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BIAIYK

oQiqifi nofo orroHeHTa, AII peKTOpa [,epxa nnoi Ycra noBH ((I H cTH'ryT

Qa praarcoJr orii Ta TOKCI{ KOJIOTiI Ha uioHaJI bHoi a KaAeM ii M eAl| tl H H x Hay I(

Yxpainu>>, AoKTOpa 6io.noriqHHx HayK .fA.roscuKoro c)'nera €rreuos[qa Ha

AuceprarrifiHy po6ory AKIIIJEBO| A.nin,r Cepriinul{ Ha reMy <4n silico

aHaJri3 MexaHi3Min pea.nisaUii ana.nbreTl{tlHoro Ta .'poTu3a,'aJlbHoro eQercrin

aJrKOKCiroxiAHnx 1r4-6eHsoAiareuiny>>r rpeAcTaBJIeHy Ao 3axHcry y pa3oBy

creqiari3oBaHy BrreHy paAy oAecrrcofo HauioHaJI bHoro yHi BepcrTery i meu i

I.I. MeqHrrKoBa AJIfl pO3fJIfAy Ta [poBeAeHHfl 3axucry AfiCeprauii Ha

3Ao6yTTf cTyrreHf AoKTopa Qi.nocoQii B faJly3i 3HaHb 09 - Eio'noris ca

creuiaJrbHicrro 091 - Eio'noriq

Arcrya.nusicrs reMI{ Al{ceprallii'

Eonroei cr{HApOM}r e oAHI4MI4 S Hafi6iJ1ru po3noBcroAxeHHx [aToJIOfltIHHx

cTaHiB. BiAOUO, UIO 6nr43bKo [onoBI4HH AOpOCJIOTO HaceJIeHHfl nJlaHeTr',r ni4uyeae

ronoBHr4fi 6inr npouroM poKy, a Ha xpoHi.{Hrail 6ins c'rpaxAae Ao 55o 
'rJIaHe,H'

Binr MOXe npH3BOAr4Tr4 AO 3HUXeHHfl srocri xl4rTf' BTparH IIpaue3AaTUocTi'

ineaniAlasaqii, saru6eni naUieHry. Tovry npo6neMa perynrUii 6orto BaxJIHBa ra

aKTyanbHa. Ha croroAsi oAHe 3 UeHTpaJIbHI4X rtaicqr 6oporr6r'r : 6olctut :afivae

Qaprraaxorepania. Ha csoroAni :ne6oJlrceafluui rperaparH MO)(I{a po:;1i'nuTn ua

Aerilrxa B9JIHKI41 ryy[. OAnar [peAcTaBHuKrI xoNuoi 3 HHx He Moxyrs y noarrift

uipi 6yrra saAosinbHHMr4 BLlMofaM xnisixu. ouioiaHi aHaJlferl'Ixr'r e$exrnnHi npu

cr,lnbHoMy 6o1rc, oAHaK iN,r npurauranni cepfiosni He6axasi esexrn, BKJIIOqaroqI4

Qi:uuHy ra ucnxiuuy salexnicrr, naprouauiro, npnruiueuur AI4XaHH',I'

ycKJraAHeHHfl Si cropoHr4 cepIIeBO-cyAr,rHnoi cHCTeMH, roulo' HecrepoiaHi

rrporl,r3arra*ni saco6,u Ta aHaJrbferr4Kr4-aHrrauipelaKr4 , f K rrpaB,Jro, erper<rranni npra

6onro norraipuoi a6o crra6xoi iHreH,asHocri. Tarcox iH,' npurarraauui 
'o6iuui 

eserru,

sri o6uexyrors ix 3acTocyBaHHfl ynbuepofeHHa' TeIIaTOTOKCHqI{a'

reMaroroKc,rqHa, ne$poroxcuqHa Ais,ra iH. AA'ronaurui aHarbrerhKI4, npenaparvr

sXi sX [paBuno He e AHaJIbTeTI'IKaMI4 y IIpflMOMy CeHCi UbOrO 3HaLIeHHfl' aJIe

esexrranui upn rreBHr4x BI4Aax 6olro, TaKOX He 3aI(oBilsHsroru r"rriHirti' 'fouy

trotuyK Ta po:po6rca sHe6OIronaJIbHI4x saco6ie, rrci 3a edtexrraurtic'ftO 'tal\w

6esnexorc [epeBaxarorr icnyro.{i aHaJloru BaxJIl'IBO Ta alflyaJlb}{o'

IIpn cTBopeHHi nixapcrxoro :aco6y, i analrreTI4Ky 3oKpeMa' BaxJI14Bo

BBr.rqeHHfl Sapuaro4uHauiru, Saprvraxonorii 6elueru, Tolqo' y UboMy nnaui

saxnnsi niAxoAu in silicb, BK[]oqaroql4 MaTeMaTu'{Hi IvIeroAI4 IIpOfHo3y' ocxiltuxlt

BoHI,I yTotlHlororr uiureui, Ha srci lie noreHrlifiurafi lircapcr'rcr'rfi :aci6' Ta Aae

naoxIHSiCrS CKOpOI'HT}I Llac Ta niAsh[tHrla qrcicru l'a 3HV3V',fV rouToaHicTu

nepnrf ixaqifiH nx nr'rupo6yn auu in v ivo'



y qroNay acnexri sHa.rHufi Hayxonr,rfi inrepec BI4KnI4Kae AaHHe AocJIIAXeHH',I'

