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XLIMI{qCCKI,IX HAVK

,,{uccepralllloHHat pa6ora Morcpona fpzropzr Bna4znazpoBuqa

nocB.rruleHa anzaityy u cLrHTe3y HoBhrx SapnaaronorLlrlecKrr aKTLIBHIIX M€LIIIIX

opraHLrqecKzx MoneKyn. Teuarura pa6oru cBfl3aHa c ycuelrrHo p€t3BZBaIoqrIMI,Ic.l

Ha npor.rDKeHur4 pflAa ner Syn4aMeHT€rrrbHbrMLT 14 trpr4KnaAHbIMLI uccneAoB aHvrflMu

lepcneKTLrBHbrx luovequrllrHcKr4x z SapvrarleBTlrrrecKkrx rexHororufi". Taroro

poAa JreKapcrBeHHbre coeAkrHeHurr orreHb nocrpe6oBaHbl Alrfl. perxeHl4t 3aAaq

s o6racrz co3AaHr4q cpeAcrB Arr-fl reqeHl4t

kr cepAer{Ho-cocyArrcrbrx paccrpoficrn

n cv xuqe c rux s a6 or ena:r^uit, gnI{JI erl cHI{

B OfEHy "@I4II opLIrLTHanbHbIx 14
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3ApaBooxpaHeHvrfl., rrro rpe6yer paspa6orru HoBbIX MeroAoB vr rIoAXoAoB,



co3AaHr4ro KoTopbrx B 3HaqLrTeJrbHoLr cTe[eHH rlocB.fluleHo ALIccepTaIII4OHHOe

LrccJreAoBaHvre Morcpona f.B. Huxe paccMarpklBalorc.a coorBercrByloque

xapaKTep ucrvrKvr p a6 oru, rrp eAcraBlennofi K 3 aIrII4 Te.

AnryarrHocrb reMbl AuccepralllloHHoro rIccJreAoBaH tlq.

Hecvrorpf, Ha Ka)r(yuluircs ilporpecc n 6opr6e co MHorI4l4z sa6oreBaHvflMkr

B Mr{pe, KorLrqecTBo rraqueHToB rrpoAonxaeT HeyKJIoHHo pacTv, qTo TpeoyeT

pa:pa6orKlr HoBbrx rroAXoAoB K krx JleqeHr4ro v. oprIrLIH€IJIbHbIX eS$exrunnux

neKapcrBeHHbrx cpeAcrB. OAnznrpr LT3 caMbIX pac[pocrpaHeHHblx zaiotenauuil,

KaK B Pocczu, TaK Lr B MLTpe .flBrf,rorc-f, paccrpoficrBa IleHrpalrnofi uepnnofi

clrcreMbr vr cepAeqHo-cocyAzcrbre ga6onenaHrzs. Or HLIX crpaAalor 6olee

Mr,rnJrlrapAa rreJroBeK rro AaHHbrM Bceuupnofi opraHLI3aIIV 3ApaBooxpaHenvrfl.

flpu srorvr cepAeqHo-cocyAzcrue ga6oJleBaHut flBJrflrorcfl ocnosHofi lpz'rnnofr

cMeprlr B Mlrpe, a no AaHHuu <Bcenrupnofi Se4epaqul4 cepAIIa)) 3a rIocJIe4HHe 30

Jrer cMeprHocrb or Hkrx BbrpocJra sa 600/o. ,{onoluzrenrnrrfi or.arolqarorqzfr

BKJIaA B paCnpOCTpaHeHHOCTb VI Tfl)KeCTb TICI4XUqeCKLIX, HeBpOnorpIqeCKHX u

cepAerrHo-cocyAllcrhl paccrpoficrB BHecJIa naHAeMu.r COVID- 1 9.

Taruu o6pasov, KoHcrpyr4poBaHne, cLrHTe3 vr 3yqeHLIe HoBbIX MuuIbIX

Mo JreKyJr c . ncllxorp ounofi , nporl4Bo cyAopo)KH oit u KapAzorp onHofi

flBrrfleT c fl, aKTyanbHbIM Harlp aBJIeHHeM B c oBp eMeHHofi MeAuIIkI H crofi

Crpyrcrypa coAep?I(aHIre Arrccepraqnounofr

luccepralluoHHa.r pa6ora I{Meer AocraroqHo TpaALIIIVoHHyIo

cocrolrr Lr3 BBeAeHux, o6sopa Ha1..rHoft nureparypbr, o6cyx4envt non1^{eHHblx

pe3ynbraroB, gKcrrepLrMeHT€rnrnoft -uacrv\ 3aKJIrorIeHI{q, BbIBoAoB, npaKTl4qecKrrx

peKoMeHAaryuir, c[trcKa coKpauleHui1 crtucKa LTclroJlrsyeuofi nlTTeparyprt (611

nLrreparypHbrx ccbrJroK Ha uy6nuxaqLrr4 oreqecrBeHHblx Iz aapy6exHblx aBTopoB).

O6qzfi o6reu ALrcceprarlr4rr cocraBlrfler 42I crpaHurly, BKJIroqat 34 la1r'ullbl LI

124 pucynrca.

