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1. nH BWBO rIpOyqBAIJWfl, Bbpxy TIEITTI4AEPII4TTHATA PETyJIAUI4f, HA
X OJII4HEPTI4IIHATA HE B T P O TPAC MI4 CTIfl B MO 3 bK HA TIJI bX

Ilv6,urrcauuu (1.2)

HeBpoMoAynupau1l4 eQem Ha HeBponenru1a coMarocraruu (COM) Bbpxy oceo6oxAaBaHero Ha

auerr4nxonuH (AIIX) B crpuaryM H xurroKaMrr Ha nJ'rr,x.

MexaHH3'bM.

oceo6oxAaBaHero Ha AUX or Heocrpr4aryM Hafi-eeporruo e orocpeAcrBaH or
coMaTocTaTHHoBH peue[TopH, ,'roKaJrH3HpaHH Br,pxy rnyTaMaTeptLlI].HV HepBHH TepMHHanH.

yrlacTHe B3HMaT u rnyTaMaTHrr peqe[Topr4, J]oKa,'rr43ApaHV Bbpxy AeHApt4THr4Te pa3KnoHeHVfl Ha

xon14HeprhrrHhTe HeBpoHH B crpr4aTyM
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), flo,ryveHNre or Hac HeBpoxr4M14r.rHH pe3ynrarr.r AaBar

xonHHepfHqHara HeBporpacMHrepHa cr.{creMa B xr4[oKaMn

perynHpa or AM|IA rr,ryraMarHH peuerropu.

ocHoBaHHe Ia cMrTaMe. qe

il crpnaryMa Hafi-neporrHo ce

2. I,IH BIITPO IIPOYIIBAIJLIfl, TIbPXY IEITI,IAEPTI,IIIHATA PETYJIAUIIfl HA
UIMKOMYCKYJIHATA CbKPATIITEJIHA AKTLIBHOCT

Ilv6nrarauras (3)

MycKynHara cbKparr4TeJrHa aKTHBHocr Ha rtHKorrHH, Mexyp. floryveHn ca ophrhHaJrHH AaHH14.

KoHTo rroKa3Bar uuxu6nropeu eSercr Ha rpenhHa Bbpxy c'bKpararenHara aKrHBHocr Ha

Aerpy3opa.

Koraro ce npunara caMocrorreJrHo, Ho Koraro ce BT,BexAa 3aeAHo c Aur-ll, rofi cnnpa n,rn

HaMar.rflBa pa3Br,rrr4ero Ha c'bKpaueHhero, [poBoKHpaHo or ro3n rrenrnA. Te:ra AaHHH AoKa3Bar

Te3ara 3a B3aHMoAeficrer4e MexAy o4rHalrHr4Te IT,THUIa, qpe3 KoHTo [e[THAr4Te Aeficrear.
r Bbs ocuoaa Ha nonyqeHuTe pe3ynraru e Sopuy,rapaHa xuflore3a 3a Har'ruque Ha rpen[.{HoBH

peuenropa B nnKotrHl,rfl Mexyp, KoHro He aKTilBr4par SocSo,rvila3a C curua,rHLTfl n'b't v ce

pa3nvqaBuT oT Te3H B xpaHocM4raTerH[f TpaKT no oTHoileHr4e Ha BbTpeKneTbr{Hr4fl

TpaHcAyKqHoHeH MexaHu3r,M.

3. HEBPOEI,IOIOTUqHI4 I,I3CIEABAHI,Ifl HA MOJIEKyJII4 C IIPUPOAEH I,IIII
CI4HTETI,IIIEH XAPAKTEP BbPXY EKCTIEPPIMEHTAJIHII MOAENII HA
c OIIIIAJTHO 3HATTVIMVL 3AEO JIfl BAHlI.fl

3.1. EOJIECT HA IAPKI'IHCOH /BTI/

tr4:c,re4eau 6e noreHqu arHz4fl HeBponporeKrHBeH eSercr Ha MoneKynr4 c rrpHpoAeH vtll cr.rHTerHqeH

xapaKTep Bbpxy HeBpoAereHeparaBHnre npouecu e 6-OHDA eKc[epHMeHTaJreH MoAen sa Bo,recr

