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1. Yuacts creposperynsatopHux 6inkiB (SREBP) y perynsuii Mop¢do@dyHKIIOHANIBHOTO CTaHy CEPL,EBO-CYIUHHO]

CHCTEMM TiNepTEeH3UBHUX LYPiB 32 YMOB BUCOKOXOJIECTEPUHOBOI JlieTU

2. The participation of sterol-regulatory proteins (SREBP) in regulation of morphofunctional state of cardiovascular
system in hypertensive rats under high cholesterol diet.

Pedepar:

1. luceprauis nprucBa4YeHa JOCIiIKEHHIM CIIOJIy4€HOTO BILIMBY apTepianbHO] rinepreHsii ta
BHCOKOXO0JIECTEPUHOBOI JIieTH Ha QYHKIIiIO Ta CTPYKTYPY CEPLIEBO- CYOUHHOI CUCTEMH, 30KpeMa Ceplisl i BEJIMKUX
CyJIMH, a TAaKOX Ha JiMifHUI MeTab0J1i3M Ta €KCIIPECiI0 OJHOTO 3 KJIIOUOBUX PETYJIITOPIB CUHTE3Y BiJIbHUX XXUPHUX
KUCJIOT Ta XOJIECTEPUHY B KJITHHI - Gi/IKiB, 10 34aTHI 3B's13yBaTu 19 cTeposiperynaTopHi eaemeHTy (SREBP). Bnepuie
IOCJIiIPKEHO BILJIUB BUCOKOXOJIECTEPUHOBO] Ji€TU 32 YMOB apTepPiajIbHOI rinepTeHsii MOPiBHSHO 3 BIJIMBOM KOKHOTO
3 ux $HakToOpiB OKpeMo. Briepiiie oxapakTepu30BaHO PO3BUTOK MMOYAaTKOBUX CTaill aTepOreHeTUYHUX 3MiH B CTiHIIi
aopTH LypiB. 32 JOIOMOrOI0 MiKpOKaTeTepu3allii JIiBOro MjJyHOYKa CEPLs IOKa3aHO 3MiHU (PYHKLIIOHYBAaHHS
CEPLEBO-CYAMHHOI CUCTEMHU IIif] BIJIMBOM TillepX0JieCTepUHEMII Ta apTepianbHOI rineprensii. BusHayeHHA piBHA

JIiNONPOTeiiB KPOBi I10Ka3aJ10 3MiHM HOPMAJIbHOTO CTaHy JIIiIHOro MeTaboJIi3My 3a BIJIUBY



BHCOKOXO0JIECTEPHHOBOI Ai€TH, 1110 Oy, OGHAK, MEHII BUPa)KEHMMU 32 YMOB apTepiayibHOi rinepTeHsii. Okpemoro
JIaHKOIO OYyJI0 IOCIiIP)KeHHSI TeHETUYHMX MEeXaHi3MiB peryJisiii JinigHoro o6miny 3a gornomoroio [1JIP y peaspHOMY
4aci, 4K€ BCTaHOBUJIO 3MiHM €KCIIPECii KJII0YOBUX PETYJIATOPIB CUHTE3Y SKUPHUX KUCJIOT TA XOJIECTEPUHY B KIITUHI
SREBF1i SREBF2, a Takoxk ekcrpecii ix reHis-mimenen Insigl ra HMGcoAr. OTpumani faHi cBig4aTh Ipo
[IOPYLIEHHS HOPMAaJIbHOI peryJIaLii reHesy JimifiB B KIiTUHAX 3a YMOB IIO€HAHOTO BIUIMBY apTepiasIbHOI rirnepreHsii
Ta rinepxojeCTepruHeMii, SIK B CEPLEBO-CYIUHHIN CUCTEMI, TaK i B KIIITUHAX [I€YiHKY, & TAKOX € CBiIYEHHAM
PO3J1afy MK IIpolLiecaMy CIIOKMBAHHS M CUHTe3Y JlillifiB de novo, siK ofiHi€i 3 IPOBigHUX JIaHOK NOPYLIEHb
sinigHOro Metabosismy. licTosoriyHi Ta yIbTpacTPyKTYPHi JOCiIKEHHS TKaHUH Cepls I CyAUH CBigYaTb PO
XapaKTepHi [J1s1 apTepiayibHOI rinepTeHsii 3MiHU B y/IbTPACTPYKTYPi TKAHUH CTiHKY aOPTH, 1O 3HAYHO NOTiPIINAINCS
BHACJIiZIOK pO3JafiB JiNigHOro MeTabo1i3My, i IeMOHCTPYIOTh KAPTUHY, XapaKTepHY J1s1 I0YaTKOBUX CTaii
areporeHe3y. TakiuM 4YMHOM, BIeplIe [10Ka3aHO, 1[0 CIiJIbHUI BIIJIMB BUCOKOXO0JIECTEPUHOBOI [Ii€TH Ta apTepiaibHOi
rinepTeHsii € B3aeMOMNOBI3aHUM MO0 Aii Ha PETYJISATOPHI MEXaHi3MHU, 1[0 CTBOPIOE NIEPEAYMOBH [1J1s GibLI

BUPaXX€HUX PO3JIaJiiB, XapaKT€PHUX 711 METa0b0JIiYHOIO CHUHIIPOMY.

2. The dissertation is aimed to the study of the combined effect of hypertension and high cholesterol diet on the
function and structure of the cardiovascular system, in particular of the heart and large vessels, as well as lipid
metabolism and expression of the sterol regulatory elements (SREBP) - one of the key regulators of free fatty acids
and cholesterol synthesis in the cell. For the first time, the effect of a high cholesterol diet under hypertension was
investigated in comparison with the influence of each of these factors separately. The development of the initial
stages of atherogenic changes in the wall of the aorta of rats is described for the first time. The
microcatheterization of the left ventricle of the heart showed changes in the functioning of the cardiovascular
system under the influence of hypercholesterolemia and arterial hypertension. Determination of blood lipoprotein
levels showed changes in the normal state of lipid metabolism due to the effect of a high cholesterol diet that was,
however, less pronounced under hypertension. Another part of the work was the study of genetic mechanisms of
lipid metabolism regulation using real-time PCR, which established changes in the expression of key regulators of
the synthesis of fatty acids and cholesterol in the cell SREBF1 and SREBF2, as well as the expression of their target
genes Insigl and HMGcoAr. The obtained data indicate a violation of the lipids genesis normal regulation in cells
under the combined effect of hypertension and hypercholesterolemia conditions, both in the cardiovascular
system and in liver cells, and also testifies to the disorder between the processes of consumption and synthesis of
lipids de novo, as one of the leading links of lipid metabolism disorders. Histological and ultrastructural studies of
the tissues of the heart and blood vessels showed hypertensive-induced changes in the ultrastructure of the aortic
walls, which have significantly deteriorated due to disorders of the lipid metabolism, and show a pattern typical of
the atherogenesis initial stages. Thus, it has been shown for the first time that the combined effect of a high
cholesterol diet and arterial hypertension is interrelated due to action on regulatory mechanisms, which creates
the preconditions for more severe disorders specific for metabolic syndrome.
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