,Ke e qacTr4Horo BeJTHKOTO KOMIIJIeKCa po6ir rIO BI4BqeHHro MOJIeKyJIf pHl4x

NaexaHigN,Iis Aii uoxiAuux 1,4-6enao4ia:eniuy, Ta CrBopeHHf tIa ocHoei cnoJlyKH-

ni4epa HoeirH eoro nirapcbKofo :aco6y nol i ru oAal suoi 4ii, n po n o Kc a3e n aMy'

ouinxa HayKoBofo pinHn AHcepTauii i uayrornx ny6.nirauifi rAo6ysaqrr'

fiuceprauifina po6ora Axiuresoi AIiHIa cepriinnu BHKoHaHa sianoei'(Ho Ao

rnaHy HayKoBHx AocniANeHr oAecrKofo HaqioHalruoro yHinepcHrery irt/IeHi l'l'

Me.{Hr.Koea i e QpanraeuroM HayKoso-AocIiAHI4x reM xa$eApn Sisionorii' s4opon'R

i 6esnexu JIIoAI{HI,I Ta npupo4nuuoi ocsiru OHy irtaeni I' I' Me'IHl'Ixosa

<,{ocnigxeHHt nirynalrno-upoSinaKTl'Ir{Hl4x BJIacTHBOcrefi paKoBl4H tMOlroCris

gopHoro Mopfl) (J\b AP 0119U000499), <,[,ocliANeHHn r',texaHisN',lis po3BHrKy

naroloriqH,rx craHin y nroavHV Ta rBapr4H niA aurl,lBoM KceHo6io*axis> (Ns AP

0124u00 4s66) ra Ay <lHcruryr crouarororii ra ruenenHo-,'tt4ueaoi xipyprii

HAMH YxpaiuH> <ExcnepuMeHTaJIbHe locnilxeHHfl :uiH rKaHHI.l poronoi

nopoxHr,rHr4 y ruypin nia BIITII4BoM rcceno6iorr',rxis ra rirroxcii> (Nu /lP

0120u1 05477), <ErcnepuMeHraJlbHe o6rpyHryBaHHfl po:po6xra nposirarrl4ttHl4x

saco6is A,,q sano6irasus ruera6oniqHllx r.pyueHs, lxi BI4KJIHKaHi rceHo6ioruKaMH

BoeHHoro roxoAxeHur> (J\b AP 0123U102321}

flpone,qeHe AI,IcepraIIi[He AocniAxenua eupi3H'€Tbcf, AocrarHiu HayKSBHM

pinneN,r ra o6rpynrosauicrrc o6paHoi MeroAonorii. Buxoptacrani aBropoM cyuacHi

uiAxoAra Ao asanisy npo6neMu AO3BOJII'IJII4 AOCflfTH CsOpr'aynroBaHl4x y po6ori

rlireft. CQoprraylroeaui BI'IcHoBKH e Iori'{HuM niAcyMKoM Aocni4xeHur' Marcrb

HaJrexHe reoperr,rqHe niArpyHrfl Ta niArnepnNyrorbcfl orpl4MaHHMH pe3ynbraraMH'

3a reuoro 4uceprauii Ony6nircoBaHo l8 HayKoBI4x llpauflx: 5 c'raTrsx y

HayKoBr4X Qaxonrax Br4AaHHtx Yrpainu, I crarrs y euAauHi, ttlo BxoAHTb Ito

rrrixnapo4noi nayxoMerpl4tlHoi 6asu Scopus ra Web of Scienc e' 12 re3 AonoBi^eii y

uarepialax xousepeuuifi. ocHosHi noloxeHHfl Al'Icepralliftnol po6oru :HailurJru

sce6i.IHe nigo6paxeHHf a ony6niroBaHI4x HayKoBHx IIpaUflx aBTopa' u(o csiA'Ilal'u

npo rroBHoTy BI4Knagy svricry AocniANeuHr, o6fpynronanicru c$opMyJlboBaHux

sucHonriB ra H€urexnrafi pineur ix nayrorolo onpuJIIoAHeHHs'

HosHsHa IIpeAcTaBJISHIIx TeopeTHqHI{x rala6o eKcIIepuMeHTaJIbHI{x

pery.rrurarin [poBeAeHIIx sgO6ynavrorO Aoc'ni,qxeuu, IIOBHOTa BI{KJIaAy B

ony6.niroBaHHx nPalrrx.

Haaifinicrb orprrMaHr4x pe3ynbTaTis ra o6rpynrosaHicrl Hayl(oB6x IIIAXOAIB,

3acrocoBaH?Ix y AgceprallifiHouy AocniANeHHi, niArBepAxytorucr ny6niraUiero

crarefi aBTopa y Qaxonnx BnAaHHflx, lqo niAnoniAarolu qUHHHM Bl4MofaM

Miuicrepcrna oceirn i nayrlr Yrpainra'



I

[raceprauifina po6ora xapaKrepl43yerbcs cyrreBHrra pinnerril Hayrcoeoi HoBH3l-ll'l

Ta 3HaXoAHTbCfl sa rraexi MareMarr4qHr4x ra 6ionoriqHprx Aoc,riAXenu. Y po6ori

aBTop BI4flBJIfle nOni, He oIHCani pauirue acIIeKTH MoneKynflpHHx rraexaui:uis AiI

aJrKoKct{[oxi4uux 1,4-6en:oAia:eniuy' [OB'fl3aHHX 3 aHaJIbt'eTHqHHM i

nporr43arraJrbHr4M noreHqiarour xiuiqHoro pflAy rpyHryrot{Hcb Ha crpyxrypi

.no,y*,.rri4epa (nponorcasenar,a) ra iHurux cnonyK pgAy. 3oxpeua:

1. Yuepue csopuynboBaHo NaexaHislvll',I B3aeMo.qii nponoKca3e[IaMy ra inurnx

noxiAnux 1,4-6eHeo4iaseuiny 3 peqenropou 6pa4raxiniHy' iroQeprnleHraMu UOf-l '

uor-2,NMDA-peqenropoM,xalieruuKaHaJIOMKvT'2,$epNaeHrou
QocQoliecrepa3olo 4 ra TRPV| peqenropoM' ulo Ao3Bolse mn6rue lpo:ynaiul

MexaHisrvlra ix aHalbfeTlrqHoi ra npou43a[IaJlbHoi aii.

