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Tepa[l.ru>), rrpeAcraBJreHHyro Ha corrcKaHrle yueHofi crerleull AoKTopa

duo.nornqecKlrx HayK no c[euuaJrbHocrlr 14.01.12 - oHKoJrorrlfl

Arcrya.nrHocrb reMbl

Tap reurax unu ql,rroro Kc laqe c Kag. xvrMr4orep an LIfl tB JI.f, ercr o.qHI4M I4 3 o c H o B HIIX

KoMrroHeHToB Tepanuu 6onrruraHcrsa oHKoJrorI,IqecKLIX sa6ouesaHufi. [eficrnue

TaprerHbrx xkrMuoreparreBTr,rqecKlrx [penaparoB HanpaBneHo Ha cneqnQraqecKne

MoneKynrpHbre MlrrrreHkr olyxoJreBofi rrerxu. ?ru areHTbI eSQexruBHbI JII4IITb Ant

ge6olrurofi Y.acru oHKoJIorLIqecKI4x rIauHeHToB,

I4MCIOTC.g COOTBETCTBVIOIUHE |CHCTI4qECKLTE

B KJIETKAX onyxoner4 KoTopbIX

f enororcHqecKllea0epparlulr.

xr.rMr4o[pe[aparbr rrepBoro noKoJreHlrr 4eficrnylor Ha nce 6rrcrpo Aentlrluec.fl KJIerKI4,

B pe3yJrbrare rrero rtpovcxoArar ru6erb KaK orryxoneBblx, TaK LI HopMzuIbHbIX KJIeroK

aKrr4BHo upolnQepr4pyroryux manefi. 3ro o6ycnanrurBaer pa3Br4Ttre no6o.IHrtx

e$$erron, a raKx{e B rrpoqecce KJroH€rrrrHofr oBoJrrcrlur4 orlyxonu Moxer rIpI,IBoAI4Tb K

feHerr{qecrofi necra6ulbHocru, srrcoKofi Myrar{HoHHofi usNaeHrll4Bocru o[yxoJIeBbIX

KJreroK ra or6opy pe3lrcreHTHbrx K Tepalurr KJIoHoB. Pagslrrve pe3l4creHTHocrl4 K

[pLrMeH-rreMbrM rrpelaparaM flBrrflercfl, o.{nofi kr3 san6oree cepbe3Hblx upo6neu

coBpeMeHHoI4 xLr Mr4 orepanulr.

Heo6xo.qr{Mocrb [peoAoneHr4fl no6o.rHrrx eSQercroe rtpu [pLIMeHeHI4I4

npenaparoB nplrBena K pa3BLrruro raxofi Mo,{urJrbHocrrl xou6vnupoaannofi

xr4Mlroreparrvrvr, npu roropofi rroMLrMo ocHoBHoro repaneBTuqecKoro cpeAcrBa

ucrlonb3yroTc.'I aAbroBaHTHbre afeHTbr, rro3BoJr.flrollll4e yBenr4quTb repaneBTu'recrcuia

r,rHTepBaJr Anfl ocHoBHoro npenapara, uz1npare.rrbHo ycvnvrrb ero 4eficrnue Ha

o[yxonb.



Honrru v aKTyanbHbrM HarrpaBneHueM ycoBepIUeHcrBoBaHI4t

rcou6usupoeanHofi xr4Mr4orepailLwr {BJr.rrera-s ncrIoJIb3oBaHI4e MaJIrIX [HK-rpoIIHbIX

MoJreKyJr, B3ar,rMoAeficrnyroulr4x c AHK He KoBaJIeHrHo, a 3a cqer o6pasoBaHvrfl.

BoAopoAHbrx r,r BaH-Aep-Ba€urbcoBbrx ce.flseft. Tarue coeAI4HeHHs cnoco6Hbl Hapylxarb

[apaMerpbr .qyrrneKca AHK vr BJrulrrb Ha ero rz6xocrr, r{To rIpI4BoAI4T K

MoAynr4poBaHr4ro aKT?rBHocrlr 6olruoro -rtr4clra Seprvrenron naera6onzsN,Ia AHK.