AKTI4BHOCTbIO

xvrMuu.

pa6orrr.

crpyKrypy Lr



rroAxoAa npLr

AKTI4BHOCTbIO.

Bo nneAenuu o6ocHoBaHa aKTyzrJrbHocrb, a rarcI(e c$oprraynlIpoBaHbl Ilenb

u 3a1arvr AlrccepraqHonnofi pa6oru. Kporr,re grofo, Bo BBeAesun o6ocHoBaHa

HayqHa.f, HoBLr3Ha rrpoBeAeHHbrx nccneAoBaHvIv\ Hx opkIfllHanbHocTb, KaK v

Te op eTLIrIecKar v IIp aKTLITIe c Ka{ 3H aqI4MO CTI4.

[epear rJraBa rrpeAcraBrrfler co6ofi nLrreparypurrfi o6sop, B KoropoM

paccMorpeHo coBpeMeHHoe cocro-sHr4ur HayKr4 B o6rractu o6rerron

Ar4cceprarlr4oHHoro rlccJreAoBaHprfl.. O6rop BKJlroqaer B ce6s, qerblpe pa3Aena.

flepnufi nocB.luleH orlvcaHl{ro coBpeMeHHbIX rIoAXoAoB K guzafiny

rroreHrlz€urbHbrx 6uororn.recKn aKTLrBHbrx coeALIHeHuit. Bo BTopoM npLIBoA-flTct

AaHHbre o 18 r{a rpaHcnoKaropHoM 6elre, ero crpyKrype, Qynxqurx. llo4po6no

rrpoaHaJrlr3lrpoBaHbr LrcnoJrb3oBaBrnvecfl B ApyrLTX na6oparoptrflx rIoAXoAbI K

KoHcrpyr{poBaHrrro JrLrraHAoB srofi 6uouzrueHu. B rperbeM pa3AeJIe B

xpoHonorLrrrecKoM noprAKe npLrBoAurrc{ orIbIT LlcrloJlb3oBa:n:afl. QaprvraroQopHoro

Ko Hcrpyr4 p oBaH:zrz Be IrIe crB c rloreHllzalrHofi np orl4Bo cy.u op oxHofi

B rrerBeproM pa3AeJIe nzro6:opa co6panrt cBeAeHI4f, o

MOJIEKVJIAX C KapALrorpouHofi AKTLTBHOCTbIO

xapaKTeplr3yroquecfl. pa3nvrqHbrMlr MexaHI,I3Martu A1itcrBnfls c yu€rou Koropblx

Mor<pona f.B. 6rrna BbrABLrHyra rkrrrorega o6 (yHLIBepc€uIbHoM duapov'arllqecKoM

QaprvraroQope)).

Bropar rJraBa coAepx<t,rr o6cyx4eru4e rtortyqeHHblx pe3yJlbraroB I,I cocrollT

ns rpex .racreft. Onu lorn.{Ho o6ocHoBhrBarorc.l coorBercrByloqvMLr pa3AeJraMLI

nr{TeparypHoro o6:opa, Marepr{anbr Koroporo HerlocpeAcrBeHHo 6stttu

LrcrroJrb3oBaHbr B guzairue coequuoautr1 BnepBble cIlHTe3LIpoBaHHbIX n pa6ore

Morpona f .B.

rrpeAcTaBJreHbI

ncLrxorpornofr

Bo nropofi

B uepnofi uacrv o6cyx4eHzr uon) IeHHbIX pe3ynbraroB

SapvrarcoQopHoro rroAxoAa K co3AaHlrro BerrlecrB pa3nLIqHbIX rpyrn c

aHTr4grrzJrelrlrqecKofi arrusHocrbro. B rpeueit qactu pac MorpeHbl ALI3airn u

cLrHTe3 HoBbrx crpyKTyp pflAa lvtcaputazaarlKaHoB, Koropble 6l';'tm [peAno)KeHbl c

6uapovarzqecKLrx

AaHHbIe IIo KoHcTpyI4poBaHI{rc' CzHTe3y 14 LI3f{eHLIIo

aKTLrBHocrrr HoBbIX JIHTaHAoB 18 r,{a rpaHcnoKaropHoro 6elra.

IIACTI'I IPOAEMOHCTPI,IPOBAHO YCIIEruHOE NPI{MEHEHLIE



IIpI{MeHeHLIeM

QapnaarcoSope

e$QercrunHocrb B )KrIBorHbIX MoAeJItx.

Tperrn rJraBa coAep)KI{T gKcuepllMeHT€ulbHyro qacrb,

oIrI4CaHLIe CLIHTeTLIqeCKLIX MeTOAI4K,

coe4ranenuft, pacrrerHblx MeroAoB

rzc[oJrb3oBaHHbrx B Hacro.aulefi pa6ore.

O6crosreJrbHo Lr rrrlarenbHo rrpoBe4ennufi aHaJrLr3 nl4TeparypHblx AaHHIIX

rro3BoJrr{Jr aBTopy nrr6parr ocHoBHbIe HanpaBneHz.f, cBoero LIccJIeAoBaHVs, Lr

o6ocnosarb klcrroJrb3yeMbre MeroAbr Lr rroAxoAbr. I{enu u IIoJIo)KeHVfl, pa6oru

3Bf{ar cneAyroqzu o6paroru.

