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

Tema guceprauii:
1. ERN1-3ane>xHa peryJisiisi eKCIpecii reHis, 110 KOHTPOJIIOIOTh aHTiOTeHe3, Y KIIITUHAX riiomu jinii U87

2. ERN1-dependent regulation of gene expression that control angiogenesis in glioma cell line U87

Pedepar:

1. Bnepe 6ysi0 nokasaHo, mo ekcnpecis redis VEGFA, VEGFB, VEGFC, PDGFC, EREG, HB-EGF, EGFR, PLAU,
PLAUR, FGF2, TIMP1, TIMP2, TIMP3, TIMP4, THBS1, THBS2, CTGF, BAIZ, SPARC Ta LUM, cepef, SIKUX € SIK po-
aHTiOreHHi, Tak i aHTH-aHTiOTeHHi, 3aJ7IeXXUTb Bifl PyHKLioHaIbHOI akTUBHOCTI ERN1, ceHcopHO-CcUTHAIBHOTO
€H3MMY CTPECY €HIOIJIa3MAaTUYHOIO PETUKYJIYMY, i 3MiHU B IX €KCIIpeCii KOPEJIIOIOTh 3 IPUTHIYEHHSIM POCTY
IIyXJIAH IJIiOMU 3 KJITHH 6€3 PyHKLiOHaNbHO akTUBHOro ERN1. BCTaHOB/IEHO TaKOX, 1O PiBEHb €KCIIPeCii 6ibIIOCTi
IIPO-aHTiOreHHUX (PaKTOPiB 3HIKYEThCA Y KIIITUHAX IJ1IOMU 3 IPUTHIYEeHO QyHKUieo eH3umy ERNI, a 32 ymoB
BiZICYTHOCTI I'JII0KO3U 260 IJIyTaMiHy eKCITpecis 6ifIbIIOCTi i3 HUX MOCUIIIOEThC. B TOM ke Yac, piBeHb eKkcIipecii
reHiB aHTU-aHTioreHHUX (aKTOpiB MifBUALLYEThCS Y KIiTUHAX 3 npurHidyeHum ERNI, a 3a pedinuty rioko3u abo
IJIyTaMiHy CIIOCTEPIraloThCsl 37,e6ib1U0ro NpoTUIEKHO HANPaBJIeHi 3MiHU B ix eKkcrpecii. BusiBiieHo, 1110 rinokcis

pi3HOHAMPAaBJIEHO BIJIMBAE HA €KCIIPECII0 MMPO- Ta aHTU-AaHTiOr€HHHUX (PaKTOPiB.



2. The main goal of this thesis is to investigate pro-angiogenic and anti-angiogenic factors gene expression in
glioma cell lines U87 with ERN1 suppression in conditions of hypoxia and glucose or glutamine deprivation, in
order to identify the possible role of these genes in ERN1-mediated angiogenesis and proliferation. It was shown
that VEGFA, VEGFB, VEGFC, PDGFC, EREG, HB-EGF, EGFR, PLAU, PLAUR, FGF2, TIMP1, TIMP2, TIMP3, TIMP4,
THBSI1, THBS2, CTGF, BAI2, SPARC and LUM gene expression, dependents on ERN1 functional activity, and changes
in their expression correlates with tumor growth inhibition of glioma cells with ERN1 blockade. We also established
that the expression of pro-angiogenic genes was reduced in glioma cells with suppressed function of ERN1. At the
same time, the level of gene expression of anti-angiogenic factors was increased in cells with ERN1 blockade. It was
also shown that hypoxia, as well as glucose and glutamine deprivation influenced the expression of pro- and anti-
angiogenic genes expression. Thus, these results unveil molecular mechanisms of angiogenesis key regulatory
factors and interaction mechanisms of ischemia and hypoxia on ERN1 in response to endoplasmic reticulum stress.
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