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2. Mechanisms of antineoplastic action of new heterocyclic compounds on base of 4-thiazolidinone

Pedepar:

1. Inceprariiina po60Ta IpUCBIYeHa 3'ICyBaHHIO MEXaHi3MiB aHTHHEOIJIACTUYHO] Iii HOBUX NOXinHUX 4-
TiazosinuHORHy. Y nocinKeHHIX 6y10 BUKOPUCTAHO 3 rpynu 4-Tia30JiAMHOHIB: i3aTUH Ta LMMiHaJb BMICHI i
"riOpuAHi" pe4OBUHHY, 0 MICTATh LUMIiHAMD i 3,5-Aunipasosid. HasgBHICTb rajoreHy B 5-My I0JIOKEHHI i3aTUHY
IigBUILye Ha MOPALOK UUTOTOKCUYHY aKTUBHICTb PEYOBUH, IIOPIBHAHO 3 CIIOJIyKAMU, B IKUX 13aTUH
HerajloreHOBaHuM. Y 2-ili rpyni peyoBUH i3 3aMiHOI0 GeH3WIieHy Ha IJMMIHaJIb BUSIBJIEHO 2-0X pa3oBe [I0CUJIEHHS
LIUTOTOKCUYHOCT] pedoBuHu ID-3506, mBUAKY MOTYKHY reHepaniio AQK kiaiTuHaMu, 6isbll paHHIO Ta iHTEHCHUBHY
inAyKuilo anonro3y. Bnepuie nokasaHo, mo 3,5-AunipasosiHoBuil GpparMeHT y 4-My MOJIOKEHHI Tia30J1iIMHOHOBOTO
LMKIy 3-01 rpynu 4-Tia30JifHOHIB, IPU3BOIUTH [10 IOCUJIEHHS IUTOTOKCUYHOCTI "TibpuHoi" peyoBunu [D-3661y
iHAyKye 3MilllaHM arloNTO3, Ha BiIMiHY Bill PELIENITOPHOrO aIoITo3y 3a Aii BuxingHoi crnosyku ID-3120 Ta EP

3aJ1€KHOTO amnomnTo3y 3a Aii ID-3372 in vitro, a Takox rasemye pict acuutHoi 1impomu NK /Ly y muieit in vivo.



2. The thesis is devoted to the study of the mechanisms of action of new antineoplastic derivatives of 4-
tiazolidynone. In the study were used 3 groups of 4-tiazolidynones: izatin and cyminal containing and "hybrid"
substances containing tsyminal and 3.5 dypirazolin. The presence of halogen in the 5th position of izatin cause an
increasing of cytotoxic activity of compounds compared with compounds whith nonhalohenated izatin. In the 2nd
group of substances with replacement of benzyliden to cyminal shown 2-fold increasing of ID-3506 cytotoxicity, a
powerful rapid generation of ROS by cells, an earlier and intense induction of apoptosis. For the first time was
shown that 3.5 dypirazoline in 4th position of tiazolidynone cycle from 3rd of studied 4-tiazolidynones leads to the
increasing of cytotoxicity of "hybrid" substance ID-3661 by 3-5 times compared with the effect of parent
compounds and 14 times compared with its isomer ID-3713. Substance ID-3661 induces apoptosis of mixed type in
contrast with apoptosis receptor by the actions of the parent compound ID-3120 and ER apoptosis by action ID-
3372 in vitro, and inhibits the growth of ascites lymphoma NK /Ly in mice in vivo.
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