[|e.rrr pa6oru co3AaHI{e HoBbIX xLTMLITIecKLIX coeAzuenufr

noreHrlz€ubHbrx neKapcrBeHHbrx cpeAcrB c rrclrxorponuofi, [porzBocyAopoxHoil

u KapAlrorpouuoft aKTI,IBHocrbro.

Ha saqnTy BblHocqrcq cJleAyroune rloJro?KeHuq:

Coe4anu opI4rLIHanbHbIe nuraHAbl TSPO Ha 6are uzpponof1,2-

a]nupazuHoBoro crsQ$on4a, ooJraAaroqve AHKCLIOJILI TLTIIC CKOH.

aHTrrAerrpecczsHofi, nefiponporeKTopHofi vI noorpounofi aKTLIBHocrbIo.

Paspa6oraHbr crrHTerr{qecKr.re MeroAbr noJryqeHzx l-aput:r:Lnppolof1,2-a]nupazwn-

3-rap6orcEaMLrAoB. @apvraKoJrorvqecKr{e eS$exru HoBbIX TSPO-nuraHAoB

saBilcflT or BsalrMoAeitcrnus. c cafirolvt cBflsbrBaHurl, 6enra TSPO kr or

HefipocrepolrAoreHesa. Oro6paHo coeAr{HeHvre-nvr4ep |MJI-I Ant nocne4yroulefi

paspa6orKrr B KarrecrBe nepc[eKTlrBHoro 6rrcrporo 6egonacnoro aHKcvrorurrkrKa

oplrfkrHzurbHorl rvrloTe3bl

u Koropbre rroK€l3uul?l

o eALrHoM or{apoMarllqecKoM

BbrcoKyrc KapALlo[poTeKTopHyIo

fAe rrpl{BoArlTc.'I

xapaKTepucrvrK

SKCnepLrMeHTOB,

S nsuro -xLI MLTrre cKI4x

OZOJIO|I4 qCCKI{X

6es no6o.rurrx eSQer<ron; orrrrrMr,r3t4poBaH Lr uacrura6LIpoBaH crloco6 ero

cI4HTe3a.

r lloryrreHo HecKoJIbKLIX rpyrrrt rerepoquKJluqecKllx

rrporr{BocyAopoxnofi aKTLrBHocrbIo c ncrloJlb3oBaHueM QapvraroSopHoro

Ausaiftra. Paapa6oranu cLTHTerr4qecKlre MeroAhr rtorryqeHl4t O-saN,IeqeHHbIX

OKcLIMOB 0eH3OLIJIITIpI{ALIHOB; O-gavreureHHbIX oKcrzMoB 3,4,6,7,8,9-

coe,uI4HeHI4Z

reKcarLr Ap oAu6 enso lb, dl|y p a* 1 (2 II) - ona; apunaMLrAoB (2-orcco-4-



QenznuupponlrArrH- 1 -vr)yxcycuofi KlrcJrorbr; 4-fAMK-3aMeIrIeHHbIX 3-

HkrrpoKyMapkrHoB, l-rzorcyuapLrHoB, xr{HoJrlrH-2-oHos. Brlf,ereHhl coeAllHeravrfl, c

aHTulr[reMLrqecKr,rMn v HoorponHbrMlr ceoficrsaN4ll. In silico onpeAeneHbl

Bo3Mox(Hrre 6uovrHrueHu HoBhrx coeAlrHeHuit, o6tagarcIrlkIx flporzBocyAopoxuoft

aKTlrBHocrbro; HeKoropbre r{3 HLrx rroATBep}KAeHbI oKcIrepkIMeHT€IrIrno. Oro6paHu

coeAr{HeHkrfl-nv4epbr B KarrecTBe rroTeHqr{zubHblx cpeAcTB AIIfl JIeqeHI4t

grrr4Jrencukl, B ToM rrr'rcJre, o6raAaroulrle AoTIoJITILITenrHIIMI{ HoorpoIIHbIMLI LIJrz

aHTr4r,rureMr4rrecKr/rMr/r esoerrarvrn. ouruuugrrpoBaH v uacrura6upoBaH cnoco6

c Lr Hre3 a c o eAr{He H vfl ,- nvr Aep a IIDK-29 8 .

. llpe4noxreHa vr AoKa3aHa rlrrrore3a co3AaHLIq rIoreHII[€LnbHbIX

MynbrlrTapfeTHhrx KapAerorporrHbrx cpeAcTB Ha ocHoBe yHl{Bepc€ulbHoro

6zaporuaruqecKoro

6uapov'aa{qecKzx

Qapvraro$opa. llonyueuo HecKoJIbKLIX rpy[I
npor,r3BoAHbrx AH- Lr rppra3aallKaHoB c auTvraplzrMzqecKoit u

aHTuLrrrelaz.recrofi aKrkrBHocrbro. Oro6pano coeAl{HeHr4e-nv4ep AJIM-802 c

rxLrpoKr4M cneKTpoM KapALIonpoTeKTopHofo

MexaHu3MoM getrtcrr'ux Anfl uocneAyroulefi

rraacurra6upoBaH cnoco6 ero [oflyv eHr4fl..