2. 3ape3ynbTal avlfl in vitro'AocttiAxeul BcTaHoBJIeHo' ulo anKoKcHnoxiAui

1,4-6eHeo4iaseniuy aAarui sauo6irarl4 AeHarypauii cnpoBarKoBoro ar r6yrta i uY' ulo

cni4uurt npo ixnro noreuuifiny cra6ini:yrouy airc a yMoBax 3anaJlbltoro rpouecy'

3. Ynepure rroKa3aHo, uIO [ponoKca3enaM ra fioro aKrhsHlaii naera6onir (3-

rigpoxcunponoKca3enarra) noreHUihHo pealieyrorb cBoto Saprurarororiuuy Airo rre

qepe3 nprMy arrusaqiro 0,1-a.[peHopeqellTopiB, a LIJISXOM iHri6ynaHHr

QocQoaiecTepa3l44(PDE4),uloc[pufleHenp,MoMyIIocI4JIeHHroqAMo.
cr,rrHaJrbHofo KacKaAy. flpo4erraoHcrpoBaHo BI4COKy cnopi4HeHiCru

rporroKca3eraMy Ao aKrI4BHoro IIeHrpy PDE4B, Ae nin Qoprtaye cra6irrui

riapooo6Hi SsaervroAii 3 KIIOTIOBI4MH auiuoxncJIoTHI4MH 3aJII4uKaMI4 (Phe446',

Ile4 10), aHarori'IHo Ao siAor'tlx inri6iropin Qepueury'

4. flponeleuo Aeralrsuil asalil npocropoBl'Ix napavrerpin ssacNloAil

4OCnigxyBaHr4x niraHAis is 6iJlxoeurrau tuiureufMll' IUo Moxe c'farH ocrloBolo llJl'l

noAanburoro KoMn' torepHoro MoAenroBaHHfl '

5. OrprauaHi AaHi $oprr,ryrorb HayKoBe ui4rpyHrr Uts ttafilvruuoi po:po6xn

xo^,r6inosaH,rx aHaJrbrerr4rie Hosoro uoxoriuHr 3 orrr,naisoeaHun,, uexaHi:rraorr, aii

Ta rro*paueH,M npooineu 6esnexu, uto qilrou ni,qnoniAae cyqacHI4M TellAeHuiqN',l

Qaprvraronori'IHoi HaYKI4.

Hayrcona o6f pyHrosauicru oTpI{ MaH rx pe3yJl bTari n, H ay KoBH x Il OJIo)tCeH b'

BrrcHoBpin i percorvreuAaUifi, cQoprvry.nboBaHHx y AllcepTaUii'

flraceprauifinifi po6ori Ariruesoi A.C. npnrauaHuufi eHcorufi pineur

nayroroi apryMeHTonaHoCri, Ta oIITLIM€UIbHS CnineilHo[IeHHfl TeopeTHqHHx Ta

npaKTrar{Hr4x acrreKris reN,rH. Anropui aAalocr eQerrunno BHKOpI4CTaTH MeTOAI'I

KoN,r[,rorepHofo MoAeIrrcBAHHL,4nr pirueHHfl IIOCTaBJIeHUX 3aAaq Ta l]oeAllaru ix

niAxoAau u in vitro. Or<perrao cIiA sra: atv Ha AeMoHcrpaUifiHrafr uaTepial' sxnil

AO3BOirre 
qr4Tar{y orrTr4MaJrbuo cnpnfiHflT}l Ta 3po3yMiru orpuNaaHui pe:yJlbTaTH' a

TaKox :posyrrairn ix aacrocyBaHHfl. YsaraInHeHH', c$opvty'nuonani y BHcHoBKax'



qirxo eitnosiAarors uilst't i gasAaHHru po6orn'

n i grnep.[xylorbcfl e rran i p uu n u M u p e 3yJl br ar aM I'l'

t

Maro'rb ttocltiAoeurafi xaparrep i

Piseuu BllKoHaHHq rIocraBJIeHoI'o HayKoBoI'o 3aBAaHHtl, oBoJlolliHttg

r4o6yaaueM MeroAo'norierc Hayroroi Ais'nuHocri'

Ilpra BI,IKoHaHHi AuceprallifiHoi po6oru aBTopoM BI4KopI4cTaHo cyqacHl

MeToAI,IKI,InpofHo3yiGEMDOCKv2.t,eutopock,AutoDockVina,Schrodinger

Maestro G1ide, prayMorecule, a raKox ix rorra6inauii 
^ns 

orrruMaJrbnoi ouiHxu

uirueHefi AJrfl aHaJlbreru'IHOi Ta npoTl,I3analsgoi aKTI',IBHOCTi alroxcunoxiAHt'tx 1',4-

