHarr,rBHble MoAeJII{.

flpe4uoroxeHo, rrro hTERP BJrr{f,er Ha B3ar,rMo4eficrnue AMPK u TSC2, oAHaKo Her

yra:aHufi Ha nsar{MoAeftcrsue hTERP c srI,IMrr 6erxarrrn. Bnomre AonycrlrMo, .{ro hTERP

oKa3brBaer BJrrl.rlHr,re Ha Bbllrlecrosrrlrre orHocrrreJlrno AMPK Mr,r[reHr,r.

Brrcra:annble 3aMeqaHvfl.HocflT peKoMeHAaremnufi xapaKTep r{ He BJrr{rror Ha rroJroxl,rrenbHyro

oueHKy pa6orsr B ueJroM.
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3arnroqesne

,{uccepraq}roHHafl pa6ora lllnsnuuofi Bumopnu JlruoeHbr <<Ponr 6elra hTERP B perynf,ulrfi

ayro([arnH) coorBercrByer Kp[ITeprr{M (n rorr.r rILIcJre rr. 9), ycrarroBneunbrM "lloloxenr{eM o

upucyxAeur.ru yqeHbtx crefleueft" (yrnepx,qeHo floctanosreu[eM flpanNrenrcrna PO or

24.09.2013 r. Ns 842 c lr3Menennfrrvr llocrauonneurafi flpanureJrbcrBa PO or: 21.04.2016 r. l',{b

335;02.08.2016r. J,.lb 748; or29.05.2017 r. Ns 650;20.03.2021r.Nt426;11.09.2021Jtr1539), a

citM AnccepranT HecoMHeHHo 3acJryxrrBaer rlplrcBoenar ucroruofi crerrenr,r KaHA[Aara

6[ororr.r.recKlrx HayK rro c[erlfianbnocrr,r 1.5.3 - <Monerylxpuas 6uonomn).

Orsus Ha ,{uccepraql,IoHHylo pa6ory lllnsnuuoft B.JI. o6cyxgeu r,r yrBepxAeH Ha 3ace4alnu

o6teAzsenuofo ceMr,rHapa npo(furrbHbrx na6oparopufrLlBP PAH (nporcron Jtlb 2 or 03.04.2024).

Pyronogurem na6oparopnn
gnllf eHeTI,IKI,I qeJIOBeKa Of YBH

?Incraryr 6rlonoruv pa3Br,rrr,rrr
urra. H.K. Kolruona PAH.
.u.6.u.

| 1933 4, Mocrna, Basunona, 26
Ter. +7 (499) 135-33-22
E-mail : allakalm@gmail. com

flo4nucs KanMrrros oit A.LI. 3aleprro,
y.renufi ceKperapb I4EP PAH, x.6.s.

Kamnrrrrosa Anra I4saHorHa

na Mapuna IOprenna