TqarelrHrrfi analn3 TeKcra Akrcceprarlurur n ee anrope$epara rIo3BoJIf,Ior

cAeJrarb oAHo3HaqHrrfi .nrrno4, rrro Ilenb pa6oru AocrllrHyra vr Bce 3a4a.tur

IIOJIHOCTbIO BbITIOJIHEHbI.

OrleHrca AocroBepHocrrr \r nayuHofi HoBI{3HrI pe3yJrbraroB,

rrpeAcraBJreHHbrx B Arrcceprarluonnofi pa6ore. O6ocnonaHHocrb vr

AocroBepHocrb pe3ynbraroB clrHTerr,rqecKr4x r{ccneAonantuit, [peAcraBJIeHHbIX B

pa6ore, o6ecueqeHa rrpr4MeHeHlreM aAeKBarHbrx Mero4on QzszKo-xl{Ml4r{ecKoro

aHaJrLr3a crpyKryp ronyqeHHbrx HoBbrx opraHLIqecKl{x coeALIHeHufi (-fMP-, I4Jd.-

crreKTpocKoru4f, Macc-cleKTpoMerplr-s, enevrenrHrrfi awanuz). ,{ocronepHocrb

pe3ynbraroB onpeAeneHlrs 6raororu.recrofi aKTr4BHocrz cuTHTe3LIpoBaHHrIX B

AEI4CTBT4fl VT

paspa6orrz;

MyJrbT14 TaprerHbIM

orrTr4MLr3t'rpoBaH vr

ALrcceprar{uonnofi pa6ore coe4uneHzft o6ycrouena nrt6oporrl peneBaHTHbIX



rrporoKonoB in vitro recroB rro oupeAeneHl4lo IIeJTeBbIX 6zouzuresefi Lr

Banr4qr4poBaHHbrx QaprvraronornqecKlrx in vivo uo4eneft, crarl{crI4.IecKofr

o6pa6omoft notyveHHbrx AaHHbrx c LrcrroJrb3oBaHlreM o6IqeupnHsrblx KpI4TepI4eB

AocroBepHocrlr. Pesynrraru pa6orbr LrHTeplperr4poBaHbl B paMKax coBpeMeHHbIX

TeoperuqecKr'rx [peAcraBteyuit, He rrporr4Bopeqar r4MercIquMc-fl ruTeparypHblM

AaHHbrM, ony6lnroBaHbr B perleH3LrpyeMbrx npo$unrHblx z MexAI{cIIurnI4HapHbIX

xypHaJrax.

Haz6onee 3Haqr{MbrMr{ c rorrKr.r 3peHr4fl Hay.rHoft HoBu3HbI pe3ynbraraMu

pa6oru .flBr-flrorc.f,:

1. Vcuerusoe [pLrMeHeHr4e KoMrrneKcHoro noAXoAa Anfl KoHcrpyI,lpoBaHI,Iq

HoBbrx JrzraHAoB TSPO, BKrloilaroqero 3D-SapvrarcoQopnoe

MoAenr{p o BaHI{e, M one Kyn.rpnufi AoKLIHT Iz ADMET- o nrzuz3 aIII4ro.

2. llolyrenze SaprvraKoJrorzqecKu-nplrroAHbrx ceJreKTI4BHbIX JII4TaHAoB TSPO,

o6naAaroulzx cneKTpoM nefipocrepoktA-rroAo6uofi aKTLIBHocTLI, BKrloqat

aHKCr4OJrI4TI4qeCKyIO, AHTVIAenpeCCnBHyrc, HeI4pO[pOTeKTOpHyIO Vr

HOOTpOrrHyrO.

3. OcyuecrBJreHr4e cr4HTe3a rrpor,r3BoAHux 1-aplrJrrrnppoJloll,2-altHp€L3LIHoB c

r4crroJrb3oBaHr{eM peaKrlr{r4 [3+3]-qzrJrorlpucoe Ar4uenvrs, rll4pponapplJlKeroHoB

c rrpoLT 3BoAHbrMLr 2 - asu4o arpzuoroft KI{cJIorbI.

4. Ycnerunoe rpr{MeHeHr{e MeroAa SapuaroQopuoro MoAenl4poBaHvrfl B

KoHcrpyupoBaHr{r4 coeAraHenufi c nporl{BocyAopoxuofr aKrLIBHocrbIo vr

BbrsBJreHr{e HecKonbKLIX HoBbIx eQQerrkIBHbIX uo4elei.

5. llolyveuue BerrlecrB c rrporr4BocyAopoxHofr aKTI4BHocrbIo B rpyruIax

lpor,r3BoAHbIX oKcI,IMoB 6eHsozrrrupvr4r4lr'oB, oKcI{Ma 3,4,6,7,8,9-

reKcarr4Apo4ra6ensolb,dl[ypau-I(211)-oHa, 4-Senun-2-orconzpponrn4zH-1-

yrccycnofi KucJrorbr, fAMK-npokr3BoAHbrx KyMapHHoB, l-ruoryuapzHoB I4

xLrHoJrr{H-2-oHoe.



7.