6eHso,u,iaseuiHy. 
y IIboMy nnani BI4KopI'IcraHHfl nirfxo^ie in vilro' iloKpa*ye

po:yrr,riHHa Qaplaaronori'{Hoi 4ii cuoryn prAy ra cronyKra liaepa'

Anroproro rrpoBeAeHo MOAenloBaHHf uonexynrpnoi B3a€MoAll

4OCni4XyBaHr4x c[onyK 3 HI43KO[O uoreHrlifinux 6inxosux I\aiuenefi - 
3OKpeMa'

NMDA-peUerropoM, peUeIIropaMI4 6pa^rarininy, Sepvrenrarrl1ra UOf-l/UOf-2'

PDE,4,.,po,u,no,,*alr6yuiuor,,t,TRPVl,ul-alperropellenTopoMTa
xaHa6inoiAHr4M perrerrropoM rr4ny I (cB l ). Tarox :liilcueHo ouiurcy eHep'er,LrHr,x

xapaKreplrcTt4K :n'lsynaHnq AOCIiAXyBaHI4X niraHAie s 6iJ]roeuuu uiureuflMH Ta

BlrBqeHo llporl,IAeHarypaUifi uy aKTI4BHicm cuolyx y na6oparopH i fi rrao'Uen i'

Pe:ylrraru AOCIiAXeHH' BKa3yIoTb Ha AOCflIHeHHfl IIOCTaBJIesoi ueru 14

AeMoHcTpyrorb nanexnuit pineur reopernuuoi Ta nparruuuoi niArorosxH

a4o6yeauru, xlo noBHicrro siAnosiAae BI4MoraM, gxi CTaBJIflTbClt Ao :4o6yrrr

HayKoBoro cryrIeHfl AoKropa Siloco$ii'

TeoperuuHeTa[paKTHIIHe3HaqeHHflpe3y.flurarisAoc.tliAxeHHf.

Pe:ylrrau4, OTpHMani s xoAi Auceprauifiuoro noc'niAxeHHfl' BKa3yrorb Ha

saprraaxonori.rHi sJ]acrl4eocri aJIKOKCHnoxiAuux l '4-6eH:o4ia':erriHy' 
rri

.4OrroBHeHo Ta po3IUUpeHo Ha IIpUKnaAi cnonyr< Hafi6irrr'u aKTHBHOI CttolyrH pf/ly

rporroKca3erraMy. A caue, aBropoM i4enrr'rsixoBaHo uosi NaoJlexylrpHi ruirueHi -
raKr,rx qx NMDA-peqenrop, 6paAuxiniHoei peUerropra' Qoc$o^iecrepara 4 t'a

inuri. L{e ni4xp r4BaeAoAarKoBi uepcnerr]l{B]I- \nfl' posyrtainHfl peryJlfllii 6olroeoro

ct{HApoMy fi sananbHHx peaKuifi na MOneKyJIfpHoMy pirHi cronyK pfAy'

3 nparruuHoi ro.IXH 3opy, BaroMLlM AOCfTHeHHflM e BI4KOpI4CTaHH', noeAHaHHfl

AocliAxesr in silico (rouu'rorepHe MoAeJIrcBaHur) ra in vitro' Buropracrani

aBTOpoMniAxoAnAo3BOJIfltoTbHeJIlIUeyTotIHuTI',InorenuifiniuexaHigunAii

6ioaxrueHr4x cronyr, a fi cKoporr,rru o6csr AocniAxeHb 3a yqacrrc na6oparopHHx

TBapI4H, ulo eiAnosiAae cyqacHl'IM rtphH uI4 n arvr 6 i oerra ru'

orpurraaui lani cTaHoBJIfTb HayKoBufi iurepec Anfl noAaJlblxoro polpo6JleHH',l

HOBr,rx saprnraroflori.{HI4X 
areuris 3 otlTHMiSOSaHI I',a npoQijIernl 6e:neru Ta

esexrrannocri i4 Moxyrb 6yrra inrerponani y saxoey ni4ro'ronry r'aafi6y'ruix

cuerlialicrin : sapuarolorii, 6iorr'reAnuHH 14 ra cyrta iNH Hx H an ps Nr i s'

ouiura:rvricryAHcepTauii,.firanepuleHocTisuiflol,ty.



flnceprauifina po6ora Axiuresoi A. C. eLIxIaAeHa yrcpaiLlcbKoto MoBo[o t Ma€

crpyKTypy y siAuosiAHoCri AO CyqacHux BHMof. AIq AOCflfrlel{}lf MeTH

AocniAxeHHfl Ta nupirueuus tIocTaBJIeHI4x 3aBAaHb 6yno 3aCTocoBaHO KoM[J]eKC

cyqacHl,Ix trlerogin, ulo ga6eSuequlO BI4BTIeHHfl Ta oqiHry rraexani3lnlie Aii

4OcrigxyBaHr4x cronyK. ,{ucepraqifina po6ora cKJlaAaerbcs is aHoraqii, ncryuy, 5

pos4ilin, sucHosxiB, cIIlIcKy UI4roBaHoi lirepatypu, n'rcuil ualiuye 148 Axepel (6

Kr4pr4Jrr.ruerc i 142 n,IlIIHHqero) ra uicrurv 22 pucyHKl4, 23 talturti' 3ara'[uuufi

o6csr Ar4ceprauifinoi po6oru CTaHOBLITT 159 cropiuot< MalUHHoIIHCIIOTO reKcry'

