O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0413U006167
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpaunii: 05-11-2013

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. BaunHcekuit Cepriit FOpiltoBuy

2. Bachynskyi Serhii Yuriyovych

KBasmigikamis:

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

IIndp HaykoBOi creniaIbHOCTI: 02.00.03

Ha3Ba HayKoBOIi CcIeniaJbHOCTI: OpraniuHa ximis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axucry: 11-10-2013

CreniaJbHICTh 32 OCBiTOO: 7.04010103

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

IIudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeNiaai30BaHOi BY€HOI pagH): K 41.219.02
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

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 TemaTHYHHX PyOPHK: 31.21

Tema gucepranii:
1. 3-Apuninen(rerapuinigeH)-1,2-gurinpo-3H-1,4-6en3niazenin-2-ouu. Cunres, 6yfoBa Ta BJIaCTUBOCTI

2. 3-Arylidene(hetarylidene)-1,2-dihydro-3H-1,4-benzodiazepin-2-ones. Synthesis, structure and properties

Pedepar:

1. Incepraniiina po60Ta IPUCBIYEHA CUHTE3y HOBUX NOXiIHUX 3-apuiifeH(retapuiinen)-1,2-ngurinpo-3H-1,4-
OeHspiazeniH-2-0Hy, BUBYEHHIO Qi3nKO-XiMiYHUX BiacTuBocTel, adinirety no BJAP LHHC i papmaxosoriyHux
BJIACTMBOCTEY CUHTE30BaHUX CNIONyK. CUHTe30BaHi 3-apuiifgeH(retapuiinen)-1,2-gurinpo-3H-1,4-6en3niazenin-2-
OHM Ta ixX noxigHi, 3-apuninex(rerapumninen)-5-[(E)-2-apu(rerapun)sinin]-1,2-gurigpo-3H-1,4-6en3niasenin-2-
OHU. YI,OCKOHAJIEHO CII0Ci6 cuHTe3y 3-apuiifieH(reTapuiifes)-1,2-nurinpo-3H-1,4-6eH3ziazemniH-2-0HiB, B yMoBax
SKOTO CMHTE30BaHO HU3KY PaHillle He ONMCAaHUX B JIiTEPATypi CriosyK 3 Buxogamu 60 - 90%. Briepiuie B ymoBax
YAOCKOHAJIEHOTO CIIOCOOY CMHTe3y 3-apuiigeH(retapunineH)-1,2-nurinpo-3H-1,4-6eH3aia3enin-2-oHiB 6yau
cruHTe30BaHi 3-apuines(retapusinen)-5-[(E)-2-apun(rerapun)sinin]-1,2-ngurinpo-3H-1,4-6en3piazenin-2-oHu.
Metonom PCA BCTaHOBJIEHO CTPYKTYPY IT'ITM CUHTE€30BAHUX CIIOJIYK. BCTaHOBJIEHO, 1O [ia3€MiHOBUM LIUKJI B
KpHUCTaJli 3HAaXOUTHCS B KOH(popMallii - "ceBgoBaHHa", a apuililcHOBUI(TeTapUlileHOBUI) 3aMiCHUK Y 3-My
TI0JIO>KEHHI J1ia3eNiHOBOrO LUKy Mae Z KOHQIrypaliio a apuiBiHiJIbHUI 3aMiCHUK y 5-My TI0JIOKEHHI J1ia3eNiHOBOTO
uukiy mae E xondirypauito. Briepuie Ha ocHOBI 3-apuninen(retapuninen)-1,2-gurigpo-3H-1,4-6en3niazenin-2-oHis



CHHTE30BaHi aHeJIbOBaHi B MOJIOXKEHHi 1-2 cuctemu. B pany 3-apunigeH(retapuiigen)-1,2-ngurinpo-3H-1,4-
OeHspiazeniH-2-0HIB BUSIBJIEHI CIIOJIYKH IO BOJIOAiOTh BUCOKUM adiniterom o LIBIP ITHC. BctaHoBIEHO
3aKoHOMipHOcCTi 3MiHu adinitety go LIBAP i [TBJP LIHC 3asexHo Bif, OJI0>KEHHS i IPUPOAU 3aMiCHUKA B
apuiiieHOBOMY(reTapuiliieHoBoMY) pparmeHTi 3-apuiifeH(retapuiines)-1,2-gurinpo-3H-1,4-6en3niazenin-2-
OHiB. BUAB/IEHO BUPAXXEHY aHAIbT€TUYHY aKTHBHICTb B PAJAX CMHTE30BAHMUX CIIOJIYK i BCTAHOBJIEHO 3aKOHOMIPHOCTI
3MiHM aHAJIBI€TUYHOI aKTUBHOCTI B 3aJI€JKHOCTI Bif] 3MiHU ITOJIOXKEHHS 1 IPUPOJY 3aMiCHUKA B apUJIiZIEHOBOMY

(parmeHrTi.

2. The present thesis is devoted to the synthesis of new derivatives of 3-arylidene(hetarylidene)-1,2-dihydro-3H-
1,4-benzodiazepin-2-ones, studying of their physical and chemical properties, their affinity for benzodiazepine
receptors (BDR) of central nervous system (CNS) and pharmacological properties. New 3-arylidene(hetarylidene)-
1,2-dihydro-3H-1,4-benzodiazepin-2-ones, 3-arylidene(hetarylidene)-5-[(E)-2-aryl(hetaryl)vinyl]-1,2-dihydro-3H-
1,4-benzodiazepin-2-ones. The method of synthesis of 3-arylidene(hetarylidene)-1,2-dihydro-3H-1,4-
benzodiazepin-2-ones was improved to achieve yields of target compounds 60 - 90%. For the first time 3-
arylidene(hetarylidene)-5-[(E)-2-aryl(hetaryl)vinyl]-1,2-dihydro-3H-1,4-benzodiazepin-2-ones were synthesized in
the conditions of the developed synthetic method. Structures of five synthesized compounds were determined by
X-ray analysis. It was found that the diazepine cycle has "pseudobath" conformation in crystal structure, an
arylidene substituent at position 3 of the diazepine cycle has Z-configuration of the double bond and an arylvinyl
substituent at position 5 has E-configuration. For the first time annelated systems on positions 1-2 of
benzodiazepine cycle were synthesized based on 3-arylidene(hetarylidene)-1,2-dihydro-3H-1,4-benzodiazepin-2-
ones. It was found that compounds from the series of 3-arylidene(hetarylidene)-1,2-dihydro-3H-1,4-
benzodiazepin-2-ones possess high affinity for CBDR of CNS. The relationship between position and nature of
substituents and affinity of compounds for CBDR and PBDR of CNS was established. Pronounced analgesic activity
in the series of synthesized compounds was found and relationships between position and nature of substituents
in the arylidene moiety and analgesic activity of compounds were established.
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VII. BigomocTi npo odilifiHuX ONOHEHTIB Ta PELeH3€HTIB
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2. boraa Cepriii JIeoHinoBUY

KBasigikanis: n.x.n., 02.00.03
InenTudikarop ORCID ID: He 3acrocosyetscs
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Cdepa ynpasiriHHS:
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Penensentu

VIII. 3aKkJII04Hi BiZOMOCTi
BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI
TOJIOBH paju

Baache IlpizBuie Im's ITo-6aTbKOBI

rOJIOBYIOYOTO Ha 3acCifiaHHi

BignoBigasbHUIH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

Peectpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
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OisIIbHOCTI

Anpponarti Cepriit AHIpiiOBUY

Anpnponati Cepriit AHIpifioBUY

IOpuenko T.A.