6. flpzueneHue MeroAa MynbrlrAoKr4HroBoro aHarrvr3a AJII oIIeHKLI crIeKTpoB

Bo3MoxtHbrx MexaHLr3MoB reitctr;Lrfl. coeAr.rHeHLI c aHTugrlLIJleuruqecrofi

AKTLIBHOCTbIO.

ZcnolrgoBaHlle MeroAa 3D-SapuaroQopnoro MoAenupoBanr4fl, Anfl

reHeparlLrrr coorBercrByrorlr4x MoAeJrefi 6uapouaruqecKl4x JILITaHAoB

KJrroqeBblx 6uounurenefi KapAllolporeKTopoB.

flo4rnepxAeHr{e rkrrrore3br o6 yHlrBepciulbHocrl{ 6zapovrauarlecKoro

QaprraaroQopa B KapAr4orrporeKrlzz u MynbruraprerHocrl{ MoJIeKyn,

OTBEIIAIOUILTX TAKOMY CTPOCHI4IO.

BrrqsleHue 6uaporraau4qecKl4x coeyuueyuit, eSSerrzBHbIX B IuLIpoKoM

Ha6ope pa3[LIqHbIX MoAenefi. apultuu u [reMLTrI Ha rpbl3yHax.

CreneHr o6ocnonaHHocrrl HAVTIHbIX

c{oprvry"rrnpoBaHHblx B AuccepTallrr. [uccepraqrIoHHas pa6ora

fpzropzx BnaAzruupoBkrqa flBrrflercs. 3aKoHrIeHHbIM HayqHbIM IlccneAoBaHLIeM,

orJrlrqaerc.rl ouenu4nofi lpaKTlrqecrcofi 3HarlplMocrblo v HayvHofi uonusuofi,

BbrrroJrHeHa Ha xopoureM TeopeTLrqecKo{\4 14 sKCnepLTMeHT€uIbHOM ypOBHe C

LrcrroJrb3oBaHueM coBpeMeHHbrx in silico, in vitro vr in vivo MeroAoB.

[ocronepHocrb rroflyqeHHbrx AaHHhrx He BbI3bIBaer coMHeHrIt. Anrope$epar

rroJrHocTbro oTpa)KaeT coAepxraHr{e AuccepTaIILIoHHoFo LIccJIeAoBa]flivrfl,. Marepual,

rrpeAcraBtennufi B AzcceprarJvrv, ony6ruroBaH B 44 cratssx B rIepI4oALIqecKLIX

HafrHbrx vr34aHvrflx z3 crrtrcKa BAK (40 crarefi a xypnal , HHAeKcI{pyeMbIx B

Web of Science z Scopus), 19 nareHrax P@ ya uzo6pereHze Ia e 30 re3llcax

ycTHbIX CTEHAOBbIX AOKJIAAOB Ha pocclII4cKLIx MexqyHapoAHbIX

rconQeperulr4tx.

[parcruvecKafl 3HaqrrMocrb rroJryqeHHblx pe3yJrbraroe. B pe3ynbrare

BbrrroJrHeH%fl. AVCcepTarILroHHOro I{cCneAoBaIlI|Ifl. ObIn oToOpaH p.[A opI{rI4H€ubHbIX

MUlrrbrx MoneKyJI, KoTOpbIe I{MeIOT xopolnve nepcneKTnBbr Anfl, LlCIIOnb3OBAHVrfl B

neKapcrBeHHbIX npenaparoB. Tar, B pflAy

8.

9.

TIOJIO?I(EHIIII BbrBoAoB,

Morpona

pa3paooTKe cooTBeTcTByloqux



nr4raHAoB TSPO c nupponofl,2-a]nup€BI4HoBbIM f,ApoM 6rtl co3AaH

rroreHrlu€rnbHbrfi 6rrcrprrfi u 6egonacurrfi aHKcl4oJrrlrzr fMJI-1, cno6oAuufi or

rrpoLr3BoAHbrx

coqeraroruee

ro6o.rHbrx sQserron 6ensoAua3errr.rHoB. B rpyue 6ensozrnvrpr4[r4HoB 6rtno

BbI'BJIEHO IIOTCHUI4TLIbHOE rrpoTlrBocyAopo)KHoe cpeAcrBo lI4X-298,

e$SercrunHoe B rrrLtpoKoM na6ope uo4erefi srruJlerlcklir, paztutHoro rrIua. Cpe4u

4-SeHHnnupponuAoHa oro6pano

O-saNdeuleHHbrx oKcr4MoB reKcarlrApo4z6eHroQypanon BbIf,BJIeHo coeApIHeHHe

lI4)K-272, coqeraroulee [porLrBocyAopoNuylo, aHTLII4IueMLIrIecKyro vr

aHTr.rrr4rroKclrqecKyro aKTLrBHocrb. B pflAy 6zapovaruqecKzx crpyKTyp 6rrn

Bbr.rrBJreH noreHrlLl€urrHrrfi MyJrbrl,ITaprersufi KapAI{olporeKTop AJIM-802,

correrarouluit ayruapr4TMr{qecKoe Lr aHTu IueMrIqecroe 4eficrnue, e0Qexrznnrrfi n

MoAenu xponz.recrc fi cep4e.trofi HeAocrarorlHocrrl Atts

nepeqvcneHHblx rIoTeHIIn€rnbHbIX [penapaToB rIpoBoAI,IJIacb pa":pa6orra

na6oparopHbrx pernaMeHToB r{x rron1..{eHlls. llo BceM [paKTI{qecKLI 3HaqnMhIM

pe3ynbraraM LrccJre AosaHtrir ronyqeHbr rIareHTHbIe cBLTAereJIbcrBa (19 nareHron,

3 zassrcu Ha rrareHru). Coe4LrHeHLre |MJI-1, yx(e ycnelxHo rlporuJlo rIoJIHbIfi qzrn

AoKlLIHuqe c KLIX LI c c JIeAo B arruit B paMKax np orp aMMrr << @ apu a'2020>> .