Ha flaprcnncon /EfI/

Ily6rrxaquu (4,5,7,12,15) u Uarenr J\i 67301 81115.09.2021

3.1.1. Cnnrerlr.rHr{ MoJrexy,'rH

HesporeHsHHoBu aHaJro3rr

E,rll:rara aHaroMHrJHa r.r Synxur4oHaJ'IHa Bpr,3Ka Me)KAy AonaMHHepfvqHara H HeBporeH3hHoBara

(HT) HeeporpacHnTepHH oicreMu B Mo3:bK npeArronara Bpb3Ka Ha HT u Bfl. I,lsc,reAeaH 6e

HeBponporeKTnBHhq [oreHuuar'r Ha ABa HeBporeH3hHoBr4 aHaJ'Iora HT2 n HT4 npu

eKc[epHMeHraJreH MoAen na Bfl.
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3a nrpnu nr"r 6sxa [onyqeHH AaHHH, qe:

cgr'rHo r43pa3eHo or roBa ua HT. Pesy,rrarure ca AoKa3aHI4 noBeAeHqecKI4, 6aoxunauqHo u

XI4CTOXHMHqHO.

flpegno,rara ce, qe ABara aHaJrora HaMaJrrBar HeBpoHanHara (Aonarrll.{HeptuqHa) zary6a npu

eKcnepHMeHTa,'IHHfl MoAen Ha so6o,'IgeaHero.

1apuepa u no-go6pa cra6u,ruocr or HT.

HT auaro:H ca cHHTe3ApaHV or Aou. Tauapa flafinaHoea, Vlncrutyt no MoneKynflpHa 6uo:rortu,

BAH. Irl:cneABaHr.rflTa ca h3Br,pueHr4 c:bBMecrHo c YHneepcr4Tera e Ter AeHe , \4zpaet no cbBMecreH

npoeKr no EEP.

AManraAlruoe aua,'ror Tvrosinyl-amantadine (Tyr-Am)

opuruHanHa MoneKyna /Tyr-Am/ c nogo6peHr4 HeBpo6ao,'rorraqHu u 6woxwMI4tIHI4 e$ercrra

Bbpxy roKcHH-hHAyur.,rpaH eKcilepr4MeHTaJleH MoAen na Efl rpr4 flnbxoBe.

neKapcrBeHoro cpeAcrgo AI\4aHraAHH, r43rro,'r3BaH Karo pe$epeHr, Ho B 3Haqr4Ter'IHo rlo-HltcKH

Ao3H (orcolo 2.5 n:srrz). HoeocuHre3vpaHara MoneKyna e c no-HHcKa roKcl4tlHocr or
AuasraAusa.

aHTH[apKHHcoHoB e$ercr Ha opuruHanHara MoneKyna Tyr-Am orqacru ce A'bJIxH Ha

aHTHoKcHAaHTHT.{Te fi ceoficrea.

Hoeara MoneKyna Tyr-Am e cr.rHTe3npaHa or rrpo$. CraHrcoea n :r.eiluus, eKnrt B fo3y- Blaroeerpag

3.1.2. Molercy,ru c rpupoAeH [porr3xoA

AnuroxcuAanur

lla rrr,trrnrl nr)'r'cpaBHhreJrHo e oueHeHa ponflra Ha HrKoH o6rlr.r ra cnequ$rar{Ha MexaHA3MV Ha

HeBponporeKr14BHoro Aeilcreue ua 3 ecrecreeHra 6uoaHTHoKcHAaHrra (E:raroaa KI4ceJ'IHHa, Ilunoeea

KHceJrr4Ha u Mnpreua,r) c paaluuHa xr.rMr4qHa crpyKTypa Bbpxy eKc[epr4MeHTaJIeH MoAen ua BfI,

14HAyur4paH c HeBporoKcusa6- OHDA B'bpxy rrJrr,xoBe.

MoAen ua Efl
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/ E,,raroeara KHcenHHa (EK), nunoeBara Kr4cenr4Ha (nK) n MnpreHa,r iloKa3axa no4o6prsaulr.r

eSexlz Bbpxy HapyuteHHrra B iloBeAeHuero" [peAh3BHKaHa or HeBporoKcHHa. [Io orHotrleHue

Ha MoropHHTe HapyueHnr, e$ercr'sr n Ha rpr4re H3cr'reABaHh MoneKynu 6erue c'rll:ueprau. Hafi-

go6:bp no4o6pxeaul rraMerra e$exr 6eure ycraHoBeH 3a Mupreua:ra.

