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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi Cleliai30BaHOi BYEHOI pazu): [l 64.605.03
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dopma ByracHoCTI:
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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 TemaTHYHHX PYOPHK: 76.31.29

Tema gucepranii:
1. ExcriepumeHTasnbpHa papMakoKiHeTHKA 3-ajIkoKkcu-1,4-6eH3piasenin-2-oHa (€TOKCo3enama)

2. Experimental pharmacokinetics of 3-alkoxy-1.4-benzodiazepine-2-one (ethoxozepam)

Pedepar:

1. Inceprariis npucBsYeHa AOCTIIKEHHIO IIPOLieCiB BCMOKTYBaHHS, PO3IOLiny, MeTabo1i3My Ta eimiHarii 14C-
eTokcosenamy. KoHzeHcalielo BiilIoBifHOro 3-x10pnoxigHoro 1,4-6eH3aiaseniny Ta 14C-eTunoBoro cnupry 6yJsio
CHHTEe30BaHO 14C-MideHy CIOJIyKY i3 NUTOMO akTuBHICTIO 0,7 ['BK/MoJ1b Ta pafioxpomaTorpagiqyHo0 YUCTOTO0
96,2 %. BcranosneHno ¢axT 4acTkoBoi (0o 14% Biz BBemeHOi 1031) ceKpeliii CIIoIyKy [0 MITYHKOBO-KUIIKOBOIO
TPaKTy Iicjst BHYTPIIHbOBEHHOTO BBE,EHHS Ta WIBUAKOI MOBHOI abCopO1ii micsist iHTparacTpasbHOrO BBEJEHHS.
dapmakoKiHeTH4YM Mpodisb €TOKCO3enamy B KPOBi, MO3KY Ta I1€YiHIli ONUCY€ETHCS OJJHOKAMEPHOIO
(papMaKOKiHETUYHOIO MOZEJLIIO. B opranismi criosyka niggaeTbcst MeTaboJ1i3My - TiCJIs1 BHYTPIlIHBOBEHHOTO
BBE[IEHHS B OpraHax Ta TKaHMHAax BMiCT He3MiHHOI pe4oBuHM ckianae 50-70 % 3aranpHOi pafioakTUBHOCTI. B
YMOBax in vitro (romoreHar nevinku) 6yJyio BCTaHOBJIEHO (PakT esiMiHallii pasioa3oTonHOi MiTKU 3 Mosiekyu (37,1
11,7% 3araspHOI MaKCMMaJIbHOI IIBUAKOCTI 6ioTpaHcdopmalii 1ino@ibHUX METaboJIiTiB) Ta 3aIPOIIOHOBAHO CXEMY
fioro meTtabosizmy. [Ipu BHyTPilIHBOBEHHOMY BBeZeHHi BuBoAuThCs 18,0 + 3,5 % Biz BBemeHoi 103y, a npu
inTparactpanpHoMy 29,0 + 8,0 % Biz BBeneHoi 103K, 3a paxyHOK 6ioTpaHcdopmaliii BuxifgHoi crionyku in vivo ta



BUCOKOT'O CTYIIEHIO eJliMiHalii i30TOIMHOI MiTKM B IUX YMOBax

2. The dissertation is dedicated to studying of absorption, distribution, metabolism and elimination processes of
14C-ethoxozepam. Via condensation of the corresponding 3-chloroderivative 1.4-benzodiazepine with 14C-ethanol
the 14C-labeled sample with specific activity 0.7GBk/mol and radiochromaographic purity 96.2 % had been
obtained. It was found that after intravenous administration substance partially (up to 14 % of the dose
administered) secreted to the gastro-intestinal tract, while fully and readily being absorbed after intragastral
administration. Ethoxozepam's concentration in blood, brain and liver is described with the one-compartment
pharmacokinetic model. In the organism the studied substance undergoes metabolism - after intravenous
administration in organs and tissues the unchanged substance quantity is from 50 to 70 % of the total
radioactivity. In vitro the radioisotope label elimination from structure (37,1 11,7% of the total maximum
biotransformation of lipophilic metabolites) had been found and the scheme of it's possible transformation had
been suggested. After intravenous administration the total quantity of radioactivity excreted is 18,0 = 3,5 %, while
after intragastral - 29,0 + 8,0 % of the dose administered that proves the impact of the intense biotransformation
and izitope elimination from ethoxozepam molecule in vivo.
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