CyuecreeHHo, rrro HeKoropbre v3 3Tr4x BeIIIecrB o6laAaror BbIcoKI4M

npornBoonyxoneBbrM rluTocrarr4qecKr,rM rroreHIIrIaJIoM, 6naro4apfl, vrx cnoco6nocru

rzHru6uponarr aKTHBHocrb rorror,r3oM€pB, rIporeI,IHKlz'r.a3, ceplIH-TpeoHI4HoBIIX

Kr4Ha3. [pyrne coeAr,rHeHuq AeMoHcrpr,rpyror aHTI4KaHIIeporeHyrc aKTI4BHo crb vr

cnoco6Hu fipeAorBparrlarb pa3Br4Trre onyxoreft B gKcnepI4MeHTe in vivo. Ovenu4Ho,

qro Manbre [HK-rponHbre MoJreKynbr o6raAaror IUI4poKI,IM cneKTpoM 6uororu'{ecKux

arrznuocrefi, oAHaKo .{aHHbre o6 DTr4x eS$exrax BecbMa pa3po3HeHHbl vr

SparrraenrapHbr. Panee He npoBoAr{nocb aHarru3a BIrnflleufl. MaJIIIX [HK-rporIHbIX

MOneKyn Ha xpoMaTr4H, He r4ccneAoBaJrlrcb MexaHr43MbI BJII,IflHLIfl Ha oeIKI4 aKTIZIBAIIIdVI

penaparlutr, KoMfrJreKcHo He aHaJwr3HpoBanl4cb I,IX IIOTeHqI,IaJIbHat KaHIIepOfeHHa.fl

orlacHocrb, He vrgyqanvcb MexaHr{3MbI aHTl4KaHrlepoferisofi aKTlIBHocrIr.

Taxnu o6pa:ona, [3yrreHr4e MoneKynf,pHbrx MexaHI43MoB aefr.crsufl, MiuIbIX

[HK-rporrHbrx MoneKyJr npe.qcraBJrrercr aKTy€urbHbrM KaK B IIen-tIX 'IIoBbIIueHI{t

pe3ynbTaTHBHocTr{ xI4MI4OTepaIIeBTI4rIeCKO|O JIeqeHI4t 3nOKaqeCTBeHHbIX

n o no o 6p as ouauuit, TaK r4 4nr npo Q ulraKTkrKvr KaH IIep o reH e3 a.

CoqepxcaHrre Ir 3aBeplleHHocrb pa6orbl

lzcceprarlrzoHHar pa6ora r43JroxeHa na 266 Jlllcrax MaIrII4HotItIcHoro reKcra,

cocrol{T I43 BBeAeHux, T uIaB, 3aKJIIoqeHI{q, BbIBoAoB, cfII4cKa nnTeparypbl, crII4cKa

coKparrleHuiru 8 npunoxeuuit. Cuzcor nvreparypbl BKnroqaer 275 ucrot{Hl4KoB, I43

Koropbrx 18 
- 

orer{ecrBeHHbre u 257 - 
eapy6exHble. Terccr I4nnlocrpnponan 40

ra6ruqauu u 81 pncynxona.

Bo <BeeAeHIaH>) no4po6Ho rIpeAcraBJIeHbI Bce rpe6yevrue IIo3I4III4I4:

o6 ocno eaHa aKTyaJrbHo crb zccneAoB auuit, rrpur 3BaHHbIX peruurb uI Me]ouvrecfi. e sroll



o6nacru upo6nerurr, c$opvrynrlpoBaHbr rlenb v 3a4ar4r4 LrccneAoB aHufl , o6rerrrasHo

oIIeHeHbI efo HayqHar HoBLr3Ha H IrpaKTLIrIecKa.f 3HaqraMocrb.

Cre4yer orMerr4Tb HeKoropbre oco6ennocru crpyKTypbl npeAcraBlreHr4fl

MaTepr4€LnoB r{ zx paclpeAeneHr.rr rro fJraBaM, cofJracHo rrpeAJro)KeHHofi aeropolt

MeroAonorur4, rITo He rlporlrBopequr o6ulenpnH.{TbrM rpe6oaanvflM v aAeKBarHo

orpaxaer noJrf{eHHbre AaHHbre. KaxAas H3 rJraB 1-6 co4epxur o6sop nI4reparypbl,

onrrcaHr.re pe3ynbraroB co6crseHHbrx uccre4onaHHfi, o6cyN4eHue [onyrIeHHbIX

pe3ynbraroB r4 cpaBHeHrre r4x c AaHHITMH Muposofi nr{Teparypbl

frasa 1 nocnrrueHa HccnenoBaHr.rro MexaHr43MoB B3alrMoAeitcreus,

ysro6opo3AotrHbrx Jrr{raHAoB c IHK vr r4x BrruflHvrfl, Ha crpyKrypy xpouarzna. B

o6eope nr{Teparypbr Aaercfl, xapaKTepucrvKa coe4raHeHHfi, ocytqecrBJltloql4x

HeKoB€L[eHTHoe cBr3brBaHrze c 4HK, kt vrx npraMeHeHlre B rlporl4Boouyxonerofi

Tepa[ur4. B .racrHocrr{, rrpr4BoAqrcr rrx crpyKTypbl, vcropufl. orKpbrrr4.rr, orll,IcblBalorct

