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1. MosnexyssipHe MOJeJIIOBaHHSI Ta LiJIeCIIPSIMOBAHUI CUHTE3 IIPOTUCYIOMHUX 32CO6iB MOXiIHUX IT'SITUYIEHHUX
IV(TpH)a3areTepoLyKIIiB

2. Molecular modeling and purposeful synthesis of anticonvulsants among derivatives of five-membered
di(three)azaheterocycles

Pedepar:

1. PoboTa npucesueHa po3pooLi METOAOJIOTI] palioHanbHOro noumyKy BAP npoTucygoMHOI Aii B psaax NoXigHUX
ISITUYIEHHUX I1(TPU)a3areTepoLyKIIiB. PO3po6ieHnii alrOpUTM KOMILJIEKCHOTO MigXO04y 40 MOJIEKYJISIPHOTO
KOHCTpYyIoBaHHA BAP, mo Bkitovae JICII, PASS nporuos, MoJIeKyJISIpHU JOKIHT, CUHTE3 [1I€PCIIEKTUBHUX
cy6cTaHLil, papMaKosIOriYyHUI CKPUHIHT HAa IPOTUCYAOMHY aKTUBHICTb, SAR Ta QSAR-aHani3 KopekTHicTb
3aIPONIOHOBAHOTO AJITOPUTMY [I0BEieHA €KCIIEPUMEHTAJIbHO - IUISIXOM cUHTe3y 6inst 300 noxinHux 1-R-5-
Mmetus(amino)-4-R-cynbdonin-1,2,3-rpiasony(1H), aninigis 1-R-5-metun(amino)-1,2,3-rpiasosn(1H)-4-kap60HOBUX
KucnoT, 1-R-1,2,3-tpiazon(1H)-4,5-1nkapObOHOBUX KUCJIOT Ta iX METUJIOBUX €CTEPiB, MOXITHUX
[1,2,4-Tpiazono(l,5-a]nipuminuny, amigis 5-R-1,3,4-okca(tia)giazon-2-in-rioaneraTHoi KUCIOTH, 5-R-2-MepkanTto-
1,3,4-okcapniazosn-2-inTio-1-¢eHoHiB Ta faHuMN papMaKoIOTiYHUX AOCTiIKeHb. [I7151 IaHOi rPynu pe4oBrH BIeplie

3[1ilICHEHO MOJIEKYJISIPHUI JOKIHT 10 IPOTUCYLOMHUX OiomimeHel, SAR, 2D ta 3D QSAR anainis. BusiBnena



crioslyka-jigep —3-xsop-4-mertokcianinig 1-(3'-gropdenin)-5-metuin-1,2,3-rpiazon(1H)-4-kap60HOBOI KUCIOTU —
enidin. IIng uiei cydcraHLii po3pobsieno npoekT MKSI.

2. The thesis is devoted to the development of the methodology for rational design of new biologically active
substances as potential anticonvulsants among the derivatives of five-membered di(three)azaheterocycls. The
developed algorithm of the integrated approach to molecular design of biologically active substances includes the
LSP, PASS prediction, molecular docking, synthesis perspective substans, on the basis of the planned
pharmacological properties, pharmacological screening for anticonvulsant activity, SAR and QSAR-analysis. The
correctness of the algorithm proposed has been proved experimentally — by synthesis about 300 derivatives of 1-
R-5-methyl(amino)-4-R-sulfonyl-1,2,3-triazoles(1H), anilides of 1-R-5-methyl(ami-no)-1,2,3-triazole(1H)-4-
carboxylic acid, 1-R-1,2,3-triazole(1H)-4,5-dicarboxylic acids and their methyl esters, derivatives of 1,2,4-
triazolo(1,5-a]pyrimidines, amides of 5-R-1,3,4-oxa(thia)diazol-2-ylthioacetic acid, 5-R-2-mercapto-1,3,4-
oxadiazol-2-ylthio-1-phenones and by the pharmacological screening of substances synthesised for anticonvulsant
activity. For this group of compounds we examined molecular docking to anticonvulsants target to optimize
further screening; SAR, 2D and 3D QSAR analysis for the first time. The leader substance 3-chloro-4-
methoxyanilide of 1-(3'-fluorophenyl)-5-methyl-1,2,3-triazole(1H)-4-carboxylic acid - epifin have been chosen. For
this substance MCQ has been draft.
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