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Pedepar:

1. Inceprauifina po60Ta IPUCBIYEHA CUHTE3y HOBUX Mipa30JliHBMiCHUX MOXiJHUX Tia30JIiIMHY Ta Tia3o0Jy,
BUBYEHHIO X (Pi3KO-XiMiYHMX ITapaMeTpiB Ta 6i0yI0riyHMX BlacTUBOCTEN. Ha OCHOBI aHami3y siTepaTypHUX QAaHUX
OKPECJIEHO HaIpPsIMKU Ta METOJYU CUHTE3Y LIiJIbOBUX CIIOJIYK IIJISIXOM peakLiil [2+3]-1KKJIOKOHIeHcalli,
a30CIIOJIy4Y€EHHS, IipoJIidy, aMiHOJII3Y, aJIKUIIOBAaHHS, auuI0BaHHs, KHboBeHaress, Kingizena-1lIMinra ta rerepo-
Hinbca-Anbnepa. BctanoBneHo, mo 4-(1,5-numeTtusn-3-okco-2-deninmipazosn-4-in)riocemikap6a3us B 3ay1€5KHOCTI
Bl yMOB peakii reTepoiykiizanii Mo>ke 6yTy BUKOPUCTAHA [IJIsS CUHTE3y PiI3HOMAaHITHUX aHTUIIPUI3aMillleHUX
OiMKIIIYHUX Tia30J1iquHOHIB Ta 1,3,4-Tiania3071iB, 1110 OGIPYHTOBYE NO/aJIblIe€ BUKOPUCTAHHS CIIOJIYKU SIK
Pi3HOIJIAHOBOTO «CTPYKTYPHOTIO GJIOKY» B IM3aiiHi «JIiKOIOJiOHMX MOJIEKYJI». Briepiie 1eTajbHO BUBYEHO XiMiyHi
ocob6sinBoCTi 3-Metun-1H-nipa3os-5-aMminy y peakuisix amiHosidy, KHboBeHaresst Ta Mixaesst 3 pisHoMaHiTHUMUA

TiazoJiiMHOHAaMH, 110 IO3BOJINJIO OJepKaTh HOBI HEKOHJIEHCOBaHi 5-3amiueHi 4-[(3-meTtun-1H-nipason-5-



inm)amino]-5H-Tia3071-2-0HH, a TAKOXX 3aMTPONIOHYBATU €(PEKTUBHUI METO]] CUHTE3y KOHJIEHCOBAaHUX NMipa3oso[3,4-
b]riazono[5,4-e]nipuauH-6-0HiB /TioHiB. [TokazaHo, mo eHoHOBUM ¢pparmeHT (E)-3-apun-1-[4-meTun-2-(2-
nipyuaniamino)-Tiazosn-5-in]-2-nporneH-1-oHiB € BaXJIMBUM [J1S1 CUHTE3y (PapMaKoJIOriyHO NpUBaGIMBUX
MIpOaKLEeNnTopiB Mixaes, 1110 TPOAEMOHCTPOBAHO CUHTE30M 6i0JIOTYHO aKTUBHUX Mipa30yiH-Tia30a-TipUIUHOBUX
riopuAHUX MOJIEKYJ Ta aAnyKTiB Mixaess. BcTaHoBj€eHO, 10 Mipa3osiHBMiCHI ieHO(iNN € e(peKTUBHUM
peareHTaMu JJ1s1 CUHTe3y HOBUX TionipaHo[2,3-d]ria3oiB B peakuii retepo-Jinbca-Anbpaepa, Ijs sIKoi
IiATBEP/KEHO PErio- Ta AiacTepeoceIeKTUBHUI Nepebir. Biepie nokasaHo, o sIK aJlbTEPHATUBHUI BapiaHT [Jisl
onep>kaHHs TionipaHo[2,3-d]Tia3051iB MO>KHA BUKOPUCTOBYBATU S5-XJI0pO-3-MeTu-1-(eHinnipazon-4-kapoaabaeris,
B YMOBax peakuii KHboBeHaress 3 4-TiOKCO-2-Tia30iAMHOHOM. BCTaHOBJIEHO, 1110 3a3HaYE€HUN NiPa30JiHBMiCHUN
aspJerin npu B3aeMogii 3 2-mMepkanTo-N-QeHinaneramigamu Ta 2-(2-mepKanoroaueTus)rigpasua-1-
Kap6oTioaMiZloM yTBOPIOE OpUTiHaJbHI TieHO[2,3-c]nipa3onu. [IpoBefieHo cipsiMOBaHU cuHTe3 70 CIOMYyK.
[I19x0M 6i0JIOTiYHOTO CKPUHIHTY ifeHTH(diKoBaHO 20 “CHOYK-XiTiB” 3 IPOTUIYXJIMHHOIO, TPOTUMIKPOOHOIO,
IIPOTUTPUOKOBOIO [IiSIMU in Vitro Ta MpoTU3anaabHOIo Aieto in vivo. Ha 0CHOBI MOJIEKyJISIPHOTO JOKIHTY
OOrpyHTOBAaHO ME€XaHi3MU NOTEHIiFIHOi TPOTUPAKOBOI aKTMBHOCTI Ta 3allpOIIOHOBAHO peKOMeHAalii 1o

