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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
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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
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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHX PYOPHK: 34.45.01

Tema gucepranii:
1. MexaHi3mu peakuiil MmeTabosisMy Ta esiMminalii rizazenamy B opraHismi mypis

2. Mechanisms of elimination and metabolism of gidazepam in rat organisms

Pedepar:

1. Incepraris npucBsYeHa BUBYEHHIO €KCKpellil Ta MeTabosii3aMy, Tizaszenamy 3 opraHiamy TBapuH, JOCTIIKEHHIO
npoueciB N1-peasnkintoBaHHs Ta C3-TiIpOKCUIIIOBaHHS KOTO MOJIEKYIN. CIIOJy4EHHSIM METO/IiB TOHKOLIAPOBOi
xpomarorpagii Ta Mac-CrieKTpoMeTpii BCTaHOBJIEHO OyIOBY Tifiazernamy Ta MOro MeTabosIiTiB. Y gocifgax in vitro
CIOCTEpiraeTbcsl iHTEeHCUBHUI META00JIi3M rifjazenamy 3 yTBOPEHHSIM 0r0 rOJIOBHUX META0O0JIITIB —
Ie3ajKinrinasenamy, Ae3aariipoKkcurifasenamy Ta aleTuiIrigpasyuny. 3a cBoiMy (isuKO-XiMiUHUMU BIaCTUBOCTSIMU
1Ii peYOBMHY MO>KHA PO3Ji/IUTU Ha rigpodiibHi (aLeTUIrigpas3yx) Ta JinoinbHi (rigasenam, Aesankinrigazenam Ta
Iesankinrinpokcurigasenam). CliBBiHOIMEHHS IiIpo@iIbHUX Ta JMO)iIbHUX META00JIITiB Yy €KCKpeTax TBapMH
ckiiano 6:1 BinnosigHo. Buznauenso isodpopmu CYP450 cranmapTHUMU METOaMHU iHTiGITOPHOTO aHali3y, 1o
KartasizyoTb npouecu N1-geankinoBaHHs Ta C3-rifpokcuiioBaHHs 110 GpapMaKOKiHETUYHUM IIOKa3HUKaM. ¥ BCix
IOCJIiIKEHHSX BiIMi4€HO, 110 T0YaTKOBAa KOHLIEHTPALlis IIpenapary abo oro MeTabosIiTiB y He3HAuHIl mipi
3aJIeKUTD Bifl 3MiH KJlipeHcy. B Toi ke 4ac 3MiHM KJlipeHCY 3MEHIIYIOTh IOKAa3HUK Nepioly HamiBesliMiHalii 3aco0y.

OTpumaHHi pe3yJbTaTH [al0Th 3MOI'Y IIPOTHO3YBATH [Iil0 rifasenamy 3 pisHUMU JIIKApCbKUMHU 3aCO0aMU —



inribiropamu, ingykropamu ta cy6ctparamu CYP450.

2. The work is dedicated to studying of elimination and metabolism of gidazepam and its metabolites from the
organism’s of experimental animals. Using the combination of thin-layer chromatography and mass-spectrometry
was established the structure of gidazepam and its metabolites. Under in vivo experiments the intensive
metabolism of gydazepam, forming the main metabolites - dealkilgydazepam, dealkilhydroxygydazepam and
acetylhyrozine were detected. The hydrolytic/lipophylic metabolites were 6:1. By the help of standard methods of
inhibition analysis the different CYP450 izoforms, participating N1-dealcylation and C3-hydroxylation were
excluded from gydazepams’ metabolism. This can be used for cross influence after concomitant CYP450 inhibitors

or inductors administration.
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