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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TeMaTHYHHUX PyOPHK: 76.29.49

Tema guceprauii:
1. IToegHaHe 3acToCcyBaHHS MOIU(]iKaTOPiB eHepreTUYHOro MeTabosli3My SIK CIIOCi6 MinBUIneHHs epeKTUBHOCTI Aii

IVXJIOpaleTaTy HaTPil0 CTOCOBHO 3JI05IKiICHUX NyXJIMH (€KCIIEPUMMEHTaJIbHE JOCIIiIKEHHS)

2. The combined use of metabolic modifiers as a way to improve the effectiveness of sodium dichloroacetate
regarding malignant tumors (experimental study)

Pedepar:

1. Inceprauiiina po60oTa IpUCBIY€HAa aHaJIi3y MPOTUIYXJIMHHOI Iii nuxiopoaueTaTy HaTpito (IXA) CTOCOBHO MyXJINMH
pi3HOro reHesy, BCTAaHOBJIEHHIO MEXaHi3MiB peasisalii ujei fii sk y pexkumi MoHOTeparii, Tak i B KombiHallii 3
iHriGITOPOM IJIiKOJi3y 2-Ae30Kcu-[-ImoKo3010 (2-II'), iHri6iTOpOM NMyXJIMHHOTO aHriOreHe3y aKOHITUHBMICHUM
areHToM BC1 Ta rinokcier.BussieHo, o 3a BiflCyTHOCTI aHTUTIIIOMHOI Aii [IXA Ipy HOpMOKCHYHUX YMOBax
YTPUMAaHHA ypiB 3 riiomoro C6, BBeneHH XA 3a TiIMOKCMYHUX YMOB [IPU3BOJIUTD JIO IIOJOBXXEHHS TPUBAJIOCT]
JKUTTSI TBapUH Ha 22% (p<0,05). BkitoueHHs iHri6iTopa riikosiza 2-/II' B cxemy Teparii JXA CTOCOBHO
BUCOKOQHTiOT€HHOr0 BapiaHTy KapLMHOMM JiereHi JIbloic 060yMOBJIIO€ 3HAUHUI IPOTUNYXJIMHHUI e(PEKT, IKUil OyB

BifcyTHil npu gii IXA B pesxumi MoHOTepanii. 3HauHe nifgBuiLeHHs e(PeKTUBHOCTI NPOTUITYXUHHOI Aii XA



CTOCOBHO KapuuHoMHu Epiiixa Maso Micle pu Horo NoeJHaHOMY 3aCTOCYBaHHi 3 iHI6iTOPOM IyXJIMHHOTO
aHrioreHesy BCl. Briepiie BCTaHOBJIEHO, 1110 BArOMUM BKJIA[, Y IPOTUITYXJIMHHY Ao XA (K B pe>kuMi MOHOTepartii,
TaK i B IoeqHaHHi 3 iHri6iTOpaMy eHepreTMYHOro MeTabo1izmy) BHOCUTb [JXA-iHyKOBaHa CTUMYJISILiSI IPOJYKLii

aKTUBHMX (POPM KHCHIO yxJIMHOAcoLitoBaHUMU CD14+ KiliTMHaAMHU.

2. Dissertation is aimed at analysis of antitumor action of sodium dichloroacetate (DCA) against tumors of various
genesis, ascertainment of mechanisms of realization of this effect and the development of the approaches for
increasing its efficiency due to combined use of DCA with such inhibitors of cancer cell energetic metabolism as
hypoxia, the glycolysis inhibitor 2-deoxy-D-glucose (2-DG) and tumor angiogenesis inhibitor aconitine containing
agent BC1. It was shown that in contrast to normoxic conditions under which DCA doesn't affect lifetime of rats
with glioma C6, DCA treatment of rats with glioma under hypoxic conditions leads to prolongation of animals'
lifetime on 22% (p <0,05). As it was revealed in vitro such increase of DCA efficacy against glioma C6 may result
from an ability of hypoxia to elevate the cytotoxic activity of DCA the level of which under normoxia are extremely
low. The inclusion of 2-DG in the scheme of DCA treatment causes significant anti-tumor effect against high-
angiogenic variant of Lewis lung carcinoma, which was absent when the mice were treated with DCA alone. A
significant increase of DCA anti-tumor efficiency regarding Ehrlich carcinoma occurred in its combined use with
an inhibitor of tumor angiogenesis BCI. For the first time it was revealed that considerable stimulation of ROS
production by tumor-associated CD14+ cells induced by DCA (in either monotherapy or combined with other
inhibitors of cancer cell energy metabolism) makes significant contribution to DCA anti-tumor efficacy.
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