O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHUH 00J1iIKOBHIH HOMeP: 0521U100870
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpamuii: 19-04-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Kpnmymun-/Junesnd Auna [letpiBHa

2. Kryshchyshyn-Dylevych Anna Petrivna

KBasmigikamis: 15.00.02

InenTudikarop ORCHID ID: He sactocosyerbcs

Bup, pucepranii: nokrop Hayk

IIIudp HayKoOBOi CIENiaIbHOCTI: 15.00.02

Ha3Ba HayKoOBOIi CIleniaJIbHOCTI: PapmaueBTMIHA XiMis Ta HapMaKkoOrHo3is

Tanysp / rajysi 3HaHb: He 3acTOCOByeThCS

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3acTocoByeThCH

Jara 3axHcTy: 09-04-2021

CneniaJbHICTh 3a OCBITOIO: (papmarris

Micue po60oTH 34,00yBayva: JIbBiBCbKuii HAL[iOHAILHWI MEIMYHUIT yHIBEpCUTET iMeHi Janua Ianmipkoro
Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: By [Tekapchka, 6yi1. 69, m. JIbBiB, JIbBiBcbKa 0611., 79010, Ykpaina
dopma By1acHoOCTI:

Cdepa ynpaBiriHHS: MiHiCcTEPCTBO 0XOPOHY 3140POB's YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BizomMocTi mIpo aucepraiiiro
Indp cneuniasnizoBaHoi BYU€HOI paaH (pa30Boi clieniasizoBaHol BYEHO1 pazu): /1 35.600.02

IToBHe HafIMeHyBaHHH Iopn,zmqﬂoi 0COOH: JIbBiBCHKUIT HAI[IOHAJIBHUI MEIUIHUI yHiBEepCUTET iMeHi

Hanwnna 'aaunbKoro

Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: ByJI. [lekapchka, 6yA. 69, m. JIbBiB, JIbBiBCbKa 0041., 79010, YkpaiHa
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IToBHe HafIMeHyBaHHH Iopn,zmqﬂoi 0COOH: JIbBiBCHKUIT HAI[IOHAJIBHUIN MEIUMIHUI yHiBepcuUTET iMeHi

Hanwnmna 'annibKoro

Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: ByJI. [lekapchka, 6ya. 69, m. JIbBiB, JIbBiBCbKa 0041., 79010, YKpaiHa
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:

Koau TemaTHYHHUX PyOpPHK: 76.31.30
Tema gucepranii:

1. 4-Tia30s1igMHOHY Ta CIIOPigHEH] reTepOLUUKIY B AU3aliHi IPOTUIIAPa3UTAPHUX Ta IIPOTUIIYXJIMHHUX areHTiB K

N0J1ipapMaKOJIOTIYHUX JIIKOMOAIOHUX MOJIEKYJL.

2. 4-Thiazolidinones and related heterocycles in the design of antiparasitic and antitumor agents as
polypharmacological drug-like molecules.

Pedepar:

1. O6’exT - nu3aiiH CTPYKTypU, METOAY CUHTE3Y, XiMiuHi, (pi3nKo-XiMiuHi Ta 610JI0TiUHI BIaCTUBOCTI, 3aJI€XKHICTb

CTPYKTypa-aKTHUBHICTb; IPOrHO3YBaHHS 110J1ihhapMaKoJIOTiYHUX BIaCTUBOCTEN; MEXaHi3MU peaizanii 6i010ridHIx

edexTiB 5-eH-4-Tia30JiANHOHIB, TiOMiPAHOTIA30JIiB Ta CIIOPiTHEHUX reTePOIUKIIYHUX CUCTEM; MEeTA -
CIIPSIMOBAaHMI [M3aliH Ta CUHTE3 HOBUX IOXiIHUX 5-€H-4-Tia301iIMHOHIB, Tia30J1iAUHOH /Tia30J1-

iHnoJ1/iMifga30Tiania30bHUX FiOPUAHUX MOJIEKYJI, Tia30IBMICHMX MOJILUAKIIYHUX CIIOJIYK Ta iX 6i0i30CcTepHUX