MexaHI43Mu leficrnvg. v pegyJlbrarbl AoKnI4HI4qecKHX r{ KJrr{HLrr{ecKI4x rlccneAoBauuir

lpenaparoB 3Toro KJracca. B rJraBe 1 npunogxrcx opr4rr4HanbHbre pe3yJlbrarbl

co6crnenHbrx LrccJreAoeaHlrfi clrKBeHc-cneqraSnqHocrra y:xo6opo3AorlHblx nI4raHAoB

(yFJI), ux cnoco6nocru uHrz6nponau rorolr3oMepa3y I, BIruflHnfl, yEJI Ha

crpyKrypy xpoMaruna14 Ha rroKaJru3arluro cy6re4unrzq SSRPI u SPTl6 rucrouoBoro

uanepoHa FACT B f,Ape. Anropy yAzlnocb rroKa3arb, r{ro uorrrnMo o6qefi AT-

cuequ$uuHocrr4, KaxAar r{3 MoJreKyn LrMeer csofi npo$nnr B3ar4MoAeir.crsufl. c,{HK,

4u KypaKcr{Ha 6rrru BbrrBJreHbr orrpeAeneHHbre clrKBeHcbr AHK, K KoropblM 3Tor

areHT uau6oree rporreH. Taxxe 6rrro ycraHoBneHo, rrro ysxo6opo3AotlHble JIVTaHAbI

BJrr{rroT Ha crpyKTypy Lr npoqeccbr KoMrraKTr43a\vn xpoMarl4Ha, BbI3bIBa.g

r4cKJrrorreHne nr4HKepHoro rlrcroHa H1 tEs xpoMarlrHa H penoKanrl3alll4lo fl,IcroHoBoro

ruanepoHa FACT.

B rrase 2 ayrop orrrzcbrBaer BJrHrHr4e YFJI Ha uonu(A[@-pra6osa)-uorzuepa3y

I (PARP 1), BoBJrerreHHyro B rpoueccbr peilaparlurr npr{ xr4MLIoreparvvr. O6sop

nr4Teparypbr srofi rJraBbr rrocBf,uleH cevreficrny 6emos PARP: vx crpoeHl4lo,

cnoficrsaM H poJrr{ B npoqeccax x{H3He.qe.rrreJrbHocrr{. B p€BAene co6creeHHrrx

pe3ynbraroB orrucaHbr gKc[epr4MeHTbr rro Lr3yqeHrrro BJrr4flHvrfl. yEJI Ha aKTI,IBHocrb



6erra PARP I in vivo u in vitro. Taxue HccneAoBaHvrfl. rlpoBoAl4nrrcb BnepBrte. B xoAe

pa6 orrr y.qano cb ycraHoBr{rb r{ rrpoAeMoHcrpl4po Barb, .Iro AT-cnequ$rauecKue AHK-

rponHbre coeAr4HeHr4{ croco6srr uurra6zponarr in vitro w, in vivo [HK-sanucl,IMyro

aKrr4Barlr{ro Sarropaperapaquz PARPl nyrevr pa":o6rqenvrfl.cBfl3vr $eprraeura c [HK-

aKTrrBaropoM rro KoHKypeHTHoMy MexaHr43My. TarNe 6rtno rloKa3aHo, tITo rrpv

geircrnun HeKoropbrx [HK-rpolHbrx areHToB npoucxoAl4T HcKJIrorreHI4e PARP1 ns

3c}H KOHAeHCT4pOBaHHO|O reTepOXpOMaTr4Ha, qTO IpI4BOAIIT K peaKTI'IBaIII4LI

3KCnpeccHr4 Morr{arrlHx peTpoTpacrro3oHoB, r{HAyIIupyrcqI4X npoa[onToTl4r{ecKyro LI

aHTr4rrp oJrz Q ep arr,rnHylo aKTI{BHo crb.

fnana 3 uocssqeHa r43yr{eHr{ro BJrr4f,nr,rq YEII Ha srlureHerurlecKylo perynf,urrrc

sKcrrpecculr reHoB. O6eop nr,rreparypbr AaHHofi rrtasrt BKrloqaer s ce6fl. oIIucaHI4e