B<Agoraqigx>IIoAaHHxyxpaiHcrxorcTaagmificuxotoMoBaMHCTHCJIo

saneAesi MeTy, saAa.ri Ta ocHoBHi noloxeHHs Allceprauifinoi po6oru, BI4KJIaAeHo'

y <Bcryni> 4uceprauii aBropKa nocrriAosHo o6rpyrrTonye HayKoBy i4

lpaKTr4r{Hy 3Haqyqicrr o6pasoi reuaruKl'I, 3ocepeAxyrcrlH yBary IIa aKTyaJIr'ttocri

Br,lBr{eHHf MoneKynf,pHHX rr{exaHislrais aHaIsrerH'{Hoi Ta npoTH3alla'luuoi Aii

aJrKoKcr,rroxiAsnx 1,4-6eH:o4iareniHy. Apryurenrauis ueo6xilHocri AocliAxennr

6asyeTbcr Ha 3aCTOCyBaHHi CyqacHrx tcoun'torepHHx uiAxoAin' 3OKpeMa

MoneKyJrf,pHoro 4OXiUry ra MoJIeKyJIrpnoi Aunarr'rirra. Y uboMy poraini 'IirKO

cQop*rynroBaHo MeTy ir ocHosui 3aBAaHHs AoclliAxeHHq, BH3Hat'leHo HayKoBy

HoBr43Hy Ta IIpaKTI,IqHy 3Har{yulicrr pe3ynbTaris. TaxoN HaBeAeHo iHsoprt,taUiro npo

arpo6aqilo orpr.rMaHr4x AaHr4x i uayxoni ny6nixauii :ao6yBaqKI4'

Y uepurouy po:aini 4UCepraqii, srrafi Ma€ Ha3By <Mexaui:MH BHHHKHeHHfl

6onro ra QaprraaKoreparesru.{Hi 
Crparerii)), aBropKa sAificu}oe rpyHroBHuft omsA

Hayxonoi nireparypra ,K niruusurHoro, TaK i rt,tixHapoAHoro floxoAxeHHf '

po:uauyro cyqacni yxnJIeHHs IIpo nefipooi:ionori'{Hi ra MoleKyrnpHi oCHoBH

npoqecin 6onro i sauaneHHr. !,eralbHo o[IhcaHo KJlrottosi 6ioloriqni uiueni' uto

6epyrr yqacrb y repeAaqi 6ollosux cI4fHaJIin, nrlrouHo s ioHuHMH KaHaJIaMH'

pellenTopaMll uefipolaeAiaropin, Ipo3aII€IJIbHI'IMII UnroriHauu Ta Seprraeuranan'

orperrao HaAaHO XapaKTepr{cTt4Ky 6iJlroeux crpyKTyp' 3oKpeMa cllpoBarKoBoro

anr6yrrainy, ra o6rpyHroBaHo ix ponb y Qaprtaaxonori'{Hifi Aii lixapcurcux

npenaparin. 3nauuy yBary upuAileHo cyqacHl4M MeroAaM in silico' srci

:a6eaueuyrorl \aOXJll'tsicrl MOAenIoBaHH' n:aerraoAii aKTI4BHI'lx cflonyK i: 
'

MoneKyJIflpHHMI4 tuirueusuz. TaxoN po3rnfHyTo nepcneKTHBH 3acTocyBaHur l 
'4-

6ensoAiaseuiuie, oco6nI4Bo nponoKca3eflaMy' flK rlepcneKTHBHHx at'eH'rie y

KOHTeKCTi SHe6orroBaHHr Ta npoTI43aIIaJlbHOfO BIIJII4By. uefi po'3rritr BHKJIaAeHo Ha

25 cropiuKax ra uicrurr oAHy ra6lnqro'

Y apyrovy poa4ili <Marepianl4, 06',eKt:l Ta MeroAH AOcniAxeHllf)) aBrop

AeraJrbHo ors4cye AocniAnuurruil o6'exr i ueroAurra o6po6rH :i6paHnx Aanux, rrci

6ytru3acrocoBaHi Ang BHKOHaHHfl IIOCTaBJIeHI4X 3aBAaHb. !,nr nponeAeHH',l in silico

ananisy Br4KOpr4CTOByBarocq cneqianisoBaHe rlporpaMHe :a6e:neueuHl, cepeA



,Kofo iGEMDOCK v2.1, AutoDock' AutoDock vina, Schrddinger Maestro Glide ra

playMolecule. I{eft posain posNaiqesuit Ha 8 cropiHui luceprauii'

Y rperrorrry po:Aili, ulo Mae Ha3By <MexanisMl4 nporl43a[IaJlbHoi Aii ra

xapaKTeplrcTr{Klr 3e'xaynannx [poIIoKCa3e[aMy i pr.uy noxiAsl'tx 1',4-

6ensoAia3eniuy 3 cI.,IpoBarKoBI'IM anr6yuiuou>, HaBeAeHo pe3yJlbrarg in vitro

aocni.qy, sxui,t AeMOHCTpye :AatHicrl nponoKca3enaMy iHri6ynarra reprnriuHy

4enarypaUiro 6u.{aqoro cupoBaTKoBoro aJlb6yrt,tiHy, a TaKox AocniAxeHo fioro

saprvraxonori.{Hrafi BrrJrr4B. oxpirr/I roro, npeAcraBneHi aani in silico MoAerFoBaHr-rfl

egaeN,roAii rpolloKca3ellaMy s Aia3enaMoBl4M ra i6ynpo$eHoBuM cailr'avu

:n,asynauHf, nroAcbKoro crpoBarKoBoro anr6yrraiHy. posain uicruru 3 pracyuxu ra 5

ra6rurrr i poaraurosaHraia Ha 13 cropinui 4uceprauii'

