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o(fuquamnoro on[oHeHTa

Ha Alrcceprarlurc Lllr-fluuHofi Burropnu JlrsosHrr

<<Po;rr derrca hTERP B peryJrflrlun ayro$arrrrr)>, rpeAcraBneHHyro Ha cor{cKanr,re yrenofi crereHr{
KaHAI,IAara 6ItonoruqecKlrx HayK rro crequaJrbHocrr4 1.5.3 - <<Morerylflpnafi 6raororus).

Arcryalrnocrb reMbr rrccJreAoBalrrrfl

I,IccreAosaHpre B.[IffnIauoft nocssqeHo ycraHoBneHr'rro poJrr,r 6enra hTERP B rrpoqecce ayrolparuu.

hTERP 6rrn orKpblr paHee pyKoBoArlrenruuqefi corrcKareJrbHr.rrlbr AoKropoM M.il.Py6qosofi s

na6oparopuu aKaAeMIaxa O.A.[oHIIosoft. Beror hTERP rBnrercr Heo6rr.rHrru. On KoAr.rpyerct

PHK-xorrauoHeHToM TenoMepa3Horo KoMrrneKca hTERC. Panee e na6oparopuu O.A..{ourlosoft c

pIrIonb3oBaHI,IeM MyraHTHbIx $oprnr hTERP 6lr'r;u nonfreHbr AaHHbre, yKa3brBarou[e Ha Bo3MoxHoe

yqacrlle gToro 6em<a B orBere KJreroK Ha crpeccoBbre ycnoBzx. O4nofi r,r3 TaKlrx crpecc peaxqufi

sBrrflercfl ayro(parnx, naxneftlrruft upoqecc KJleroqHoro foMeocra3a, HarrpaBnennufi na o6nonnenue

KJIeroqHbIx opfaHeJrJl, sa rcotoprrfi 6rrra [p]rcyxAeHa Ho6ereecKas [peMr.rr rro MeAr.r\uue sa20I6

roAy, rITo He roJIbKo sBfirocb nprrcHaHrreM 3acnyr npBoorKpbrBareJrr Ecunopu Ocyun, Ho r4

crllMynr,rpoBrrJro r,rccJre AoBaHufl e o6nacrn pr3freH[s ayro$arzu.

Crpynrypa u o6reu Arrcceprarlrr

Tercr AI{ccepraIII4LI cocrour rr3 orJraBlrenvrs, crrrrcKa coKparrleHl,rfi, nne4euur, o6sopa nl,ITeparypbr,

pe3ynbraroB u nx o6cyx4enur, MarepuilnoB I4 Mero.{oB, 3aKJIroqeHLIt, BbIBoAoB vr. cnrlcKa

Jrl4Teparypu. O6teu Aracceprarluu ll9 crpaur{rl, Mareprlan rlJrJrrocrpr4posaH 33 p}rcyHKaMr{. Cnr,rcor

nr4Teparypbr BKJrroqaet 200 rrcroqHrrKoB.

Honr.rsHa rroryqenubrx p$yJlbraroB, noJroxceHufi , nrrno4oB rr peKoMenAarluft

Aeropy BnepBble yAanocb noKa3arb ponr 6emta hTERP B perynrrrlnu ayroQarr,rH, rrplrBecrlr

npeAnonaraenarrft MexaHLI3M erofi perynfir\r4r4 14 co3Aarb gKcrrepr,rMeHTirnbHyro KreroqHyro JrtrHtrlo,

noArBepxAaroqylo rpancntqlrro reJroMepa-sHofi PHK .reronera. ,{nx onpeAeneur{r KoHKperHbrx

cllfnanbHbrx nyrefi 3arpalprBaerrarx hTERP 6rutu co3AaHbr Jrvtnvrv KJreroK dhTERP Ha ocnoBe

HEK293T c Aenequefi, nsrn HyKneorLrAoB B Haqane ORF (ttuuux HEK293T dhTERP) ryreM

reHoMHoro peAaKTl{poBauvrs. CRISPR/Cas9 o6olrx arrerefi, u Jrvnnn KJreroK, sKcrrpeccupyrcrur4x

(HEK293T) r.rnr.r He oKcrlpeccrpyrouux renoMepa3y (U2OS) 
: 

Koropbrx AorrorrHrlrerrbHo

oKcrlpeccupoBilJll{ hTERP c HA-rerou. ltls co3AaHr4r KJreroqnbrx rrulruit c oKronraqecrofi

oBepgKcnpeccuefi 6enrca collcKareJleu 6rrna I4crIoJIb3oBaHa cr{creMa Ha ocuoBe rpaHcno3aerr Sleeping

