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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemMaTHYHHX PYyOPHK: 31.23.21

Tema gucepranii:
1. CuHTe3, CTPYKTYpa Ta BJIACTUBOCTI 3-aJIKOKCU- Ta 3-auuyiokcu-1,2-nurinpo-3H-1,4-6en3niasenin-2-oHiB

2. Synthesis, structure and properties of 3-alkoxy- and 3-acyloxy-1,2-dihydro-3H-1,4-benzodiazepine-2-ones

Pedepar:

1. Incepranjiiina po60Ta IPUCBIYEHA CUHTE3y HOBUX NOXiNHUX 3-Tinpokcu-1,2-nurinpo-3H-1,4-6en3piazenin-2-
OHY, BUBYEHHIO (Di3MKO-XiMiUHUX BJIaCTUBOCTEH Ta 3B'sI3Ky "CTPYKTYypa - BJIACTHUBOCTI ((papMaKoJIOTiuHi BJaCTUBOCT,
adinireT, QyHKIiOHANIBbHA aKTUBHICTb)" OTPUMaHUX crionyK. CuHTe30BaHi 3-auunokcu-1,2-gurigpo-3H-1,4-
6enspiazenin-2-oHy, 3-ankokcu-1,2-nurinpo-3H-1,4-6eH3niazenin-2-onu, 1-ankinkap6oHin-3-anuaokcu-5-¢eHin-
1,2-purinpo-3H-1,4-6eH3piazenii-2-o1u, 3-(2-auunokcun)etokcu-1,2-nurinpo-3H-1,4-6eH3niazenin-2-ouu, 1-
ankun-3-rigpokcu-1,2-nurigpo-3H-1,4-6eH3niazenin-2-ony, 1-ankun-1,2,3,4-retparinpo-3H-1,4-6eH3niazenin-2,3-
IioHM. MeTOAOM PEHTTEHOCTPYKTYPHOI'O aHaJli3y BCTAHOBJIEHI KPUCTAJIYHI Ta MOJIEKYJISIPHI CTPYKTYPH AECATHOX
CHHTE30BaHUX CII0JyK. BcTaHOBI€HO, 10 IIPU asKinioBaHHI 7-6poM-3-rinpokcnu-5-(2'-xnop)denin-1,2-purinpo-3H-
1,4-6eH3nia3eniH-2-0HiB oA~ YU LIeTUJ TO3UJIaTaMU YTBOPIOETHCS CYyMilll TPOAYKTiB: 1-ankin-3-rinpokcu-1,2-
nurinpo-3H-1,4-6eH3niazenin-2-onu ta 1-ankin-1,2,4,5-rerparinpo-3H-1,4-6en3piazemnin-2,3-gionu. Ipu
aJIKiJIIOBaHHI FeKCUIOPOMIIOM 41 FeKCUJITO3MIIATOM YTBOPIOIOThCS nuiie 1-rekcun-1,2,4,5-retparigpo-3H-1,4-

6ensapiazenin-2,3-1i0HY, a IPU AJIKIIOBaHHI METUJIOBUM edipoM (eHiNCyIbPOKNUCIOTH YU METUIITOZUIIATOM ~



sauue 3-rigpokcu-1-meruin-1,2-gurinpo-3H-1,4-6eH3nia3enin-2-oH. BUB4€HO 3B'130K MiXX CTPYKTYPOIO Ta
($hapmaKkoJIOriYyHUMHU BJIACTUBOCTSIMM CUHTE30BAHUX CIIOJIYK, iX adiHiTeTOM 10 6eH3Mia3eNniHOBUX PeLenTopPiB Ta
TUIIOM (YHKIiOHAIbHOI aKTUBHOCTI Hai16inbul apiHHMX CIIOJIYK. BHsIBIEHO BUCOKY aHa/IbI€TUYHY aKTUBHICTb JJ1s1 3-
aJIKOCUIIOXiTHUX. BUBUEHO 3aJ1e>KHICTh (papMaKOJIOTiYHUX BJIACTUBOCTEH Bifl KOHQIrypaliii cTepeoleHTpy 7-6pom-
3-(2-meTtokcu)eTokcu-5-Ppenin-1,2-gurinpo-3H-1,4-6en3niazenin-2-ony.

2. The present thesis is devoted to the synthesis, studying of physical and chemical properties and "structure -
properties" relationship (pharmacological properties, affinity for benzodiazepine receptors, functional activity) of
synthesized compounds. Novel 3-acyloxy-1,2-dihydro-3H-1,4-benzodiazepine-2-ones, 3-alkoxy-1,2-dihydro-3H-
1,4-benzodiazepine-2-ones, 3-acyloxy-1-alkylcarbonyl-7-bromo-5-phenyl-1,2-dihydro-3H-1,4-benzodiazepine-2-
ones, 3-(2-acyloxy)ethoxy-1,2-dihydro-3H-1,4-benzodiazepine-2-ones, 1-alkyl-3-hydroxy-1,2-dihydro-3H-1,4-
benzodiazepine-2-ones and 1-alkyl-1,2,4,5-tetrahydro-3H-1,4-benzodiazepine-2,3-dione have been synthesized. It
has been determined crystalline and molecular structure of ten synthesized compounds by the method of X-ray
diffraction analysis. It has been found that mixture of 1-alkyl-3-hydroxy-1,2-dihydro-3H-1,4-benzodiazepine-2-one
and 1-alkyl-1,2,4,5-tetrahydro-3H-1,4-benzodiazepine-2,3-dione was obtained as a result of the alkylation of 7-
bromo-3-hydroxy-5-(2'-chloro)phenyl-1,2-dihydro-3H-1,4-benzodiazepine-2-ones with dodecyl and cetyl
tosylates. In the case of alkylation with hexyl bromide or hexyl tosylate only 1-hexyl-1,2,4,5-tetrahydro-3H-1,4-
benzodiazepine-2,3-diones was formed, in the case of alkylation with methyl p-toluenesulfonate or methyl
benzenesulfonate only 3-hydroxy-1-methyl-1,2-dihydro-3H-1,4-benzodiazepine-2-one was obtained.
Pharmaceutical properties of synthesized compounds and affinity for benzodiazepine receptors has been studied.
The type of functional activity of the most affinity compounds has been determined. High analgesic activity of 3-
alkoxy derivatives has been found.
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