MexaHr,r3MoB 3rrr4reHeru'{ecxofi peryn{rlr4r4 3Kcrlpeccnrl reHoB. llepea.a qacrb c

pe3ynbraraMr4 co6creeHHbrx LrccJreAoeaHr,rfi BKrroqaer orIIacaHI,Ie oKcIIeprIMeHToB rro

paspa6orKe r,r BaJruAarJvrvr recr-cucreMbr Antr aHaIrr43a grll{reHerlzqecrofi aKTrIBHocrI4

xceuo6uorr{KoB. Bropax qacrb [ocBrrrleHa MexaHLI3MaM sfll{reHerl{qecKoro geitcr,nux

yEtI. Eruo noKa3aHo, trro norynqrlur KireroK HeLa, Hecyqaq perpoBl4pycnrrfi

BeKTOp C 3rrr,rfeHeTr4r{ecKH penpeccHpoBaHHbIM perlopTepHblM feHoM 3eJIeHOfO

SnyopecqeHTHoro 6elra GFP, flBrrfl,ercfl. aAeKBarHoft recr-cucreuofi An-s cKpI4HI4Hra

xr4Mur{ecKux coeArruenufi Ha crroco6uocrr peaKTr4Bl4poBarb 3KcrlpeccuIlo reHoB. llp"
r{ccneAoBaHm yEJI 6rrlo npoAeMoHcrpr4poBaHo, rITo 6omutuncrso u3 HHX

oKa3brBaror cyrqecrBeHHoe BrruflHne Ha npoQunr Merl{nl4poBanr4fl. AHK vr

vro4ra$urarJr4vr rrlcroHoB, TaKr4M o6pa:ovr MoAynl4pyt aKTHBHocrb rpHrIZHHo

3HAIIHMbIX B IIJIAHE KAHIICPO|EHE3A |CHOB.

B ruase 4 ayrop Kacaerc.rr acrreKToB KaHrlepofeHHofi 6esonacHocrl,I MaJIrIX

ffiK-rporrHbrx MoneKyn. B o6:ope nr,rreparypbr npuBoAflTcfl, coBpeMeHHbIe AaHHbIe o

Tr,rfiax 14 MexaHV3Max HapyrxeHux ,,{HK, a raKxte no4po6uo orrrcblBaercq crparerl,lt

TecrlrpoBannfl. xceHo6raorr,rKoB Ha r4x KaHIIeporeHHyIo onacHocrb B KparKocpor{Hblx

Tecrax. Onucanue co6creeHHrrx pe3ynbraroB BKrlouaer anaIrr43 AaHHrIX rlo

uyrarennofi, pexou6r,rHoresuofi Lr 6racrouorenuofi aKTI{BHocrI4 yEJI. Bnepurte

yAanocb rrpoAeMoHcTpr{poBaTb, r{To, He npotBn.flt nyrareunofi aKTI,IBHocTkI,



HeKoropbre Marrbre [FlK-rporrHbre MoJreKyJrbr cnoco6nrr oKa3blBarb

pexorra6unoreHHoe 4efi crnze.

fraea 5 [ocBrrrleHa Lr3yqeHnro aHTrrKaHrleporeHHbrx ceoficrn Kyparcuua

C8L0137. B paMKax AlrcceprarllroHHoro t4ccneAoBaHus. B cpellHecporlHoM

gKc[epuMeHTe in vivo 6uro ycraHoBneHo, r{To gror arenr o6ra.qaer oLIJIIHrIMI{

aHTuKaHrIeporeHHbrMH cnoficrsaN4t4 v cHLrxaer 6oree qeM B 2 pa3a rlacrory

roflBreHr{.s psaa ouyxorefi rpv r4x HHAyKrIr4r4 KaHI{eporeHoM AMf. Ertno

npoAeMoHcrpr4poBaHo, rrro gro o6ycnannvrBaercfl, rIporLIBoBocrIaJII{TeJIbHbIM

4eficrnuel,r Kypaxcr4Hau efo crroco6nocrrrc uuru1upoBarb cr4rHamurrfi rlyrb WNT.

B uane 6 ouucHearorcf, gKcnepr4MeHTbr no r,r3yrreHraro nport4Boo[yxolenofi

aKTr4BHocru ysro6opo3AoqHbrx Jrr{raHAos. B pa6ore BrrepBble in vitro u in vivo

rroKa3aHa cnoco6nocrb AI4MtrHa3eHa yBenr{trLrBarb r{yBcrBnTeJrbHocrb orIyxoJIeBbIX

KneroK K Aeficreuro pflAa reHoroKcr4qecKLrx u raprerHblx npe[aparoB. Kpovre rofo,

6rl:ia ycraHoBneHa rrporrrBoolyxoneBa.rr aKTLrBHocrb AvrukrHa3eHa B orHorueHHH

capKoM MaTKH ra nuN,rsoM, a KypaKcr{Ha - B oTHoruelf'r4vr ouyxonefi rorcrofi KI4IIIKI4 H

CapKOM MaTKLI.