KOH'IOTaTiB SIK HOTEHIIHUX «JIKOMOiOHNX MOJIEKYJI» i3 MosidapMakoIoTiYHUM IpodisieMm, o BKII0YaAE
POTUIYXJIMHHY, IPOTUIIAPA3UTAPHY Ta aHTUMIKPOOHY aKTHMBHICTb; METOIU - KIIACUYHOTO OPraHiYHOTrO CUHTE3Y,
CHHTE3y i3 3aCTOCYBaHHSIM MiKPOXBUJIBOBOIO OIIPOMiHEHHS; (i3UKO-XiMiuHi METOIIM aHasIi3y CTPYKTYPH, in silico i
CTaTUCTUYHI METOY, (PapMaKOJIOTIUHI AOCIIIPKEHHS in vitro Ta in vivo, CTaTUCTUYHI; HOBU3HA — OOIPYHTOBAHO
NIPUKJIaJIHE 3HAYEHHS N10J1i(PapMaKOoJIOTiYHOTO MiIX0Ay y PO3pOOLi JIIKOMOLI6HMX MOJIEKYJI SIK
aHTunposidpepaTUBHUX areHTiB i3 O BIIIHOIO IPOTUIIAPA3UTAPHOIO Ta,/YM IPOTUITYXJIMHHOIO aKTUBHOCTSIMU. Ha
OCHOBI METO/IiB CTATUCTMYHOI OLIHKM 3aJIEKHOCTI [1apaMeTPiB IIPOTUTPUIIAHOCOMHOI Ta IIPOTUIYXJIMHHOI
AKTMBHOCTI, BCTAHOBJIEHOI 1715 CIIOJIYK i3 [TOABIMHOIO Ji€l0, pO3p06IeHO MaTEMATUYHY MOJIEJIb [7Isl IPOTHO3YBAHHS
MIPOTUITYXJIMHHOI Aii Tia30J1igMHOHIB 010 Pi3HUX JIiHIA paKy Ha OCHOBI iX IPOTUTPUNIAHOCOMHOI aKTUBHOCTI.
Po3po6s1eHO0 METOAMKY OTPUMAaHHS Ta CTPYKTYPHOI QyHKIioHai3alii NoxifHUX 2-TiOKCO-4-Tia30/liqHOH-3~
KapOOHOBUX KUCJIOT, SIKi TPOSIBJISIIOTh CYTTEBY IPOTUTPUIIAHOCOMHY, aHTUJIEMIIMAHIO3HY 1 TPOTUNYXJIMHHY
aKTUBHICTb. Y paMKax riopuj-papmakodopHOro nigxony ofep>kaHo Tia30/Tia30migoH-
deHiniHmon/iMigasoTiaziazonbHi riopyuay i3 BUCOKO TPUMAHOLMIHOK Ta aHTUJIENIIIMAHIO3HOI0 aKTUBHICTIO.
CuHre3oBaHo HOBi N-3aMileHi MoxifgHi i30TioxpomeHoTia3osiB Ta 9-apusn(reTepu)-
a3aTeTPALMKIOTETPANELIEHOHIB-6, OCIIIKEHO IX aHTUTPUIIAHOCOMHY [it0. CHHTE30BaHO PSIU POJAHIH-
iHIO0IKapOOHOBUX KMCJIOT Ta X MOXiAHUX i BUiZIEHO METUJIOBUH ecTep 5-(ioopo-3-(4-0KCco-2-TiOKCOTia30inH~
S5-inipenmerun)-1H-inno5-2-KapO0OHOBOI KUCJIOTH i3 MiKDOMOJIIPHUM cepelHiM 3HaueHHsIM GIS0 mozo Beiei
naHeJsi pakoBUX JiHil. CUHTe30BaHO Psifi HOBUX S-apuiifieH-2-(4-rinpoxkcudenin)aminoriazon-4(5H)-oHiB, g
SKVX BCTAHOBJIEHO CEJIEKTUBHY IIPOTUJIEMKEMIYHY aKTUBHICTb. Pe3ysibTaTul - JOBEIEHO MOIBINHY
[IPOTUIIAPA3UTAPHY Ta IPOTUIYXJIMHHY aKTUBHOCTI Tia30/1iIMHOH-T1ipa30JIiHOBUX Ti6pUAHUX MOJIeKYJ. [ psimy
TionipaHoTia3oiB Brieplie BCTAHOBJIEHO NPOTUTPUIIAHOCOMHY Ta NPOTUJ/IEMIIMAHIO3HY aKTUBHICTb. BcTaHOB/IEHO
iHribyBanHs nosimepusanii TyOysIiHy sSIK OMH 3 MeXaHi3MiB peasizallii MPOTUIYXJIMHHOTO e(eKTiB S-apuiigeH-2-
amiHoTiazon-4(5H)-oHiB. Ha ocHOBI nornu6eHux 6i0J10TiYHNUX TOCTiKeHb OOIPYHTYBaHO, 110 METUJIOBUIL ecTep 5-
d00po-3-(4-okco-2-TioKkcoTiazomnianH-5-inigeHmeTn)-1H-iHn051-2-Kap60HOBOI KUCJIOTH iHIYKY€E alloITO3 Yepe3
Kacra3 3-, PARP1- ta Bax-nipoTeiH-3asiekHi MIJIIXY Ta Cripu4yrHse nomkomkenHsa JHK y kiitnHax
renarouesossipHoi KapuuHomu HepG2. InenTudikoBaHi noxigHi 5-amiHoMeTusigeH-poaaHiH-3-1IponaHoBOi
KUCJIOTH, 2-(5-in1igeH-4-0Kco-2-TioKcoTia3omiauH-3-1/1)-CyKMHIMIZiB Ta S-amiHoOMeTunigeH-2-inigeH-3-peHin-4-
Tia30J1iAMHOHY K BUCOKOAKTUBHI NpoTurpu6kosi (Candida albicans) Ta npotumikpo6Hi (Staphylococcus aureus)
areHTy; BIIPOBAIKEHO — Y HAYKOBUI NPOLIEC 3aKJa/iB BUILIOI OCBITH; Taly3b - ¢papMaliis