gereeprrafr pos4il, sxuitMae Ha3By <Morexylrpui vexaui:rraH aHaJlbrerHquoi

Aii noxi.qHlax 1,4-6euro4iaaeniuy>, uicrutr pe3ynbrarg AocniAxeur s':aeruolii

[pouoKca3e[aMy ra inurux noxiAuux 1,4-6euso4iaseniuy 3 HI',I3KO]O 6iOnoriqHnx

r"riurenefi. 3oxpeua, po3rJlflHyro B3aeMoAiro s IIOI-1, qor-2, 6paluriuisonuvt

perlenTopoM, rroTeHrliaJlosalexHl4Ml',I Xanies[N',I v KaHaIrArrA U, NMDA -pe qenropoM',

ol-a.qpenopeqenropoM, Soc$oaiecrepa3oro 4, TRPVI peUenropoM T'a

xaHa6iuoiAHI4MI,I peqellropauu. Marepianu po:AinY BHKnaAeHi Ha 43 cropiurax Ta

BKrroqarcru 17 pucyHxis i 19 ra6nraql'

Y u'srouy pot4ini, UIo rpI4CSq.{eHHfi aHani:y Ta y3aranbHeHH}O OrpHMaHHx

pesylrrarin, aBropKa .qracepraUii cl4creMHo i rlorirlHo oUiHroc ri6paui Aatli'

nopinnrorcura ix rraix pisHurrara eraIIaMI,I AocliAxeHHs. Y llboMy po:aili nnAileHo

ocHosHi Hayxoni rroJroxeHHfl po6oru, a TaKox rlpoBeAeHg iX ricrasleHHr 3

icnyrouul,ru nireparypHl4Ml4 AxepeJIaMLI, ulo ni4rnep4Nye HayI(oBy

o6fpynronaHicrr eucuosxis. PosAiI poauiqeno Ha 16 cropiuqi i Naicrl4rb 9AHH

pHcyHoK.

,[,nceprauifine AOCniAxeHns ui4cyuonauo uricrlua y3afaJlbHeHI4MI'l

Br4CHOBKauu, rrci qiffio ni.qnosilalorb rrocraBJreHr4M 3aBAaHHrMr4, AeMOHCTpytorb

HayKOBy HoBlI3Hy po6oru Ta fpyHTyloTbcfl Ha oTpllMaHux eKcnepHMeHTaJI['HI4x

pe3yJlbTaTax. l-[i BI'IcHSBKI4 ToqHo ei4o6paxatorb cyruicru i Klroqosi pe:ylsraru

npoBeAeHoro AocliAxeHHt.

Cnucox Bl4Kopgcranoi lireparypl'I BK;1roqae 148 Axepel ir uux 6 - rupurHUerc

m 142 - rraT11vrrlerc, Ha 
'Ki 

e IocI4JIaHHfl y po6ori, osoprtaneui :riluo BHMOII

flnceprauifiHa po6ora 3aBeprxy€rbcfl AoAarKOM, trcuit BKJlroqac cllHcoK l{ayKoBl4x

[parrb Al4cepraHra ra AoAarKoBi pr'rcyuru'

PerovreuAa uii uloAo noAaJr bllroro Bll Koplr cra H Hr pe3yJl brarin gucePra uii

B tIpaKTIIIIl.

Buxopracraui anropxoro ui4xoAl4, a caMe xou6inaropHe BHKopHc'taHHf Me'toAlB

rrpofHo3y, rxi 6ynra anpo6onani na pflAy aJlKoKchnoxiAut'tx 1,4-6etr:o21ia:etlirry,



MOXyTb 6yrwBr4KOpr4CTaHi Anq po:po6xra HOBI4X :He6oIroeaIbrII4X :aco6in ttntn

uoxiAsux iuurux xilaiqnrax paain'

3aynaxeuun uloAo oQopnaleHHfl Ta suicry AI'IcepTaUii' satturaHHfl /Io

rgo6ynaua.

3r.aicr AHCepTar1ii ilOeHoto r'riporo siAnoeila€ 3aflBJIetriil r'en,'t /locJ,l/IXeHtIfl 'ta

posxpnnae ii ocuosHi IIOJIOXeHHfl' Po6ora BHKOHarla yxpairtcst<oto MoBOK) l'a

osoprraneua siAnoeiAHo Ao r.rHHHHx BHMor. 3a'a,uua oLlirrra /r,Ccp,arrii Arirrrcsoi

A. C. e [o3r4.rr4BHOrO, [pore cni4 anepHyTl'l yBafy Ha oKpcMi :aynaNetlLlq ra

Br4cJIoBI{Tu no6 axaHHfl uroAo rloAail btrloro yr'o c KoH aJl e H H' :

1. y rexcri eycrpiuarorucr rpaua'rHuHi tIoMHJIKH 'fa nesilalti t'vpa3v T'a

riHreicruuni o6oPoru.

2.ypo6oriHeecKopoqeHHt,sriHeBI'IHeceHoyCIII4COKCKOpOLIeHb'l'llo

ycKn aAHloe clpraitvtaHHfl reKcry 4ucepraifi Hoi po6orra'

3. B nireparypHoMy ornr4i lro4crxufi cl4poBarKoeufr' ats6yrraiH (JICA) ciria

po3fnflAaT, He f,K N'riUteur, a flK OAHy : tuo4elefi ouiHxra 3a.Iaflelll{l' octci',tsKl4 np,

3auaJIeHHi ypaNyerucs 6ilxoBa r{acruHa TKaHHH'

4. B lrireparypHoMy or,.IqAi poalini <<1.2.2. I [ut<''tootccHI'clla3H 
',Ia

6pa4r,rxiHiHOsi peuerrop,)) He AocrarHbo ruru6orco o6r'onopK)1o1'bc' uiureui I lol'-

1, UOr-2, UOf-3, ra lpaSwlciHiuoei peqenropl4, tllo rre eiTlo6paxac $aKrraurrol

rny6unu Po6oru aBropa.