Ao[aMuHoBHre HHBa rrpu MoAena H xeMhc$epHara narepanH3ar]Hq. EK, JIK n Maprena,r

noBnrrraBaT H3qep[aHHTe oT HeBpoToKcHHa AonaMHHoBH Hr.{Ba B MO3T,K. KaTO 3a EA tt JIA

eSercm npeQepeHuHanHo e n[cr4rarepaneH (nwznpawa xevrac$epa), a za MupreHa,ra e

KoHrpanarepaneH. OrHoso Hail-cn,reH 6e e$ercra Ha MnpreHa,ra.

r 3a nrpsu nrr 6erue ycraHoBeHa xenlrc$epHa narepanH3arrur Ha aHTHoKcvnaHTHVfl, e$ercr Ha

TpHTe r43creABaHh rrpHpoAHH cr,eAHHeHHn. EA, JlA n Mnpreuara B'b3craHoBflBar B pa3nr4llHa

cre[eH [poMeHeHure rrpH eKcnepuMeHTarHr4fl MoAen Ha 6o,recrra ua flapxnHcoH HHBa Ha

nvnvLHa nepoKcr4AauHfl, rJ'ryrarvoH t4 aKTI4BHocr Ha aHToKcr4AaHTH14, eH3HM Karana3a. ESexrtr
Ha EA u Mupreuana e H3pa3eHo r4flcuJrarepaneH, AoKaro sa rofi e JIA e KoHrpanarepareu. C

uaii-cn,r Ho lr3pa3eH aHTr4oKcHAaHreH etf ercr orHoBo 6eire M npreHaJIa

Meraronun

r C'ssNaecrno c vrarvaHcKu eKurr or YuunepcaTera Cannesua e Pnv, Vlratws norBr,pAuxMe

npeBaHTr4BHoro 4eficrBHe Ha xopMoHa Ha c'bHr Me,raroulrH Bbpxy 6-OHAA MoAeJI Ha

flapxr.rHcoHoea 6orecr. YcranosraxMe, qe Me,rarounntr nogo6prBa MoropHara KoopAHHaur4r

H flaMerra trpu rrnr,xose c EfI. Opurlruaruv raHHV [onyqr4xMe orHocHo HeBpoMoAynnpaurufl

e$ercr Ha MeJraroHHHa Bbpxy HVBara Ha AonaMHH 14 arrerr4rxonuH B Mo3bKa, KoHTo

HeBpoMeAuaropH ca 3HaLrhreJrHo yBenhqeHil, 6e: ra ce [poMeH, KoJIHLlecrBoro Ha

HOpaApeHarvHa, aApeHan14Ha 14 ceporoHHHa.

3.2. AEMEHrIr,rs OT ATIIXAfrMEPOB TUII

I4:c,re4naH 6e e$ercra Ha BeulecrBa or npr4poAeH L4tvt cuHTerHrleH npoH3xoA Bt,pxy

HeBpoAefeHepaTHBHr4Te npouecH B cKonor'raMHH-[peAH3BhKaH eKcIIepHMeHTaJIeH MOAen Ha

AeMeHrrHfl or A,rqxailMepoB ran.

Ily6,utcauuu (6. 9.I0.1 I "16)

3.2.1. CunreruqHlr MoJreKyJrIr

fa,ranraMllnoelt aHa,'Io:H

3a n:r,pnu nrr 6sxa H3creABaHr4 4 Hoeu ranaHTaMr.{Hoera (fa,'r) aHaJlora, cHHTe3HpaHra or npo$

BesaHKoe 14 Aou. flauueta IJerona or XuuurcorexHoJrorHrreH 14 MeranyprnqeH yHHBepcurer - CoQnr

npn eKc[epHMeHTaneH MoAer'r Ha AeMeHuvfl or A,rqxafinaepoB Tr,rn. llpoc,regeHu 6sxa rexHhre
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eSercrn B:bpxy HapyuleHrare [oBeAeHqectvt Li 6uoxanauqsu flapaMerpv lpu ro3l4 eKc[epuMeHTaneH

MOAen

flo,ryueuure or Hac pe3ynraru noKa3axa cneAHoro:

KpaTKOCpOq HaTa V I'bn I-OCpOII Ha IIaM er.