Beauty. Cos.{aH[e grllx KJIeroqHbIx I{HcrpyMeHToB rlo3BoJrr.rno aBTopy ycraHoBr4Tb, qro 6elox hTERP



IIpI,IHLIMaeT flacTlle B perynsqllu rpoqecca ayTooaluu u npoBecrr,r cpaBHeHr,re rpo(bunt

$oc$opr.InupoBarlls AeBsrI,I piBnI,IrIHbD( KI/tHEr3, BXoAflIrIux B cr,rrHaJrbHbre nyrr,r, perynupyrcrqne

aytotfaruro. 9to6rr orpeAenvrb Bo3Mo)KHbIft Iraexanusra Aeficrsus hTERP coucKareJreu 6rrn

npoaHaJILI3I,IpoBanu npo(funr (poc(fopunupoBaHl4s 6enxos crrfurrJrbHbx nyrefi AMPK u AKT, n

KJIerKtx ATIKoI'o rLrna, ge$uqnrurx no hTERP lI oBepgrcrrpeccupForqnx hTERP B ycnoBr{rx

oTJII{qHbrx OT cTaHAapTHbIx LI oKtl3blBaloqllx BJII,IIHI{e Ha npoqecc ayro([arr.rn. B .qasHoft pa6ore

6rrm.r nrr6panrr ycnoBurr ranru6uporaHlrr rJrkrKoJII43a, Bbr3BaHHbre o6pa6orrofi xleror 2-DG (2DG

flBlrflerc . rpor,r3BoAHbrM rJrroKo3br r,r [pr4 Soc$opunrapoBaHr{r{ reKcoKr,rHa3oit 2 olpazyer 2DG-

$oc(far, roroprrft He Moxer 6rrrr ncnoJlb3oBaH n 4anrneft[rrrx grarrax fnrlKoJrrrca. flponcxo4ur

HaKorIJIeHIite 2DG-Soc$ara, rITo [puBoAI4T K Iauru6uponaHl{ro reKcorr,rHrr3rt 2 u, KaK cJreAcrBpre,

Irpol{cxoAr4r raHru6npoBaH}re rnrrKoJrr,r3a r,r cHraxeHr,re coAepncaHus ATP. Hprgrzfi yponeur ATP

IrpI,IBoAr{r K aKT}rBarl}rn AMPK, crr,rMynrrlrdu ayro(farurnuurrru6upoBaHr4ro cr.rHTe3a 6enra.).

Ha ouronanuu rpoBeAeHHbrx eKcrreprrMeHToB cAeJIaHhr BbrBoAbr o6 yracruu hTERP B peryJrrrlupr

curHaJlbHoro nyrll, orBercrBeHHoro 3a orrpeAeneHl{e sHepferr.rqecKoro craryca KJrerK}r. Ae$Iaqr.rr

hTERP ilpLIBoAI,Ir K aKrI,IBaIIun 6uocr,ts:resa 6ema (nonrrnreuuoe Soc(fopunlrpoBaHre p70S6Kl u

4E-BP1) c oAnofi cropoHbl I{ K aKrr{Ballur.r ayro$aruu (uonurueHHoe (foc(fopulupoBaH}re ULK1 no

Ser 555) c 4pyroft cropoHrr. B pa6ore npuBeAeHbl AaHHbre o Bnlr{Hr{r.r hTERP na (foc$oprrnr4poBaHr.re

Hllxecrotrqux MlrrreHefi mTORCI - ULK1_S757, p70S6K1 u 4E-BP1. Bce snmecKa3aHHoe

rlo3Bonter coplcKareJrlo npeArroJrararb fracrl{e hTERP B perynrrlrarir curHaJrbHofo [yrr4 mTORCl.

llonyreHHrre p$ynbrarbr noAKpenireHbr rrocJrelneft ny6nuraqueft B.JI. Illrsnrurofi, n roropoft

rloKa3aHo, qro Aenequs HyK[eorHIoB 184-188 rerouepasnoft PHK qeJroBeKa, r.rHaKTuBr,rpyroqarr

orKpblTylo paMKy cqr,rrbrBaHur hTERP, He BJrHrer Ha $ynrquoHr4poBaHr4e renoMepasn. Bce e(p$erru,

ua6mogaeuble B KJlerxax dhTERP HEK293T, BbI3BaHbr HMeHHo orcyrcrBr,reu 6elra hTERP, a He

IasMeHeHHIMI,I n $ynnqr,roHr,rpoBaHr,ru renoMepa3br, TaKunr o6pasou, Bce onucaHHhre Bbrrrre

sKcrrepr,rMeHTpbr rronyqarcT AonoJrHr,rrenbHyro o6ocHosaHHocrr.