KpuruvecKrre 3AMEIIAHIIfl IIo Arrcceprarll{oHHorl pa6ore.

llpuHqznrraJrbHbrx 3aMerraHzfi no pa6ore He BbItBJIeHo, oAHaKo cneAyer orMerl4Tb

cneAyroqee:

1. Jlzreparypnufi o6sop.

TpaHcJroKaTopHofo oeJIKa

rrpeAcraBJIeHHbIM B Protein

flpz

rroATlrrroB gToro 6elra c uopQnpr4HaMvr, o[ucaHHblIvr n uy6nuxa\uu: Liu

J, Hiser C, Li F, Hall R, Garavito RM, Ferguson-Miller S. New TSPO

Crystal Structures of Mutant and Heme-Bound Forms with Altered

Flexibility, Ligand Binding, and Porphyrin Degradation Activity.

aHTLI3IIUIJIeIITI4qeCKOe V HOOTpOIIHOe

coeALrHeHLIe IIrDK-290,

geitcrnue, a B rpylne

OOJIbIIIHHCTBA

orrvrcalnvkr 3D-crpyrryp 18 rAa

TSPO orcyrcrByror AaHHbIe Iro

Data Bank KoMnneKcaM HeKoropblx

B i o chemi s try. 2023 ; 62(7 ) : 1262- 127 3 . doi : 1 0 . I 021 /ac s. biochem.2c006 12



2. JlureparypnHfi o6sop. Ha pLIcyHKe 25 (crp.51) upzneAeHbl ocHoBHbIe

rrpoTLrBoSrrI4JrerITHqecKLIe npe[apaTbr vr coKpauleHHo yKa3aHbI r4x

6uouuureHra. OAsaKo He Bce coKpauleHl{t 6zouzrueHefi upunoA.arct B

TeKcre Lr B crrr4cKe coKpalqeuuit (nauprarraep, GAD, CA).

3. O6cyx4enue pe3ynbraroB. B rJraBe <<2.1. Hanparnennrrft AusafiH pr

cr{Hre3 nLrraHAoB TSPO B pf,Ay rIpoLI3BoAHbIX rLtpponofl ,2-a]rtupazuta,

rl3freHLr e zx HefipolcLrxorponHofi aKTr{BHocrLI >) [ocJI e cra4uit Auzair:ea

u cr{HTe3a HoBbIX coe4u:aelnuit cpa3y I,IAer gran vx vrcy.tele^r4fl. Ha

x(nBoTHbIX MOAeJI'X B [OBeAeHrreCKkrX TeCTaX, a y)Ke TOJIbKO nOTOM

coeALrHeHLrr wrAepbr aHaJrvr3upyrcTc.fi in vitro Anfl BbI.acHeHLIt

aKruBHocrLr lro orHorlreHrllo K 6zovzruenu TSPO. 9eu o6ycloueHa

TaKafl rrocJreAoBareJlbHocrLl HccneAoBasuit? He JrorurlHee Iru 6uro

cHarr€ura ocyqecrBurs in vitro cKpr4HkrHr Bcex MoneKyJI B orHorrleHur{

T S P O, ur A aJre e Lrcc JIeAoB ats :aau6 o.ne e aQ Q zHHbIe co e 4uueuut?

4. O6cyx,qeHze pe3ynbraroB. B rJIaBe <<2.3. fiusaftn 14 czHre3 HoBbIX

coeAznenuft c KapAlrorponuofi aKTkrBHocrbro) o4Hofi u3 ocHoBHbIX

peaKqlrl4 B CLIHTC3C 6zapouarzqecKLrx coe4uuenufi c

ALTaMLTHO€rrrKaHOBbrM nI{HKepoM flBJIflETCfl. BOCCTAHOBATCJIbHOE

aMLrHLrpoBaHHe, KoTopoe rrpoBoAzrct B rIoAaBntIouIeM 6onrruuncree

cnyqaeB c plcfroJlb3oBaHkreM KulaJrvrurlecKofo fl{ApllpoBaHvrfl. Ha

rr€urJraAlreBoM Kar€urn3arope. B 4nyx cnyqa.tx Ant BoccraHoBJIeHI4 s, 6suru

r4crroJrb3oBaHbr 6oprz4pu4u. Eulpt rn npeArIpLIHtrbI rrorIbITKLl

trcrroJrb3oBaTb B flrApllpoBalJvrvr B KarrecTBe KaTaIIU3aTOpa cyuIecTBeHHo

6olee npocroro areHTa - HLTKels Pener? Oco6eHHo 3To Kacaercfl

yclo nzfi orpa6 orrn cLI Hre3 a coeALIHeH vrfl,- nur4epa AJIM- 8 02.

