O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMEP: 0402U002307
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpamnii: 10-07-2002

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. )KYK MAKCUM CEPTIMOBUY
2. ZhUK MAKSYM SERGIJOVYCh

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi crieniajIbHOCTI: 14.03.05
HasBa HayKoBOi creniaJIbHOCTi: Gapmaxosoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jata 3axucry: 02-07-2002

CreniaJbHICTh 32 OCBiTOXO: 07.070.402

Micue po6oTu 3400yBaya: disuxo-ximiunmii inctutyt im. O.B.Borarcskoro HAH Ykpainu

Kopg 3a € IPIIOY: 03534535

Micue3Haxoa KeHHs: 65080, Ykpaina, Oneca-80, Jioctmopdcbka popora, 86

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akaziemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliaJai30BaHOi BYE€HOI pazu): [l 41.600.01
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOHM: OfieChKuii HAL[iOHAIbHWI MEIMYHUI YHIBEPCUTET
Kopg 3a € IPIIOY: 02010801

Micue3HaxoaKeHHS: BanixoBChbKuii IPOBYJIOK, 2, M. Ofeca, Opecbka 0611., 65082, YkpaiHna

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10
BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0c00H: dizuko-ximiunumii inctutyt iMm. O.B.Borarcekoro HAH Ykpainu
Kopg 3a €IPIIOY: 03534535

Micue3HaxoaKeHHs: 65080, Vkpaina, Oneca-80, Jlioctnopdcbka nopora, 86

dopma ByracHOCTI:

Cdepa ynpaBiiHHS: HaujonanbHa akaziemist HayK YKpainu

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYyOPHK: 34.45.21, 76.03.53

Tema gucepranii:
1. ®apmakoreHeTH4Hi 0CO6IMBOCTI OiOKiHETUKM eK3oreHHUX jiranzis TAMKA-peuenTopy.

2. The pharmacogenetical peculiarity of biokinetics of the of ligands of the GABAA receptor

Pedepar:

1. lucepraris NpucBsAY€Ha €KCIIEPYMEHTATIBHOMY BUBUYEHHIO Ta MAaTEMAaTUYHOMY MOJIE€JIIOBAHHIO IIPOLIECIB
B3aeMozii in vivo ek3orennux Jirannis TAMK-pk. Byso nocriinkeHno ¢pynkuioHansHi ocobausocti TAMK-pK in vivo B
YMOBaxX B3a€MO/Iii €EK30r€HHUX JIiraHAiB pisHUX CyO0AUHULb (MyCLUMOIY, (PJIIOMa3€EHiNy, €TaHOJIy) IIPY 3MiHHOMY
piBHi enporenHoro Mexiaropy. Onucano mexaniamu fii in vivo penazenamy, mycurmory, Ro 15-1788 ta etanosny 3
BUKOPUCTAaHHSIM (PapMaKOJIOTiYHUX MoJieiell. BuBueHni1 B3aeM0O3B' 130K apaMeTpiB papMaKOKiHETUKU Ta
dapmakoauHamiky peHazenamy, HOBOI IIPOJIiKapChKOi CIIONYKY - LIMHA3eNamy Ta ix 3-OKCinoxifiHOro y Mutien
pisnux siHiit (CBA, C57BL /6, F1). ®apmakokiHeTHKa €TaHOJIy B OpraHi3Mi MUILEN He 3aJleKaTh Bif JIiHii TRApUH Ta
monudixyounx gaktopis. Po3pobsieH aHamiTUYHUI anapaT [j1s BUSHAUEHHS! B3a€EMO3B'I3Ky (DapMaKOKiHEeTHUKU
JIIKapCBKUX CITOJIYK Ta T€PAIeBTUYHOrO iHAeKcy. [IpogeMOHCTpOBaHa IPUIATHICTD MATEMATUYHOI MOLEJTI 1715

OLIiHKM 6i0KiHETUKM €TaHOJIy Ta MyCLIUMOJIY.

2. The dissertation is devoted to the experimental study and mathematical modelling of interactions in vivo
between exogenous ligands of the GABA receptor complex. Functional properties of the GABA receptor complex



were examined in vivo on the basis of interactions between lidands of different subunits of the GABA receptor
(muscimol, flumazenil and ethanol) and in conditions of altered levels of the endogenous mediator. Mechanism of
in vivo action of phenazepam, muscimol, Ro 15-1788 and ethanol were described using pharmacological models.
The relationship between pharmacokinetics and pharmacodynamics of phenazepam, a novel prodrug - cinazepam
and its metabolite - 3-hydroxyphenazepam has been studied in different strains of mice (CBA, C57Bl/6 and their
F1). It has been demonstrated that the ethanol pharmacokinetics irrespective of the strains of animals and
modifying factors. Analytical formalism is worked out to determine the relationship between drug
pharmacokinetics and therapeutic index. The applicability of the mathematical model has been demonstrated
during estimation of the ethanol and muscimol biokinetics.
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