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Tema gucepranii:
1. CuHres, ximMiuHi nepeTBOpeHHs i 6i0JI0riYHI BIACTUBOCTI NMOXiTHUX 2-0KCO-1,2-AUTiNPOXiHOJiH-3-KapOOHOBUX

KUCJIOT Ta iX CTPYKTYPHUX aHAJIOTIB

2. Synthesis, chemical transformation and biological properties of derivatives of 2-0x0-1,2-dihydroquinoline-3-
carboxylic acids and their structural analogues

Pedepar:

1. PoboTta npucesueHa po3pooLi HOBOrO IIEPCIIEKTMBHOTO HAYKOBOT'O HAIIPSMY B LIiJIeCTIPSIMOBaHOMY CUHTe3i BAP 3
IiypeTU4HOI [Iiel0 Ha OCHOBI MOXiAHUX 2-0KCO-1,2-AUTiAPOXiHOJIH-3-KapOOHOBUX KUCJIOT Ta iX CTPYKTYPHUX
aHaJloriB. 3alpoONOHOBaHO MOAM(DIKOBAaHUI METOL OfieP>KaHHS BUXiIHOIO €THUJIOBOrO €CTepy 6-TipoKcr-4-0KCo-
1,2-purinpo-4H-niposo[3,2,1-ij]xiHoniH-5-Kap60oHOBOI KMCIOTU. Ha 10ro 0OCHOBI CHHTE30BaHO BeJIUKY cepilo N-R-
aMifiiB, SIK MOTEHLINHNX 6i0JIOTIYHO aKTUBHUX PEYOBUH 3 JiypeTU4HOIO Aier0. Cepen NoxigHux 2-okco-1,2-
IUTiTPOKCOXiHOMIH-3-Kap6OHOBOI KMCJIOTH BIleplie BUsBIEHO BAP 3 miypeTUYHOIO [Ii€lo, 110 IePeBULIYIOTh
aKTUBHICTb pedepeHc-TIpenaparis, Ta BCTAHOBJIEHI CTPYKTYPHO-6i0J10TiyHi 3aKOHOMipHOCTI. Briepie no6ynosaHa
2D-QSAR-Mopenb 1151 IpOrHo3y 6i0J10riYHOi aKTUBHOCTI HOBUX NOXigHUX N-R-aMiziB XiHOJIIHKapOOHOBUX KHCJIOT.
XimiyHa O6y[0Ba CHHTE30BaHMX PEUOBMH IiATBEPIPKEHA €JIEeMEHTHUM aHaili3oM, criekrpamu SIMP 1H Ta 13C, mac- Ta

XpPOMaTOMAacC-CIEKTPOMETPIEIO, @ TAKOK PEHTTEHOCTPYKTYPHUM aHali30M. BusiByieHa criosyka-yigep-6-rinpokcu-



N-(4-meTtokcudenin)-4-okco-1,2-nurigpo-4H-niposno[3,2,1-ij|xiHoniH-5 kapbokcamiz (XiMonipoH), Ajs sIKoi
pospobieno mpoekT MK Ta ¢papmakomneriHa cTaTTs MiANnpUEMCTBA BianoBinHoO 10 BuMor GLP ta TumyacoBuit

TEXHOJIOTIYHUI perjiaMeHT y rajaysi BUpOOHHUITBA Ha 110 CyOCTaHILiIo.

2. The thesis is devoted to the development of new promising research direction in the synthesis of biologically
active substances as potential diuretics among the de-rivatives of 2-oxo-1,2-dihydroquinoline-3-carboxylic acids
and their structural ana-logues. vA modified method for the preparation of source of ethyl ester 6-hydroxy-4-oxo-
1,2-dihydro-4H-pyrrolo[3,2,1-ij]quinoline-5-carboxylic acid is proposed. On its basis the large group of amide
derivatives as potentially biologically active compounds with diuretic action has been synthesized. Among the
derivatives of 2-oxo0-1,2-dyhidroxoquinolin-3-carboxylic acid for the first biologically active substance with
diuretic action that exceed the activity of reference-drugs, and certain structural and biological regularities are
obtained were discovered. For the first time 2D-QSAR-model for predicting of the biological activity of new
derivatives of N-R-amides quinolincarboxylic acids is built. The chemical structure of the synthesized substances
has been confirmed by elemental analysis, spectroscopy NMR, mass- and chromatomass-spectrometry, and X-ray
structural analysis. The lead substance - 6-hydroxy-N-(4-metoxyphenyl)-4-oxo-1,2-dihydro-4H-pyrrolo[3,2,1-
ijjquinoline-5-carboxamide - Himopiron has been chosen, and for this substance a MCQ has been draft on which
is prepared pharmacopoeial monograph of enterprise as required by GLP and temporary technological regulation
in manufacture.7452
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