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Pedepar:

1. Y nuceprauiiiHiii poboTi fOCIiIKEHA POJIb aHTIOT€HHUX (PAKTOPIB B iHiLiallii Ta PO3BUTKY XPOHIUHOI cTaii
3anajJbHMX 3aXBOPIOBaHb KulleyHrKa (33K). Briepiie BUSBJIEHO, IO YPOKEHHS €HIOTEIaIbHAX KIITHH Ta
30i/1bLIIEHHS TPOHMKHOCTI KPOBOHOCHHUX MIKPOCYIMH CJIN30BOi 000JIOHKU TOBCTOI KMIIKY, 3 HACTYIIHUM PO3BUTKOM
rinokcii Ta nifBULIEHHSIM PiBHS 3B'S13aHOTO 3 HEI0 TpaHcKpuniiiHoro ¢paxkropa HIF-1, € ro10BHUM YMHHUKOM
MOPYUIEHHS LIiJIICHOCTI eniTesianbHOro 6ap'epy B naToreHesi ekcriepuMeHTanbHux 33K. PO3BUTOK ypakeHb TOBCTOI
KMIIKY Ha PaHHIX eTanax eKCIePUMEHTAIBHOTO KOJITY XapaKTepU3yEeThCS MiIBUILIEHHSIM €KCIPeCii
TpaHcKpunuitHoro ¢axkropa Egr-1, piBHem itoro 38'sa3yBanns 3 JTHK Ta B3aemogii 3 psiioM TpaHCKPUMNLIIHUX
(daxTopiB yepes aktupalio Erkl/2- kiHazHoro muiaxy. PerynstopHa aktuBHicTh Egr-1 He 3anexuTts Bif HIF-1, a itoro
nediluT crpaBJisie 3aXUCHY Jil0 B MeXaHi3MaX PO3BUTKY €KCIIEPMMEHTAIbHOTO KOJIiTy. ['ocTpa Ta XpoHidHa cTaii

eKcrepuMeHTalbHUX 33K xapakTepusyoThCs MiABUILEHHSIM eKcrpecii mpo-anrioreHHoro ¢akropa VEGF Tta itoro



peuentopiB VEGFR-1i VEGFR-2. Heittpanisauis aktuBHocTi VEGF npurnivyye kiiHiuHi Ta MOP(OJIOTiuHi IposiBU
€KCIIEPMMEHTAJIbHOT'O KOJITy Yepe3 3MEeHIIeHHS IPOHUKHOCTI KPOBOHOCHUX MIKPOCYIMH Ta 4ucJa iHPinbTpOBaHUX
JIEVKOLMTIB y Ai/sHI 3anajleHHs. YTBOPEHHS KOMILIEKCY MK 6eTa-apecTuHOM 2 Ta VE-KairepuHOM € KiHIIeBOIO
nankoio VEGF /VEGFR-2-Src-3a1€>XHOro NiIBUILEHHS IPOHUKHOCTI KPOBOHOCHUX MIiKPOCYZAMH y [1aTOreHe3i
IOCJIiIKyBaHOI XBopo6u. [1aToreHes roctpux Ha XpoHidyHUX 33K xapakTepusyeTbcsl OJJHOYACHUM IIi[IBUIIEHHSIM
BMmicty VEGF, PDGF i anTu-anrioreHHOro paktopa eH0CTaTUHY, SIKUH yTBOpIOeThes Mif, nieto MMP-9. EHniocTaTiH
€ cBoepimHumM anTaronictom VEGF-cTuMyiboBaHOTo naTosioriyHoro anriorenesy npu 33K ta VEGF-

CTHMMYJIbOBAHOTO (i3i0JI0TiYHOrO aHTioreHes3y B aToreHesi BUpa3koBOi XBOPOOH ABAHAALSATUIIAIION KUK,

2. The study is dedicated to the investigation of the role of angiogenic factors in the inflammatory bowel disease
(IBD) initiation and propagation. This is the first demonstration in different models of IBD that endothelial damage,
increased colonic vascular permeability, epithelial hypoxia and upregulation of HIF-1 level precede epithelial
barrier dysfunction, followed by erosions, ulceration and inflammation. Development of experimental colitis is
associated with increased levels of transcription factor Egr-1, its binding to DNA and interaction with other
transcription factors via Erkl/2-dependent mechanism. Transcription activity of Egr-1 does not depend on HIF-1.
Egr-1knockout mice have less severe colitis vs. wild type littermates. Acute and chronic stages of experimental IBD
are characterized by increased of VEGF, VEGFR-1 and VEGFR-2 levels. Neutralizing anti-VEGF antibody
significantly ameliorates experimental colitis in part by reducing excessive colonic vascular permeability and
decreasing inflammatory cells infiltration. VEGF seems to mediate increased colonic vascular permeability in
experimental IBD via the VEGFR-2 /Src-dependent interaction of beta-arrestin2 with VE-cadherin. We found
concomitant upregulation of VEGF, PDGF, MMP-9 and endostatin in IBD pathogensis. MMP-9 is a key enzyme to
generate endostatin which may modulate the balance between VEGF and endostatin during experimental colitis.
Endostatin plays an antagonistic role in VEGF-induced pathologic angiogenesis in IBD pathogenesis and VEGF-
induced physiologic angiogenesis in duodenal ulcer pathogenesis.
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