H3cneAOBaTe,ICKO noBeAeHhe [pI4 eKCnepl.{MeHTa,1Hl4, MoAe,I Ha AeMeHUVfl OT A,rr1xafin'lepOa

T[1n.
', Hoeocr4Hre3HpaHHTe fa,'r rrpoH3BoAHH H caMr.rflT TaJIaHTaMHH He noBatrInxa HVBara Ha

MaJ'roHAHar'rAexHAa, KoeTo AeMoHcTpHpa, Lre Te ftpeAorBpaTrBaT flpollecHTe Ha rvnv,.Ha

rrepoKcuAaqur, Ha6rroAaBaH:l. B rpyrrara c eKc[epHMeHra!'IHa AeMeHuHr. f att 34, 44 tt 46 ce

orJluqaBar ct,c cnoco6Hocrra cr4 Aa [oBHIxaBar HilBara Ha fnyrarHoHa, Koero e rtoreHllha,'I 3a

aHT[roKcr4AaHTHa aKTHBHocr, KaKBaro ra!'raHTaM14Hbr He noKa3Ba. flo orHolxeHHe Ha eH3hMHara

aHTlroKct4AaHTHa cHcHTeMa ce orKporBar lar 34 n 43, Kor4To [oBI4[IaBar, HaMaJIeHara or
cKorroJraMuHa, aKThBHocr Ha cy[epoKcr4A AHcMyra3ara [otITH Ao KoHTpOnHV HVBA-

HeBpoTpaHcMhTepHTe AorraMHH H HopaApeHa:nL[H, LOKaTO la,rraHTaMHH'bT h HefoBI4Te

HOBOCHHTe3VpaHV npoH3BOAHH He rrpoMeHflT Ta3H TeHAeHUHfl.

cepoToHt4HoBHTe HuBa, H3MepeHH B MO3r,rrHr4 XOMOfeHaTH Ha AeMeHTHl4 MHTUKH

3.2.2. Ilpupogur.r MoJremy,'ru

"llunoena xuce"ruua

Kuce,.rHHa (nK) rtp14 nJrbxoBe c eKcnepuMer-rraJrHa /xeMeHuur. YcraHonnxlle, qe JIK

crarhcrnqecKu AocroBepHo noAo 6prca KorHHTr4BHHre Syurcqn v v HauarflBa oKcHAar vBHV'te

yBpexAaHhr, KaTo yBenHqaBa HHBaTa Ha tnyTaTHoHa, Bb3cTaHoBflBa aKTI4BHOCTHTe Ha

KaraJ'ra3ara h cynepoKcuAucMyra3ara B rpr4 Mo3bqHH crpyKTypra /npetfpoHTaJleH KopreKc,

xarroKaMn w crpuaryvl .

'r flevoHcrpnpaxMe HoBH MexaHH3MH Ha HeBporrporeKTr4BH14, efiercr Ha r'rHnoeBara KHce,rHHa npr{

rrJrL,xoBe c erccrrepHMeHTaJ'rHa AeMeHrrr,rr. 3a n'spnn nbr ycraHoBr4xMe uuxu6upaul e$exr ua JIK

BT,pXy aKTHBHOCTTa Ha arIeTHnXOnHHeCTepa3UTa, no-cr4nHo r43pa3eH B x14IIoKaMII4.

HA MO3'btIHHTC MOHOAMUHH.

Excrpaxr or ox,rroeu
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Ha eKcTpaKT oT ox,'rroBt4 tlptl fpr43aqh c eKcrrepr.{MeHTar'reH MoAen Ha AeMeHuHfl.

e$ercr Ha cny3Ta or oxrrroBn H noJro)KureJrHr4fl e$exr Bbpxy naMerra Ha )KHBoTHH c AeMeHrrur
or ArqxafiMepoB Tr.{n.

I4grorsr.ur:

lrt. ac. ea, g6l
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