Crenenr odocnoeaHHocrlr [r AocroBepHocrn noryrlenHbrx noJlolceHnfi u nsrnogor

,{octonepnocrb, crenenr o6ocnoBarlHocrl,I Ha;nrHblx noloNenr,rfi, BbrBo,qoB I,r peKoMeHAaIIufi se

BbI3bIBaer counenufi Bce aro [oATBepxAa€Tcs Boclpor,r3BoAuMocrbro grcnepr,rMeHToB vr

crarlacrl,Iqecrofi o6pa6orroft AaHHbrx. llpone4eHubre arcnepuMeHTbr coorBercrByror rrocraBJreHHbrM

IIenf,M vI 3aAaqaM. Pesymrarrr rronf{eHbr Ha coBpeMeHHoM HafrHoM o6opygonanuu u c

rIcrIoJIb3oBaHI,IeM peaKTlrBoB, IIpOII3BeAeHHbTX BeAyIqrrMI,I MI{pOBbIMI,I KOMrraHr,rrMr,I.



Hayruo-npanTrrrrecKafl 3HarraMocrb troJryrrerrnbrx AaHHbrx

Hecuorpr Ha ro, uro pa6ora Hocrrr $yn.qarnreHranrnrrfi xapaKTep, nonyqeHnbre pe3ynbrarbr

HecoMHeHHo 6yayr noJIe3HbI npu I{3freHr4r,r paxonofi rpanc(foprraaqnu KJreroK,

ueftpo4ereHeparl,IBublx I43MeHeHuft u gpyrl,rx flaroJrornqecKr,rx flpoqeccax, B Koropbrx lpoqecc

ayro([aruu rrpaer naxneftmyrc ponb.

Jlu.rHrrft Bxna.r aBTopa orpaxeH B aBTopcrBe ocHoBHbrx uy6.naraqnft no reMe Ar.rccepra\vtrkrHe

Bbl3brBaer cotunenufi.

3aDreqaunrr

B xo4e nporrreHr,rr pa6orrr Bo3Hr{KJrr,r cneAyroq}re 3aMesaHr{r:

1) B rercre npprcyrcrByror op$orpa$avecrue ourn6xra.

2) B rexcre Bcrpeqarorcfl, crvtrptcrvtrrecKr,re Heroquocrrr r.r xcaproHr.r3Mbr.

He AocraroqHo r.rccre,{oBaHbr cneAyrou1ue Borrpocbr :

3) Bilrsuueet mr 4o6auenne HA-rera r hTERP na npo$uns SocQopnnprpoBaHr.rr 6enrcon

cr,rrHzrJrbHbrx nyrefi ayro([arnr,r?

4) Ecrs rua IBMeHeHII{ u (fynrqr,roul,rpoBaH}rr{ TenoMeprBhr rrocne BHeceHr,rr HiBiT tera?

BrrcKasanHble 3aMeqaHvfl,laocflT peKoMeHAaremHrrft xapaKTep r,r He BJrr{rrro'T Ha rroJroxr,rrenbuyro

orIeHKy pa6oru B rlenoM.



3arc;rroqenne

.{annoe lrccne,uoBaHvIe sBJrsercx pa6orofi, n roropofi pemeHa aKTyanbHair 3aAaqa - vrccJreAoBaHue

{yHrquoHanrnofi ruero.IHoft MoAeJIH LI gKcrIep}rMeHTaJIbHoe AoKa3areJrbcrBo Ha ee ocHoBe ponn 6ema
hTERP B perynrrllru ayroSaruu.

,{uccepraquoHHas pa6ota Illrsuunofi Buxropura JlrnosHlr <Ponr 6enxa hTERP B perynsquu ayro$arun>
coorBercrByer KpllTepnxu (n roM rrr.rcJre fl. 9), ycraHoBJreHHbrM "flororcenr.reM o rrpucyxAeHr.ru freHbrx
ctereHefi" (yreepN4eno flocranoBJreHraeM llpanr,rrenrcrsa PO or 24.09.2013 r. J\b 842 c r3MeHeHurflMvr
flocranoereuufi flpanlrrenbcrBa P@ or: 2I.04.2016 r. Ns 335; 02.08.2016 r. J\b 748; or29.05.2017 r. J\b 650;
20.03.2021 r. Ns 426; 11.09.2021 ll!1539), a caM AllccepraHr HecoMHeHHo 3acnyxr.rBaer npr.rcBoeHr.rt
ucrcoruofi cre[eH]I KaHA]IAara 6uonorrrecKllx HayK no cneq]rurJrbHocrr.r 1.5.3 - <Molerylflpnas 6l,ronorr.rsD.
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