2. Object - structure design, synthetic methods, chemical, physicochemical and biological properties, structure-
activity relationship; prediction of polypharmacological properties; mechanisms of biological effects realization of
5-ene-4-thiazolidinones, thiopyranothiazoles and related heterocyclic systems; aim - directed design and
synthesis of new derivatives of 5-ene-4-thiazolidinones, thiazolidinone /thiazole-indole /imidazothiadiazole hybrid
molecules, thiazole-containing polycyclic compounds and their bioisostere conjugates as potential "drug-like
molecules" with polypharmacological profile including anticancer, antiparasitic and antimicrobial activity; methods
- classical organic synthesis, synthesis using microwave irradiation; physico-chemical methods of the structure
analysis, in silico and statistical methods, in vitro and in vivo pharmacological studies; novelty - an applied value of
the polypharmacological approach in the development of drug-like molecules as antiproliferative agents with dual
antiparasitic and /or antitumor activities is substantiated. Based on the methods of statistical evaluation of the
dependence of the antitrypanosomal and antitumor activity parameters established for double-acting compounds,
a mathematical model was developed to predict the antitumor effect of thiazolidinones on different cancer lines
based on their antitrypanosomal activity. Methods for the synthesis and structural functionalization of 2-thioxo-4-
thiazolidinone-3-carboxylic acid derivatives, which exhibit significant antitrypanosomal, antileishmanial and
antitumor activity had been developed. The thiazole /thiazolidone-phenylindole /imidazothiadiazole hybrids with
high trypanocidal and antileishmanial activity were synthesized within the hybrid-pharmacophore approach. New
N-substituted derivatives of isothiochromenothiazoles and 9-aryl(heteryl)-azatetracyclotetradecenones-6 were
synthesized, their antitrypanosomal activity was studied. Series of rhodanine-indolecarboxylic acids and their
derivatives were synthesized and 5-fluoro-3- (4-oxo-2-thioxothiazolidin-5-ylidenemethyl)-1H-indole-2-carboxylic