5. B nireParYPHoMY

saco6n, ix rraexasisNala aii

rrporl,I3ananrHi za6o6u ra

aHaJIrerI,IKaMI4 ra HfI33.

6. Y pos4inax uacHl4x AocniAxenr 6parye

eKcilepMeHTaJIbHI'Ix AaHI'Ix' Hassuicm l

oua4i, pos4il, 1.3 AHalureru'lFIi ra nporu3analuui

.qocr4Tb [oBepxHeso o6rosoptoloTbcrl arl aJ'l bI'e'rH'I H i ra

ix rnrexani3MH, aAxe BoHr4 He o6rraeNyroTbcfl onioiAnurran

: eKcreplaMeHraJlbHoi nepuQiKauii

eepr.rQircauii ni4r<Pecrrana 6

Sy uaarr,r e Hral I H i crr Ao cn i Axe H b AI4 c epr aHT a'

7. Eaxano 6, 6yno yrorIHI4TI,I euuY aQiHUiCru Nae'raooliry nponoKca3enaMy

uloAo ulA-aapeHopeqellropa, BKa3aBrII4 CepeA flKrIx niran,qie (6o ryr'' rrc i s Aef KHx

iuruux rBepAxeHrr^ y 4rac.po6ori s uiflorr{y, Marcrb .qlacxycifiHi (lparrtaenTu)'

8. ,[ani, uIOAo ((B3aeMOAii UraruooKcl4reHa3oro-1,2>, - llyx(e He nepeKoHJIHBo'

Brasyerrcr, u1O <<flporroKca3eilaM AeMoHcTpye HeAOC',IaTHFO Cllopiluer-ricTu lo

ur,rKJrOOKCr4reHa3H -1, ocxiruKl,I B3aeMoaii s Herc nepeBaxl{o nil6ynarcTbc'I qepe3

cna6ri BaH-Aep-Baartcosi 38'f3Kl,I, A i4eHrrasixonaui Ailsurcn :n'l:ynaHnl e

necnequQi.rHr,rMlr). oAsoqacno, BaH-Aep-Baanbcosi gs'sgxl4 HaJIexaTb AO Cla6xux

rvriXvronerynspHl{x ge'qgrie i e nepena*a'ql4MU (oCuonHI4M TI4IIOrta :a'xrXis) y

rilpoQoQHoMy aKrlrBHOMy cafiri sn'rsynaHur [oI- Bra:yeftc'' rlo <BsaeMo/Ii', 3

rIr4KJIOOKCI,IreHa3oIo -2 e vattoeQexrranHoto, ocrcilnxu :n'ltyaauur nin6yeae'I*'cfl

n o6nra:y aKTr4 BHo ro ueHTpy, 3anyqaloLrn au i uo rucrorH i 3aJr h rrr K H oAH o r! AoMe Hy ))'



t.

OAnax rpu uboMy niltsa eHepris B3a€MoAii llpolloKca3ellaMy 3

ur4KnooKcgreHa3aMr4 cKnaAae (-9 xxan/vro.nr, UOf- I ) ra (-7,3 rcrart/H,rorr,, I IOI--2),

a po3rauyBaHr{fl MoJreKynr4 ni4:uaueuo B aKrI4BHoMy caiiri KoxHoI: i:o$opu I-[Ot"

nilnosiAno (przc. 4.2, 4.3).

9. Po:Airr 5. Bxasy€'rbcfl <PaHiLue 6y,ro Bcl'aHoBJIctla IlHCoKa e(bcK'runttic'l't,

flponoKca3enaMy n pi:urax MoAenqx 3anaJIeHHt !61. y rcc'ri lla tla6prK rlallH,

c[pr4quHeHr,rfi KapareHaHoM, rrpoAeMoHcrpoBaHo, uro fiot'o iuri6iloptla aKlusttic'ru

3aJrexr4Tb ni4 4o:u, Aocrrarcr-rr4 MaKCHManbHoro e$ex'ry rtpl4 /to3i 10 H,tr'/r<l'...>.

Ocxintrn iHr-i6iUiq KapareHaHoBoro ua6prrcy xapaKl'epH3ye BIIJIHB

Ur4KJrooKcrareHaguufi rxJrflx 3a[areHHq, IIe AI4cKyrye 3 orpt'lMaHHM14 aBT'opoM

[aHy1Mr4 B]rKJraAr4M vrHV y Br4cHoBKy 3 ulolo e:aeN{oAii rporoKca3enaMy s I IOI-.

y npoqeci aHaliay Ar.rceprarlifinoi po6oru BI4H14KJIo rciluxa 3anHrallb,

3Ae6inbr.uoro ArrcKyciftHoro xapaKrepy, Ha qxi xorirocfl 6 orpaMarn silrnosili sia

Ar4CepraHTa:

1. .fxe rr,1icqe 3aclocyBaHHfl nponoKca3enauy n rc"rriuiui, s actte rcri o'tpuMar{Hx

aBTOpOM AaHr4x, ra srcurtlnxi npenapar siA Moxe gaNairrH'rH.

