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IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10

BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHSI IOPHUAUYHOI 0COOH: [ncTuTyT 6iosorii kinituaun HAH Vkpainu
Kopg 3a €IPIIOY: 25255758

Micue3Haxoa>KeHHS: 79005, m.JIbBiB, ByJ.Jlparomanosa 14 /16

dopma By1acHoCTI:

Cdepa praBJIiHHﬂZ HaujonanbHa akageMisd HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemMaTHYHHUX PYOPHK: 76.29.49

Tema gucepranii:
1. MexaHi3mMy IMTOTOKCUYHOI Aii TannoMinuHy E Ha yx/MHHI KIIiTHHM in vitro.

2. Mechanisms of cytotoxic activity of landomycin E towards tumor cells in vitro.

Pedepar:

1. Incepralist NpUcBsY€Ha BUBYEHHIO MEXaHi3MiB [1ii HOBOTO aHTyLIMKJIIHOBOTrO aHTUbioTuka sannominuny E (JIE) Ha
KJIITUHU NYXJIMHHUX JIiHil. AnonTotryHa Ais JIE BinOyBaeTbcs 3a y4acTi MiTOXOHAPiaJIbHOTO CUTHAJIBHOTO LUISIXY T
00yMOBJIeHA reHepallielo akTUBHUX MeTa00JIiTiB KMCHIO, 3aIlyCKOM KacIla3HOro KacKay 3a y4yacTi kacnazu-3 ta -7,
110 IPU3BOAUTS 0 posuerieHHd PARP-1. TlokasaHo, 0 3HWKEHHS 4y TIMBOCTI 10 JIE KIIiTHH, SKi pe3UCTEHTHI [0
IIPOTUIYXJIMHHUX IIperapariB BHACIIOK HaJeKcnpecii y Hux 6inkiB poguHu ABC-Tpancnoprepis (P-gp, MRP1 i

BCRP), Binpi3Hsisocs He Gisblie sIK y 2,5 pasu W00 BUXiAHUX JIiHiN KIITHH.

2. The thesis is devoted to a study of the mechanisms of cytotoxic properties towards a wide range of mammalian
tumor cell lines of the anthracycline-related angucycline landomycin E (LE).Apoptotic cell death induced by LE
was further confirmed by caspase-(3 and -7) dependent cleavage of PARP-1, profound intracellular oxidative stress
and by intensive mitochondrial membrane depolarisation. LE is only a weak substrate for P-gp and MRP1 (up to 2.5
times less sensitivity to the tumor cell lines with MDR comparatively to the wild type of cell lines), and is not



transported by BCRP.
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