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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10

BUKOHaHO JHUCEPTALil0

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH: [HCTUTYT MOJIEKYJIAPHOI Giomorii i renetrku HAH Vkpainu
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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOPHK: 34.15

Tema gucepranii:
1. Po3po6ka dapmakodopHuX Mogesel Ta iHribitopis nmpoteinkinaz ASK1, FGFR1 i CK2

2. Development of pharmacophore models and inhibitors of protein kinases ASK1, FGFR1 and CK2

Pedepar:

1. Inceprauiiina po60oTa npucBsyeHa po3pobui papmakoPpopHUX MoJiesiel Ta HU3bKOMOJIEKYJISIPHUX iHTi6IiTOPiB
nporeinkinaz ASK1, FGFR1 i CK2 soguHu MeTofamu KOMII'TOTEPHOTO MOJIEJIIOBaHHS Ta 6i0XiMiUHOTO TECTYBaHHS.
[To6ynoBaHo Ta BaligoBaHo in silico nirana-opientoBany gpapmaxopopHy Mmoaes iHribitopis ASK1. [To6ynoBaHo Ta
eKCIepuMEeHTaJIbHO BaJliOBaHO peleNTOPHO-OpieHTOBaHi papmakodopHi Moaerni iHri6iTopis nporeinkinaz CK2 i
FGFR1. Po3po6seH0 11 0XapaKTepU30BaHO LiCTh HOBUX KJIACIB iHri6iTOPiB: 6€H30Tia30/1-2-1y1-3-TrigpoKkcu-5-(eHin-
1,5-gurinponiposn-2-onu - gys ASK1, 2-(deninamino)-5-(dpeninmerunigen)-4,5-ngurigpo-1,3-Tiazon-4-oHu i
TeTpasosio[l,5-c]xinazoniny - nnsa CK2, 3-(1-6en3un-1H-innomna-3-in)-2-1iaHOaKpUIIOBi KUCIIOTH,
[(peHinmeTunineH)aMiHO |TIOCEYOBUHY, NipUAMH-3-KapOoHiTpuu - 1151 FGFR1. Po3po6yieHo airopuTm onTuMisaniii
(dpapmako(pOpHUX MoZesIell i peCKOPUHTY Pe3yJbTaTiB (papMako(OPHOTO CKPUHIHTY.

2. The thesis is devoted to the development of pharmacophore models and low-molecular inhibitors for human
protein kinases ASK1, FGFR1 and CK2 using methods of computer modeling and biochemical testing. Ligand-based



pharmacophore model of ASK1 inhibitors was developed and validated in silico. Receptor-based pharmacophore
models of FGFR1 and CK2 inhibitors were developed and experimentally validated. Six novel classes of inhibitors
were identified: benzothiazol-2-yl-3-hydroxy-5-phenyl-1,5-dihydro-pyrrol-2-ones - for ASK1, 2-(phenylamino)-5-
(phenylmethylidene)-4,5-dihydro-1,3-thiazol-4-ones and tetrazolo[1,5-c]quinazolines - for CK2, 3-(1-benzyl-1H-
indol-3-yl)-2-cyanoacrylic acids, N-[(phenylmethylidene)amino]thioureas, pyridine-3-carbonitriles - for FGFR1.
The algorithm for pharmacophore model optimization and rescoring of pharmacophore screening results was
developed.
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PeuenseHTu

VIII. 3aKkJIr04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa Ilo-6aTbKOBi
TOJIOBH pagu

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOrO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB

€nbcbka 'anHa BaneHTuHiBHA

€nbcoka 'aHHa BaneHTuHiBHA
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