acid methyl ester with micromolar mean of GI50 values against whole cancer lines panel was identified. A number
of new 5-arylidene-2-(4-hydroxyphenyl)-aminothiazol-4(5H)-ones had been synthesized, for which selective
antileukemic activity was established. Results - double antiparasitic and antitumor activity of thiazolidinone-
pyrazoline hybrid molecules has been proved. For a number of thiopyranothiazoles, antitrypanosomal and
antileishmanial activity was established for the first time. Inhibition of tubulin polymerization has been established
as one of the mechanisms of antitumor activity of 5-arylidene-2-aminothiazol-4(5H)-ons. Based on the in-depth
biological studies, it was substantiated that 5-fluoro-3-(4-oxo-2-thioxothiazolidin-5-ylidenemethyl)-1H-indole-2-
carboxylic acid methyl ester induces apoptosis via caspase 3-, PARP1- and Bax- protein-dependent pathways and
causes DNA damage in HepG2 hepatocellular carcinoma cells. Derivatives of 5-aminomethylidene-rhodanine-3-
propanoic acid, 2-(5-ylidene-4-oxo-2-thioxothiazolidin-3-yl)-succinimides and 5-aminomethylidene-2-ylidene-3-
phenyl-4-thiazolidinone had been identified as highly active antifungal (Candida albicans) and antimicrobial
(Staphylococcus aureus) agents; introduced - into the scientific process of higher education institutions; branch -
pharmacy.

Jep>kaBHHHM peecTpauiliHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHUI HAIIPSIM iHHOBaLiHHOI AiSJILHOCTI:
IlizcyMKu BOCIiAKEHHS:

ITy6osrikamii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILisi:
ConuiasibHO-€KOHOMIYHA CIIPSIMOBaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHs pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHHUKIB (KOHCYJIbTAaHTA)

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. Jlecuk Poman bormanosuy

2. Lesyk Roman Bogdanovych

KBasigikamis: 15.00.02

InenTudikarop ORCHID ID: He 3actocoyerbcs
JonaTkoBa iHdopmaris:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:



InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. Jlecuk Poman borgaHoBu4

2. Lesyk Roman Bogdanovych

KBasigikamis: 15.00.02

Imentudikarop ORCHID ID: He zacrocosyerscs
JoparkoBa indopmamnist:

IloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

VII. BimomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. [Toxopuno Haszapiit TapacoBuy

2. Pokhodylo Nazariy Tarasovych

KBasmigikamis: 02.00.03

InenTudikarop ORCHID ID: He sactocoyerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHSI:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBY€ETHCS

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Teoprisiny BikTopis AkormniBHa



2. Georgiyants Victoria Akopivna

KBasigikamis: 15.00.02

ImenTudikarop ORCHID ID: He zactocosyetbcs
JonaTkoBa iHdopmalist:

TloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BiracHocTi:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. Bocko6oiitHik Onexciit FOpiitoBuy

2. Voskoboinik Oleksii Yuriyovych

KBasigikamis: 15.00.02

InenTudikarop ORCHID ID: He 3actocoyerscs
JoparkoBa indpopmamnist:

IloBHe HallMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BaacHoOCTI:

Cdepa ynpasitiHHS:

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Penensentu

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. Jlybeneup Bipa InbpkiBHa

2. Lubenets Vira Ilkivna

KBasigikamis: 02.00.03

Imentudikarop ORCHID ID: He zacrocosyerscs
JoparkoBa indopmamuist:

TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:

Kop 3a €IPIIOY:



Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Mysuyenko Bonogumup [1aHacosud

2. Muzychenko Volodymyr Panasovych
KBasigikamis: 15.00.02

InenTudikarop ORCHID ID: He sactocoByerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma Bi1acHoCTI:

Cdepa ynpasiiHHS:

Inentudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Ipanak Ipuna BonogymupiBHa

2. Drapak Iryna Volodymyrivna

KBasmigikamis: 15.00.02

InenTudikarop ORCHID ID: He sactocosyerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KEeHHSI:

dopma ByracHoCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBY€ETHCS

VIII. 3aKkJII04Hi BiZoMOCTi



Baache IlpizBuiie Im's ITo-6aTbKOBI

TOJIOBH paju

BiiacHe IIpisBuie Im'sa Ilo-6aTbKOBI

TOJIOBYIOYOrO Ha 3acCimaHHi

BignosigasibHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peeCTpallilo HayKOBOIi

OisiILHOCTI

3imeHkoBckui bopuc CemeHoBNY

3imenkosckuil bopuc CeMeHOBUY

IOpuenko T.A.