B rJraBe 7 rrpeAcraBJreHbr o6rerrrr uccneAoBaHnfl, MeroAonoruqecKl4e I4

MeroArrr{ecKue rroAxoAbr rrpv ocyqecrBrreHr4u HccneAoBanLrfl. Ona co.qepxl{T

orrr4caHHe MaTepr4€uroB vr MeToAoB, r,rcrroJrb3oBaHHbrx npu excnepuueHranrsofi

pa6ore. B xa.recrBe MeroAoJrorr{rrecxofi ocnoBbr r{ccJreAoBaHu{ 6snu I4cloJIb3oBaHbI

rounrexcHrrfi vr cucreunrrfi noAxoAbr c npr4MeHeHr,reM coBpeMeHHhIX $nsuxo-

xr4MuqecKux vr MoneKyJrrpHo-6raonofr{rlecKux MeroAoB I4ccJIeAoBaHLrfl, a raK)Ke

MoAenr4poBaHufl rrpoqeccoB orryxoneBoro pocra in vivo.

3arffo.reHne v BbrBoAbI rorurrHo BbrreKaror Lr3 coAepxaHufl, Ar4ccepralruvL

ocHoBaHbr Ha nonyqeHHbrx pe3ynbTaTax v rroJrHocTbro cooTBeTcTByIoT IIenI4 14

3aAarraM H c cJreAo B alIr4s'

Anrope $ ep ar rro c oAepxaHlr ro rro JrHo crbro c o orB ercrByer rvrc c epr arJuvr.

Tarzu o6pa:ovr, B xoAe pa6oru aBTopoM rronf{eHhr AaHHbre, rro3Bonsrcql4e

paccMarpuBarb M€rrrbre [HK-rporrHbre coe.{uHeHzq B KaqecrBe [epcneKTI4BHbIX

MoAyJrflTopoB Aeficrsus nporrrBoo[yxoneBhrx rrpenaparoB c rlenbro rroBbrllreHllfl



eSSerrranHocrl4 rlporl,IBoonyxolenofi Tepailr4u areHToB. cnoco6Hrrx

rvro4rESrEqupoBarb 4eficrane KaHrleporeHoB, c rleJrbro npoQranaKTI4KI4 KaHqeporeHe3a.

Crenenn o6ocnosaHHocrn HayqHbrx noroxeunfio BbIBoAoB rr

peKoMe H aa\uit, c$opuyl r po Ba H H blx B A rI cce pra IIU n

O6ocnoeaHHocrb HayqHbrx uoroxeuufi, BbIBoAoB 14 peKoMeHAaguit,

c$opnaynr4poBaHHbrx B Ar4cceprarluoHHofi pa6ore KnpcaHona K.IrI., o6ycloueHa

aKTyanbHocrbro npoBo.qr{Mbrx r4ccJregonauuit, KoppeKTHo c$opvryJlutpoBaHHofi qelrro

pa6omr u locrauoaxofi aAeKBarHbrx 3a.qaq, Koropbre AoJI)KHbI 6urr pelueHbl Ant ee

.ilocrrr)KeHus. Hay'rHbre rroJrolreHLrr Lr BbIBoAbI o6ecneqeHbl AocraroqHblM o6leuov

14 c cneAo B anuitr, o6 urrap no fi u e'roAraqe c xofi 6 azoit,, B KJIIoq alo rqeft e c e 6q

reHervqecKHe, enexrpoQoperllqecKHe 14 LIMMyHoxI4MI{qecKI4e

lrcrroJlb3oBaHue Ix?IpoKoro c[eKTpa MoAenefi in vitro u in vivo, vt

[onyqarb AocroBepHble pe3ynbrarbl, a raKxte [pzMeHeHLIeM

flolyveuurrfi Marepn€ul flBlrflercfl. AocraroqHblM Anfl

rrpeAcraBJreHHbrx BbrBoAoB Ia BbIHocI{MbIX Ha 3aIrII4Ty noloxeur,rfr .

crarlrcrHqecKr.rx [plrKnaAHbrx [porpaMM Anfl r<opperT}rofi o6pa60rxu AaHHbIX.