PaLioHaJIBbHOrO AU3alHy NPOTUITYXJIMHHUX areHTiB.

2. The dissertation is devoted to synthesizing new pyrazoline-containing derivatives of thiazolidine and thiazole
and studying their physicochemical parameters and biological properties. Based on the analysis of literature data,
the directions and methods of synthesis of targeted compounds via [2+3]-cyclocondensation, Knoevenagel
reaction, Claisen-Schmidt reaction, hetero-Diels-Alder reaction, aminolysis, acylation, alkylation, azo coupling are
outlined. It was established that 4-(1,5-dimethyl-3-oxo-2-phenylpyrazol-4-yl)thiosemicarbazide, depending on the
conditions of the heterocyclization reaction, can be used for the synthesis of various antipyryl-substituted bicyclic
thiazolidinones and 1,3,4-thiadiazoles, which justifies the further use of the compound as a versatile "building
block" in the design of "drug-like molecules". For the first time, the chemical features of 3-methyl-1H-pyrazol-5-
amine were studied in detail in the aminolysis, Knoevenagel, and Michael reactions with various thiazolidinones,
which made it possible to obtain new unfused 5-substituted 4-[(3-methyl-1H-pyrazol-5-yl)amino]-5H-thiazol-2-
ones, as well as to propose an effective method for the synthesis of condensed pyrazolo[3,4-b]thiazolo[5,4-
e]pyridin-6-ones/thiones. Furthermore, it is shown that the enone fragment of (E)-3-aryl-1-[4-methyl-2-(2-
pyridylamino)-thiazol-5-yl]-2-propen-1-ones is essential for the synthesis of pharmacologically attractive Michael
pro-acceptors, which was demonstrated by the synthesis of biologically active pyrazoline-thiazole-pyridine hybrid
molecules and Michael adducts. It was established that pyrazoline-containing dienophiles are effective reagents
for synthesizing new thiopyrano[2,3-d]thiazoles in the hetero-Diels-Alder reaction, for which the regio- and
diastereoselective course was confirmed. It was shown for the first time that as an alternative option for obtaining
thiopyrano[2,3-d]thiazoles, 5-chloro-3-methyl-1-phenylpyrazole-4-carbaldehyde can be used under the
conditions of the Knoevenagel reaction with 4-thioxo-2-thiazolidinone. It was established that the specified
pyrazoline-containing aldehyde forms original thieno[2,3-c]pyrazoles upon interaction with 2-mercapto-N-
phenylacetamides and 2-(2-mercaptoacetyl)hydrazine-1-carbothioamide. Directed synthesis of 70 compounds was
carried out. Based on biological screening, 20 "hit compounds” with antitumor, antimicrobial, antifungal effects in
vitro and anti-inflammatory effects in vivo were identified. Based on molecular docking, the mechanisms of
potential anticancer activity are substantiated, and recommendations for the rational design of anticancer agents
are proposed.
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