2. gu MoxHa po3tnflAarr4 Aoc,'riANeHHg uroAo B3aeMo/lii /toc.ni,tlxyBaHux

C[onyK 3 aKTr4BHt4MLr UeHTparurra IICA a acnexri ix :n'l:ynaHIIf ': allr,6ynairtou Ta

$aprr,taxoxi Heru'-I HIax s:aeNaoli fi ?

3. t{H He 3aJrexr,rrb aHTHHoquqe[THBHa axrusuic-t'r, I IporroKCa3ellaM y nil

aroMy 6povy B crpyxrypi, a raKox I AMK-epriqltHN{ KoMIIotle'HraM

Qaprraaxonori.Iuoi Aii, sxi MacKytorb soquUenqiro, 3aBArKH ralll'linuuu,

na'r:oaopenaKoyroquM eSeKTaMI4, Touro.

4.lqraHe € roKazaswfi aBropoM BrrJrr4B na 6pa4uxininoelril peuerrop l-t'o'rntty,

NMDA peuegrop, SocsoAiecrepa:a 4, TRPVl peuertlop ra rcatttta6iuoirrHrlfi

peuerrrop 1, noreuq\ilsutvtu o6vexeuHflMLI Ha 3acrocyBa[lI{fl IlpolloKca:enaruy?

Hessaxaroqu Ha oxpelai 3ayBaxeHHfl, 4ncep'rarlillrta po6ola IloAalIa Io

3axr4cry uapi:Hrerrcr Br4coKHM HayKoB14M pinHev. BHre-rte tti tteAoltiru FIe

BrrJrr4Ba[orb Ha 3araJr*ry rxicrr AocliAxeHHr, He 3MeHIrtytorb ltolo I'coperHqtloi Ta

rrpaKTnqHoi :uauyulocri, HayKoBoi HoBH3HH i o6rpyuroaaHoc'ri cQopr'ry.rlsoBaHHx

sracHoercie.

Bi4cyru icrs (nan nuicrs) ropyuleH r, aKaAeM iq uoi go6 pouecuocri.

y npoqeci o3HafioMneHHf, 3 Ar{cepraqifinoro po6ororo Axiulesoi Aniupr

Cepriinnra Ha reMy: <<In silico asalis NaexaHisN{in peanisaqii auanbreruqHofo ra

nporr43anairbHoro eQexrin anKoKciloxiAnprx 1,4-6en:or1ia:enirry)), a raKo)t< tliA '.lac

aHali:y. fioro HayKoBHx ny6lircauifi, ne 6yrro BHfluJIetto Ilopylllcrlt, ttprlultnttin

araAeviqnoi Tlo6pouecuocli. Oslrarc nrariary, $alrr,cu$ircartii pc:y-rrsla'rin a6o

iuurux He4o6pouecHgx aifi ue:aSircconaHo. BHqereui 'rercc'roni :6it'u nilittoniltarols



aBTOpCbKI4M ny6nixaqiart,r a6o 3afaJrbHoBxl4BaHHMH tlayKoBHMH

QoprraynroBaHHflMr4; yci qrarau4 HaJrexHo oQoprrueni s nocHJIaHHrM Ha nianoniaHi

A)I(epena.

BgcHosoK rrpo silnonilHicru Auceprauii scraHoBJIeHuM BHMoraM.

fluceprauifiHa po6ora Ariurenoi Arinu Cepriinnra Ha 'reMy: <<ln silico auari:

rraexaHisNris peaniaauii asaluerr4r{Horo ra IIporH3a[aJlbHoro e$exrin

alxoxciuoxiAgux 1,4-6enaogia:eniuy> rtp14cBflqel{a KoMIIreKClloMy anani:y

NaexaHisN{is ssaeNaodi aocniaxyBaHl,Ix cronyK s 6irxosuMH MiueHrM14, lIIo 6epyrl

yqacrb y po3B6Trcy 6onroBnx clrHAporvrin ra 3arl€ulbHux npouecin, al'aKox ouiHui

ix noreuqiany xx $aprr,raxonoriqHux arenris.

fiaua po6ora nosHicrrc siAnosiAae BI4MoraM <flopr4xy npHcyAxeHHt

cryneH, AoKropa SinocoSii ra cxacyBaHH, piurennr pa:onoi cneuiarisonauoi pall1,

3aKnaAy sraqoi ocniru , HayKoBoi ycrauoal4 rrpo npLIcyAxeHHs cryneHfl AoK'ropa

SinocoSii>, 3arBepAxeHo llocrauonoro Ka6inery Miuicrpie YxpaIHr'r sia

1g.05.2023 J\b 502 xloAo slo6yms cryneHn SirocoQii ra nurraoraM ilo o(loprraneHur

Ar4ceprarrii, earaepAxeHr4Mr4 HaKa3oM MOH Yrcpaiura sia l2 ciqrtr 2017 poKy N 40

(ai srraiHarr,u,r BHeceHraMr sriAHo 3 HaKa3orra MOH Vrpainra sia 3 I .05.20 I 9 }le 7 59), a

ii anropxa Axiureea Anina CepriTnna 3acnyroBye Ha npucyAxeHllr HayKoBoro

cryreH, AoKropa Sinoco$ii: rany:i 3HaHb 09 <Eionoris>:a cneuialtutricrrc 091

<Eionoris>.

OSil1ifiHlafi ononeur:

Ar{peKrop,{epxannoi Ycran

<Iucruryr Qapnaar<onorii

HAMH Yxpaiua>,

AoKrop 6ionoriqnux u Orter' fl/UIOIIC lrK4n'{o^l'iiffira yir,lff'ro.
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