fnaeHofi rlenbro pa6orrr rBp{Jrocb HayqHoe o6ocHosanl{e [porl4Boonyxoneeofi

vr aHTurKaHrleporeHnofi arruBHocrrl,{HK-rpoIIHbIX MaJIIIX MoJIeKyJI,

Bar4MoAeficrnyroqux c y:rofi 6opos4xofi 4HK, vr I43yqeHI4e

MexaHr43MoB ux Aeftcrelr.f,. B pa6ore rloKa3aHo BlrvrflHlae raKl4x coeArlHeHufi sa

srrlrfeHerlrrrecKyro pefynrquro rpaHcKpHrrrlrll4, cBq3aHHyIo C nro4ra$ura\neit

rtrcroHoB kt Merlrnr4poBaHr4eM AHK, a raKxe o6ecne.IeHue LrMr4 ycnonufi 4lr
TIOBbIIIIEHI{' I{YBCTBI.ITEJIbHOCTI4 ONYXOICfr K XI4MHOTCPATICBTVIICCKHM TIPCNAPATAM.

HosnsHa pa6orur o6ycloueua ronyqeHueM HoBbIX AaHHrIX o6 e$Ser<rax

cnequ$raqecKlrx [HK-rpolHbrx coeArrHeHuir, vzaurvro4eftcrey]oIqvx c ffiK ysr<ofi

6opoa4rca, B orHorrreHr{u znrra6upoBanr4fl aKTrlBHocrH QepvreHroB penaparJvrvr,

MoneKynrpHo-

14ccJreAoBaHldfl.,

nossonqrctrleft

coBpeMeHHbIX

[ocronepHocrb

peKoMeHAarIuft

Soprr,rynupoBaHHt

HOBU3Ha HayrrHbIX IOJrO?I(eHHIr, BbIBOAOB

HCKOBANEHTHO

MOJreKynrpHbIX



BnHrroqzx Ha rrporBneHr4e rlr4TocTaTr,rqecKofi aKTrrBHocTr4 xHMI{oIIperapaToB,

Bo3Mo)KHocrLr peaKTr4Barlr4r4 feHoB Ha ypoBHe grrlrreHerraqecKofi peryraquz. Anropol,t

BnepBble ooo3HarreHbl [HK-rporrHbre eoe4vrnelaurfl, o6laAaroqne

rrporlrBoonyxoneBoft aKrusHocrbro u cnoco6Hocrbro nnrm5upoBarb KaHrleporeHe3.

BrrssreHrr coe.ql{HeHl4f,, cuoco6nue rroBbrruarb s$QeruzBHocrb raprerHblx vr

KOHBeHrIr4OHaJrbHbrX [pe[apaToB 3a crreT rloBbrrueHlrr t{yBcTBI4TeJIbHocTH

olyxoneBbrx KJreroK K rllrrocraruKaM. llpaxrzvecKa-s 3Harll4Mocrb pa6orrr

3aKrroqaerc-fl B rrepcneKTrrBe pa3pa6orru Mero,{oB rou6znuponauuofi xl,IMrIorepar.vr4

c LrcrroJrb3oBaHr4eM [HK-rpolHbrx M€Lrrbrx MoneKyn rnfl rIoBbIIUeHI4t

pe3ynbraruBHocrr,r JrerreHr4r. llonyuenu op?rrlrHaJrbHbre AaHHbIe o cnoco6uocru

r,r3yqaeMbrx coeAuHenufi nuru6uponam SepMeHr penaparlun PARP, r{ro orKpblBaer

rryrb x paspa6orKe HoBoro KJracca ero raHrur6uropon. Kpovre rofo, Ha ocHoBe

[onytreHHbrx AaHHbrx Moryr 6urr pa:pa6oranrr MeroAbr Anfl sKcnpecc oIIeHKI4

g rrr4 reHerra.r e crcofi aKTrrBHo crr{ co e.iluHeHzfi .

llonoxeunx, BbIHocI{MbIe Ha 3alrlrrry, rBJrtrrorcf, KBTlHToccenqueft noryqeHHblx

pe3ynbraroB, o6ocnosaHrr vr no.qrBepxAeHbr MHororrHcJreHHbrMH ra6r.utravn vr

prIcyHKaMI{, oTpilKaIoT KrIOrIeBbIe HayrrHbre AocTI{}KeHLIt

Syn4aueuTaJrbHoro 14 upr4xnaAHoro xap aKrepa.

