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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 31.27

Tema guceprauii:
1. OujiHKa IPOTUINYXJIMHHUX, aHTU-MEeTaCTaTUYHUX Ta 610XiMiYHMX TIOKa3HUKIB HOBOCHHTE30BaHUX N,JT-X€JIaTHUX

KoMIuiekciB Pd2+ta Pt2+ 3 N-asisiTioceyoBUHAMU

2. Evaluation of antitumor, anti-metastatic and biochemical parameters of newly synthesized n, n-chelate
complexes Pd2+ and Pt2+ with N-allythiourea

Pedepar:

1. luceprauifina po6oTa MpucBsYeHa BUBYEHHIO aHTUITPOIidhepaTUBHUX, POANIONTOTUYHUX €(PEKTiB Ta OL[iHKU
aKTUBHOCTI KJII0OYOBUX (PEPMEHTIB, 1110 CIPUYMHSIIOTh GOPMYBaHHS MEIUKAMEHTO3HOI PE3UCTEHTHOCTI MiJ] BIZIMBOM
HOBOCUHTE30BaHUX CIIOJYK N,JI-XeJaTHUX KoMIseKkciB Pd2+ta Pt2+ 3 N-anintioceyoBuHamu (kommiekcu 1, 1, 11T ta
IV: [PA(HL1)CI2] (1), [Pt(HL1)CI2] (1I), [PA(HL2)CI2](I1I), [Pt(HL2)CI2] (IV), 3 BUKOPUCTAHHSIM MOZEIbHUX CUCTEM
IyXJIMHHUX KJITUH in vitro Ta in vivo. [Ipu nopiBHAIBHOMY aHaui3i ix [ii 3 [UCIIaTUHOM BUSIBJIEHO 3MEHIIEHHS
BMICTY KJIiTUH B S-¢a3si, IOPiBHSAHO 3 KOHTPOJIEM, HATHWKYMI [TOKa3HUK OyB XapaKTepPHUH 3a BIUIMBY KOMILIEKCY 1I;
HakonuuyeHHs B G2 /M ¢asi kopesnoBaso 3i 36i/bLIIEHHSIM alloNTO3Y, PiBEHb SIKOTO 17151 HUCIIATUHY N1epe6iybllyBaB

BiITIOBiIHMIA B KOHTPOJIi B 3 pasu, aJist Komiuiekcy II B 5.5 pasis, asis 111 - maitke B 3 pasu Ta IV -B 3,7 pasis,



BignoBigHO. [IokasaHo, 10 MOP(OJIiHOBUI F€TEPOLMKII B SIKOCTI JIiIraHAa B N,NI-XeJaTHOMY Pt2+ kommiekci I e
HaKo6inbm e(PEeKTUBHUM 3aCOO0M IIPUTHIYEHHS POCTY Ta METACTa3yBaHHS MYyXJIMH [1€PeLIeIIIOBAaHOI KapLIMHOMU
sereHi JIbloic, iHrioyBaHHs [TT- akTUBHOCTI, a Takox cTumyssitopom aktuHocTi CAI' ta IO. Takox nif, pieto
KOMILIEKCY I BUSBJIEHO IPUTHIYEHHS JIAKTAT aljug03y B MiKPOOTOUYEHHI ITyXJIMHHYX KJIiTHH, 3MEHILIEHHS BMICTY

cdepoinis, 1m0 XapaKTepr3yOTh METACTATUIHUH ITyJL.

2. The dissertation is devoted to the study of antiproliferative, proapoptic effects and activity of key enzymes that
cause the formation of drug resistance under the influence of the newly synthesized n, n-chelate complexes Pd2+
and Pt2+ with N-allythiourea using tumor cell model systems in vitro and in vivo. The formation of a tumor and the
resettlement of metastatic cells by the circulatory and lymphatic systems are closely linked to metabolic
reprogramming. The emergence of drug resistance of tumor cells to currently existing drugs, in particular
cisplatin, is associated with biochemical anaplasia, which includes various aspects of biochemical disorders,
including the prevalence of glycolytic over mitochondrial respiration and the activation of antioxidant defense
enzymes such as gamaglutamintranspeptidase. To overcome the disadvantages of therapy associated with the
emergence of resistance to cisplatin, used as ligands in the synthesis of cisplatin analogues, N-allyl substituted
derivatives of thiourea belonging to chelate ligands with "soft" (according to the Pearson classification) donor
groups, or used complexes with other transition metal Pd (II) having lower toxicity and cost of compounds and are
promising objects for the search of new potential antitumor drugs.
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