5. 3rcnepzrvreHTulrrbHar qacrb. I4Merorcs ne6omruue pa3Hornacut B

rlpeAcraBJreHlru gKcrrepLrMeHT€rrrbHbrx AaHHIIX. Haupzvrep, o6osuarleHue

((cLTHrJrer>> rAe-To coKparqaercr KaK ((c)), a rAe-To KaK (c.)) (uanpvlrvrep,

crpaHr4rlbr 307,379,320, 32I,322,327). B neroropblx cnfraqx MexAy

3HarreHLreM TeMneparypofi rrJraBJreHur.s z o6ogHaqeHl4eM ((oC) LlMeerct



lpo6en (uaupnrr,rep, crpaHr4qa 328). IrlN{erorcs orJII4rIut e o6osHaqeHnr4
a

BCJIUIILIH KOHCTAHT CTILIH-CNT4HOBO|O PACqCIIN E]cl]/^fl. (NAPUATTTIr,I"' J, J I J).

6. SrcnepzueHT€LllbHat rlacrb. lttt non)nreHHblx coe4rauenzfi, He

f,BJr.f,rcrrlnxc.rr KplrcT€r[rraqecKvrMvr, oTcyTcTByrcT AaHHbIe Macc-cneKTpoB

BbrcoKoro pa3perueHr{q, qro flBIrflerafl, o6ssaremHofi zlnbrepHarusoft

gJreMeHTHOMy aH€rnu3y.

VxasaHHsre Bbrrue 3aMeqaHr.rf, Lr Bonpocbr He rBJltlorct uptIHIII4rIZ€trIbHbIMLT

tr Hr{cKoJrbKo He 3arparr4Baror cyrqecrna cQopMynupoBaHHbIX BbIBoAoB I{ B IIenoM

He yManqror o6ulzx AocrollHcrB Aannofi pa6orrr.

PercovrenAaIItlu IIO IICIIOJIb3OBAH[IIO pe3yJrbTaroB ArIccepraIIHu:

pe3yJrbrarbr, rolyrreHHbre B Ar{ccepraqHounofi pa6ore Moryr 6uru I4clronb3oBaHbl

B CJreAyroqux opraHLr3arJkrflx, 3aHLIMaK)IIIZXC' BOUpOCaMLI MeAI4III,IHCTOft,

opraHLrqecrofi u duoopraHurrecKofi xuvlrz: @fFyH l4rcruryr opraHllqecroi

xvrvrvr:z nrra. H.,{. 3elzncroro PAH (r. Mocrna), @fEyH fl{l P(D tr{ncruryr

6uoopranz.recrofi xvrvtkrv urM. aKaAeMLIKoB M.M. Illeusruna v IO.A.

Os.rLrHHLrKoBa PAH (r. Mocxna), O|BHY <<Irlncruryr 6zoueAzqzHcrofi xuMvrvr

LrMeHu B. H. Opexonzua>> (r. Mocrna), XzNrz.{ecrczfi QaryJlbrer MocroscKoro

rocyAapcrBeHHoro yHr4Bepcrrrera uMeHLI M.B. Jlouottocona, OZII upo6levr

xuruuqecrofi Szsnxz kr MeALrqLrHcxofi xvrMutr PAH (r. 9epnoroloerca),

HaquonalrHufi r4ccneAoBarenrcrnfi HuxeropoAcrlafi rocyAapcreeHHrrfi

yHr{Bepcrdrer r4M. H. VI. Jlo6a.{escKofo, BorrorpaAcxuit rocyAapcrnennrrfi

MeAzqlrHcrlrfi yHuBepcl4Ter v Ap.

3arc.rrroqeHue..{ucceprarluonnas. pa6ora rro coAep)KaHLIIo coorBercrByer

nacnopry uayunofi c[eqlrzrJrbHocrrr 1.4.16. MeAzIInncKa.[ xulMvrt ro cneAyroqllM

H arrp aBn e lrtkrflM u c cn eA o B artuit;

1. floucrc, crpyrrypnufi Anzafiu Lt cLrHre3 coeAklHeHnfi-lIa4epon

rroreHrlr4€urbHbrx QzenonorrlrrecKr4 aKTrrBHbrx (rerapcrnenurrx) BelqecrB;
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2. I,Icnomso BaHvre Qyn4arnreHTulrrbHbrx MeroAoB MareMarllqecrcofi xvrlavru

(rcorranrrorepHoro MoneKyJr.[pHoro MoAenr4ponauut) c IIeJIbrc npolHo3l{poBalnus,

Bo3MoxrHocrlr B3auMoAeitctriufl. orrpeAeneHHblx xzMarIecKI/Ix coeAuneHufi c

rrpeAuoJraraeuofi 6uonorz.{ecrofi Mr4rrreHbrc), a rarcKe AIrfl BbItBreHI{-fl

B3ar{MocBr3H Mex(Ay xprMkrqecrofi crpyKTypofiu $uzuoJrorLIrlecrofi amzBHocrbro;