Tarnu o6pa:ovr, pa6ora, [ocBqlreH Has. u3y,ueHllrc MoJIeKyn.f,pHbIX

pa6oru

MEXAHI43MOB

geitcrnux y:rco6opo3Aor{Hbrx nLrraH,qoB, npeAcraBJrsercr aKTyanbHofi rar B nJraHe

coBepIueHcTBoBaHkIt xI,IMI4OTepanuv oHKoJIofr4rIecKI4x TIaIII4eHTOB, TaK Ir B aCrIeKTe

upoSnnaKTLtKH SopvrzpoBaHr4fl.3JroKarrecrBeHHbx Hoeoo6pa:onanuit, BbIrIoJIHeHa B

coorBercrBr4rr co craHAapraMu MoneKynrpHo-6uonofr,rqecKrax I4ccJIeAoBauuit.

lllupoxufi crreKTp coBpeMeHHbx BbrcoKorexHoJrorr{rrHbrx MeroAoB I4cIIoJIb3oBaH B

pa6ore Ans pemeHur rrocraBJreHHbrx 3aAaq. Honrre AaHHbre, nonfreHHble aBTopoM,

cornacyrcTcfl. e r,rMerorrluv'uafl. n poccrzficrofi u sapy6exsofi rureparype orAenbHbIMtI

AaHHITMH rro r4ccJreAoBaHr4ro cnoficrn MaJrbrx [FlK-rporrHbrx coeAl4HeHzfi. Anropovr

npoBeAeH AocraroqHo floJrHbrfi u apryueHTr4poBasnufr aHalru3 lonyrreHHblx AaHHIIX

c vcnoJrb3oBaHr4eM ceeAeHzfi rro groMy Bonpocy B rvrnponofi nuTeparype.

,{ocronepHocTb [onyrIeHHbIX ,qaHHbIX o6yclaeluBaeTca^ aAeKBaTHbIM nu6opoira



MaTepr4€Lna v SKcrrepr4MeHT€urbHbrx MoAeJrefi, coBpeMeHHbrx TexHoJrofr{fi

rIccJIeAoBaHvIfl. H KOppeKTHbIM I4CIIOJIb3OBaHHeM MeTOAOB MaTeMaTI{rIeCKOfO AHaJIL43A.

,{u c cepra rJufl laafivrcana xop oruuM nnTeparypHbr M 13 brKo M, LrJrnrocrplrpo BaHa

6olruruu KoJrr4r{ecrBoM ra6twJ 14 pHcyHKoB. Pe:ymrarbr r,rccneAoBarruit

[pe.{craBJreHbr n 24 ny6,[rrKarlr{rx, B ToM rrr4cJre B BbrcoKo HMrraKTHbrx sapy6eNHrrx

xypHanax, o6cyxAeHbr Ha npeAcraBr4reJrbHbrx Me)KAyHapoAHux roHQepeHrlI4tx.

flpunqunrraJrbHbrx 3aMer{aHr4fi uo pa6ore uer. XoreJrocb 6H sa4arb Borrpoc [o cyrr4

npoBeAeHHorO LIOCJIeAOB aHvlfl'

Bonpoc

Ha ocHosa:nr4vr rronyqeHHrx Bauu AaHHbrx [o{cHr.rre, rro)K€uryitcra, KaKr4e r,r3

I43yqeHHbrx [HK-rporrHbrx MoneKyn .rrBJrrrorc.fl [epcrreKTlrBHbrMr4 Anr rroBbrrueHr4-fl

eQ$errranHocrn TaprerHbrx vrrvr KoHBeHrluoH€urbHbrx xr4MLr onpenaparoB.

3arrro.reHue

Taxuu o6pasovr, Ar{cceprarlrzoHHa-r pa6ora Krapcanona Kupunna I4ropeBr{rra

<Vaxo6opo3AorlHble Jrr4faHAbr B KaHrleporeHe3e H rrporr,rBoolyxoJrenoft repanvrr4>>

flBIrfleTAfl 3aKOHr{eHHbrM HayrrHbrM TpyAOM, B KOTOpOM ilonyrleHa COBOKY'HOCTb

lpoTr4BoorryxoneBofo vr

MoJreKyJr, r4x crroco6uocrn

$yn4aueHTaJrbHbrx AaHHbrx o MEXAHI43MAX

aHTI4KaHrIeporeHHoro 4efi crBur MaJrbrx [HK-rponHbrx

rloBblluarr eSSer<TLIBHocrb xr4Mr{oreparrr4vr, rrro orKpbrBaer HoBoe HanpaBJreHHe

pa:pa6orru [porlrBoolyxoneBbrx areHToB Lr MoAraouraropoB xr4Mr{oreparrHr4 Ha

ocHoBe HarlpaBnesuofi KoppeKrlr,rn gKcnpeccr4r4 vr aKruBHocrr4 Sepueuron

rr,tera6orusua lHK onyxoJreBofi xrerxu c noMorrlbro y:xo6opoAorrHbrx nraraHAoB.

