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Pedepar:

1. lucepraris npucBsY€Ha BUBYEHHIO "3B'S13Ky CTPYKTYpa - HEMPOTPOIHA aKTUBHICTL" HOBUX 3-3aMillleHUX
noxingHux 1,4-6eH3ziazenidy. BuUBUeHHS 3B'SI3Ky CTPYKTypa-aKTUBHICTb B Psily €CTepiB Ta eTepiB 7-6poM-5-(2'-
xjiop)denin-1,2-pgurinpo-3H-1,4-6eH3niazenin-2-ony Ta 7-6pom-5-¢eHin-1,2-gurinpo-3H-1,4-6eH3aiazenin-2-oHy
[I0Ka3aJio, 1o iCHy€e 1Ba OCHOBHUX CTPYKTYPHUX KOMIIOHEHTA, SIKi BArOMO BIJIMBAIOTh HA (papMaKoJIOTiuHy
aKTUBHICTb 3-3aMillleHUX NoXigHUX 1,4-6eH3niazeniny. ONHUM 3 HUX € BBEJ,€HHS 3aMiCHUKIB Y TPETE I10JI0KEeHHS
reTEePOKiJbLg, 10 NPUBOAUTH IO 3HMKEHHS IPOTUCYJOMHOI aKTUBHOCTI, SIKa Y BUIIA/IKy €CTEPiB 3 4aCOM 4aCTKOBO
[TIOHOBJIIOETHCS 32 PAXYHOK BUBiJIbHEHHS aKTUBHOTO META00JIITY, a Y €TepiB 3 YaCOM IOBIJIbHO 3HMUXKYETHCS. 3
Ipyroro 60Ky, HasBHiCTh aToma Cl B OpTO-TI0/I00KeHH] PeHiIbHOTO PparMeHTy NPUBOIUTH 10 AOJATKOBOTO
3HIDKEHHS TPOTUCYLOMHOI aKTUBHOCTI, i y BUIaJIKy eTepiB 7-6pom-5-(2'-xsop)PeHin-1,2-npurinpo-3H-1,4-
6eH3fiazeniH-2-0Hy IPUBOAUTD JO IIPAKTUYHO [1I0BHOI BTPATH IPOTUCYAOMHOI aKTUBHOCTI Yyepes 24 rof mics
OJIHOPA30BOT0 N1€pPOPabHOTO BBeleHHS. JI7151 Hai16i/IbIl aKTUBHUX CIIOJIYK OyJla BUBUE€HA HEPOTPOIIHA aKTUBHICTb

3a papMaKoJIOTIYHUMU TeCcTaMu (YOpHO-6isia Kamepa, BiIKpUTUIL JlaH, 00ePTOBUI1 CTPUKEHB). JJOCTiIKeHHs



posnofiny ecrepiB 7-6poM-5-(2'-xyop)denin-1,2-nurinpo- 3H-1,4-6eH3iazenin-2-0Hy B OpraHax i TKaHMHax
eKCIIepMMEHTAJIbHUX TBapUH in vivo 110Ka3aso, 1o MepeBaskHa KiJIbKIiCTh ecTepiB Ta 3-rifpokcrudeHasenamy mics

II€POPAJJIbHOTO BBENEHHA 3HAXOONUTHCA B TOJIOBHOMY MO3KY.

2. This thesis considers the “structure-neurotropic activity” of the new 3-substituted derivatives of 1,4-
benzodiazepine. The analysis of the “structure-activity” in the line of esters and ethers 7-brom-5-(2'-chlor)phenyl-
1,2-dihydro-3H-1,4-benzodiazepine-2-one and 7-brom-5-phenyl-1,2-dihydro-3H-1,4-benzodiazepine-2-one has
shown that there are two basic structural components which have a large effect on the pharmacological activity of
3-substituted derivatives of 1,4-benzodiazepine. One of those is the administration of substitutes into the
heterocyclic ring’s third position thus decreasing the anticonvulsant activity which in case of esters gradually
recovers by virtue of a released active metabolite, or, in case of ethers, slowly decreases over time. On the other
side, a Cl atom in the ortho-oriented phenyl fragment causes more decreased anticonvulsant activity, and in case
of ethers 7-brom-5-(2'-chlor)phenyl-1,2-dihydro-3H-1,4-benzodiazepine-2-one this leads to almost completely
lost anticonvulsant activity after 24 hours of the oral administration. The most active compounds required some
pharmacological tests (black-and-white camera, open field and rotating rod), so as to examine the neurotropic
activity. The research of the distribution pattern of esters 7-brom-5-(2'-chlor)phenyl-1,2-dihydro-3H-1,4-
benzodiazepine-2-one in organs and tissues of experimental animals in vivo has shown that most of the esters and
3-hydroxyphenazepam after oral administration are found within the brain.
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