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V. BimomocTi npo gucepraniio
Moga guceprariii:
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1. Posb n1inifiB y pO3BUTKY Ta MOAYJISLIi MEIUKAMEHTO3HOI PE3UCTEHTHOCTI MyXJIMHHUX KJIITUH

2. The role of lipids in development and modulation of drug resistance of tumor cells

Pedepar:

1. Incepralist NpUCBsAY€HA aKTyaJIbHill IPO6JIeMi OHKOJIOTII — BUBHAYEHHIO POJIi JIiMifiB y MexaHi3Max OpMyBaHHS
MeJIMKaMEeHTO3HOI Pe3UCTEHTHOCTI MyXJIMHHUX KJIITMH Ta OOI'PYHTYBaH- HIO IUISIXiB MOAYJIALII JlilifHOrO po@dinto
MJIa3MaTUYHUX MeMOpaH IS MigBUlleHHs] epeKTUB- HOCTI [Iii ITUTOCTAaTUKIB. In vitro Ta in vivo BCTaHOBJEHO, 110
dopmMyBaHHS PEHOTUILY MEAMKAMEH- TO3HOI PE3UCTEHTHOCTI CYIIPOBOMKY€ETHCSI 30i/IbIIEHHSIM BMICTY
xoJsiectepoiy, Gochatuaunin- cepuny, ciHromiesniny Ta aMeHIEHHIM PiBHA PocdaTUINUNXOIHY,
docharnnuneraHosaMiny i ix HEHaCUYEHOCTI y MJIA3MAaTUYHNUX MEMOPaHaX MyXJIMHHUX KJITUH (6inbl HiX Ha 22%,
p<0,05). [Ipu po3BUTKY PE3UCTEHTHOCTI 3pOCTa€ iHTEHCUBHOCTb MiTOXOH/IPiaJIbHOTO OKUCHOTO (pochoopu-
JIIOBAaHHSI T aKTUBHICTb BCiX (PEPMEHTIB, sIKi TpoaykKyoTb HAJIOH, a TakoX [J1yTaTioHpeyK- Ta3u, [JIyTaTiOH-S-
TpaHcdepasy, IIyTaTiOHNepoKCuaa3y Ta KaTasnasu (6inpm Hixk Ha 14%, p<0,05). JoBeneHo in vivo BOLiIBHICTD

BHUKOPHUCTaHHS JIIMOCOMHUX (POPM LIUTOCTATHKIB Ta (pepO- MarHiTHOrO HAHOKOMITIO3UTY, 10 CKJIZY SIKOTO BXOJIUTD



LMCIJIATHH, 1711 MOAYJISILiI MeIMKa- MEHTO3HOI PE3MCTEHTHOCTI 3JI05IKiCHUX HOBOYTBOPEHD. [10Ka3aHO, 10 OJHUM
i3 MexaHi3MiB Aii JinocoMHUX POPM LUTOCTATHKIB Ta (PepPOMarHiTHOrO HAaHOKOMIIO3UTY € CTPYKTYPHO
(dyHKLiOHaIb- Hi 3MiHU y IJIa3MaTHUYHI! MeMOpaHi, Ki NPU3BOIATH 40 3MEHIIEHHS ii MiKpOB'SI3KOCT, 110
3abe3neyvye 6isblI iIHTEHCUBHE HAOXOKEHHS IPenapary [0 KJIiTHUH i 3pOCTaHHS Oro BHYTPIll- HbOKJIITUHHOI

KOHILIEHTpallii.

2. Thesis is dedicated to the actual problem in oncology - determination the role of lipids in mechanisms of drug
resistance development in tumor cells and provement of the ways for membrane lipid profile modification for
elevation of cytostatic effects. We showed in vitro and in vivo that development of drug resistance phenotype is
accompanied by increase in cholesterol, phosphatydylserine, sphingomyelin, and decrease in phosphatydylcholine,
phosphatydyle- thanolamine and their desaturation in tumor cell membranes (more than by 22%, p<0.05). We
observed that during development of drug resistance the mitochondrial oxidative phos- phorylation intensity and
activity of all NADPH-producing enzymes, as well as glutathione reductase, glutathione S-transferase, glutathione
peroxidase and catalase significantly increased (more than by 45%, p<0.05). In vivo we proved the need to use
liposomal forms of cytostatics and ferromagnetic cisplatin-containing nanocomposite for modulation of tumor
drug resistance. We showed that one of the mechanisms of action of liposomal forms of cytostatics and
ferromagnetic nanocomposite is associated with structural and functional changes in cell membranes, resulting in
decrease of its microviscosity, 44 causing more intensive uptake of the drug by cells and increase of its
intracellular concentration.
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