5. PaquosalbHoe co3AaHHe QuszororuqecKr4 aKTuIBHbIX coeguueunit,

4eficrnyroulzx Ha ABe u 6olee MoneKynf,pHble MLIIUeHLI (n r. v. 4aoftHrrx,

ABo.rrKoAefi crnyroq ux, ru6pvtAHblx, MyJIbrLITaprerHbIX lerapcre) ;

6. BzonorlrqecKoe z QzsuonorvqecKoe (in vitro u in vivo) recrupoBaHrle

cKoHcrpyLTpoBaHHbrx rr cLrHTe3r4poBaHHbIX coe4zneHIafi Ha rlpeAMer Ll3yqeHut

oco6enHocrefi Lrx B3ar4Mo4eficrnuf, c MoJIeKyn.apHbIMIl MI{IueHtMtI opraHu3Ma.

llo arryanbHocrlr reMbr, o6reuy BbrrroJrHeHHbIX vccneAoBauvti1 HoBLI3He

lonfreHHbrx pe3ynbraroB, MeroAaM lrccneAoBauui1 [paKTLTqecrofi 3HaqllMocru,

o6ocnonaHHocrr{ cAenaHHbrx BbrBoAoB rr ypoBHro I4crIoJIHeHLIt Al{ccepralluoHHa.fl

pa6ora <<Cos4anze opr{rr4HanbHbrx MaJrbrx MoneKyJI c rrcllxorpouHoa,

rrporLrBocyAopoxuoit u KapAlrorponuoft aKTLIBHocrbIo MeroAaMLI MoneKyJl.[pHoro

MoAenrlpoBaHLr.s) coorBercrByer rpe6onanu-lM K AvrccepralluI.f,M Ha collcKanvre

yrenoft crerreHur AoKTopa HayK, ycraHoBJIeHHbrM TIyHKTaMLI 9-14 dIoJIoxeHuIt o

lpucyx(AeHuvr freHbrx creneHefi> (yrnepxAeHo fIocraHosJIeHI4eM llpanzrelbcrBa

P@ or 24 cesrs6px 20,13 r. Ns 842, s 4eficrnytoutefi pe.qaru1uu), a ee aBrop,

Morpon fpzropzfi BnaAuuupoBr{rr 3acnyxLrBaer rrpncy)IqeHvrfl. eMy yreuofi

crerreHu AoKTopa xzMkrrrecKr4x HayK rlo crreqrt&IlbHocrl,I I.4.16 - MeluquncKafl.

xu]N'{ufl.

Orurrn paccMorpen, o6cyx4eH vr o4o6peH Ha 3aceAaHLrr4 pacrrrllpeHHoro

ceMnHapa la6oparopkrvr xu'laLrrr rJrr{KoKoHbroraros I4OX PAH (llpr,rcyrcrBoB€Lro

Ha ceMr.IHape 20 rreJroBeK, pe3ynbTaTbr roJrocoBaHllt: (3a)) eALIHO|JIaCHO,

rrporoKon Ns 23 or 11 Mapra 2025 r.).

Orgrre rroAroroBr4Jr ne4yrqufi nayrnufi corpyAHr.rK ta6opatopuvr xr4Mtrvr

rJrlrKoKoHbroraroB focy4apcrBeHHoro 6ro4xerHoro yqpex(AeHkls HayKI{ Zncrnryr

opraHr,rqecrofi xuMvrkrnrr,r. H.!. 3eruncroro Pocclrficxofi aKa4eMvrv HayK (I4OX PAH),
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A.x.n. A.B.fluryHcruft

llpe4ce4arem r'a6oparopuu XIiIIN'{LIVI

rnr{KoKoHbK) raroB VIOX PAH, a ane4yrorqzfi XVTMVIIiI f JILIKO KO HbIO f ATO B.

rln.-rcopp. PAH H.3. Hu$aHrren

Cerperapb Ha1n{Horo KoJrnoKBtryMa na6oparopvvr xr4MI4Lt rJluKoKoHbroraroB

I4OX PAH, crapruufi nayrnrrfi corpyAHLIK,

K.X.H. O.H. IO.qzua

@e4epamHoe rocyAapcrBeHnoe 6roANerHoe yqpexAeHlle HayKLI l4ncruryr

opraHlrqecrofi xkruvrv nrvr. H. ,.{. 3enzncKoro Pocczficrofi aTaAeMLILI HayK (I'IOX

PAH). 179334, r. Mocrna, IJenuucxufi rpocrreKr,47. Tetre$oH: +7 499 137'29-

4 4 . E-mail : secretary @ioc.ac.ru. Cairc : https: I I zioc.rul

floArucz H.3. HzSaHrrena, ,{.B.-fluryncroro z O.H. IO.qznofi 3aBep-src.

Yqeuufi ceKperapb (De4epanrHoro rocyAapcrBeHHoro 6rc4xerHoro

yqpexAeHkrfl,HayKvrl4ucruryra opraHLI.Iecrofi xr4vtLru uvr. H.r{. 3elzucrolo,

K.X.H. Koprueneq I4.K.

KOIJTOKBLIyMa
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