B IIeJIoM, rro cnoefi aKTyanbHocrr4, HayrHofi HoBr43He Lr npaKTr4rrecrofi

3Haql4MOCTII pe3yJrbTaTOB, rrOnyqeHHbIX Ha COBpeMeHHOM MeTOAOnOflrqecKoM

ypoBHe, Al4cceprarlLroHHar pa6ora Kupcanona K.LI. coorBercrByer rpe6oeaHurv

<<floloxeHnfl. o rtpncylKAelr.vrn yr{eHbrx crenenefi), yrBep}KAeHHoro llocraHoeJreHlreM

flpanrarenbcrBa Poccuficxofi @e4eparJtrv J\b842 or 24 cenrx6px 20L3 r. (n pe4aKrlr{r4

IlocraHoBresufi llpanzrenbcrBa Poccnficxofi @e4eparJkrr4 or 2I anpenr 2016 r. JVs

33 5, or 02 anrycra 2016 r. Jtlb 748, or 29 vras 2017 r. J\rs 650, or 28 anrycra 2017 r. Jtls



1024 u or 01 orrx6ps,2018 r. J\b 1168), npeAb.rrBn.rreMbrM K AI4ccepraIII4.sM Ha

cor4cKaHr4e yueuofi creleHr4 AoKTopa HayK, a ee aBTop 3acnyx(vrBaer rlpl{cyx{Aerl.us.

y.reHofi crerreHr4 AoKTopa 6uonoru.recKlrx HayK rro crrelll4ilnbHocrl{ I4.0I.I2

oHKOJIOrl4.fl.

Aaro cBoe corJracrle na c6op, o6pa6orrcy, xpaHeHrle Lr repeAaqy repcoHuulbHblx

AaHHbrx B AlrcceprarlkroHHbrfi coser A 001.017.01 Ha 6a:e OfEy (HMI4II oHKorIorrII4

rarra. H.H. Eroxuna>> MzH:4pana PoccrzH.

OQnqua.nsurrfi orrroHeHT

[oxrop 6uonorzqecKr.rx HayK (14.03.03 -
rraroJro rr{qe cKar Q usnonorur),

npoQeccop (14.01 .12 - onrconornr)
rrn eH- Koppe cno HAeHr PAH, 3 aBeAyroq ax na6 oparc pzefi

MO JreKyUp HO r4 O HKOn O f r{V Vr I,jMMyH O Jrorr4r4,

3aMecrr4TeJrb Ar4peKTopa rro HayrHofi pa6ore

H ayqH o -r4 ccJreA o B aTeJlbcKoro uHcTr4TyTa o HKoJrof rrrr

Se4epanrHoro rocyAapcrBeHHoro 6ro.4Nernoro

HayqHoro ynpelKAeHu.s (ToMcxufi naquonamHrtfi
r4ccn eAoBareJrbcKr4fi ueAu q uucxuit peHTp

P o c cnfi crofi araAeu r4r4 Hayp) {4/*r-tle plruru eea HaA exA a B urrop o BHa

lloAnucr qneH-KoppecrroHAeHra PAH,

upoQeccopa 9ep4unqenofi H.B. 3aBeprrc

V.reHsrfi ceKperapb

$e4epamHoro rocyAapcrBe

OroAxeTHofo HayrrHoro yq

<<Toucxrzfi Harlnonamnrrfi
MeAr,rqlrH crcuit rIeHTp Pocc

KaHAuAar 6hororu.recKqx Ha HTpLTHCKat

@e4epanrHoe rocyAapcrBeHHoe 6roANersoe HayrrHoe

HarlnoH€urcsufi r{ccneloBaremcrnfi MeAr4rlprHcrcufi qeHTp

HAYK))

K>

OE,
Wpuua lOprenna

/3,d '/4J0
yqpexcAeHr,Ie <Toucxuft

Pocczficrofi aKaaeur4vr



634009, r. Tovrcr, nep. Kooneparr,rBHrrfi,4ou 5,

reJr. : 8(3822)5 I -3 3 -06;

e-mail : center@tnimc.ru;

cairc:: www.tnimc.ru


