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Pedepar:

1. Inceprauiiina po60oTa IpUCBIY€Ha JOCIIKEHHIO POJli IPOT€aCOMHOTO MIPOTE0J1i3y IpY apTepiabHiil
rinepTeHsii. JlociIKeHHs MPOBOLUIINCS Y AiT€H Ta MiJJIiTKIB, L0 MAIOTh IIEPBUHHY TIIIEPTEH3iI0 Ta IPAKTUYHO
3[0pOBUX AiTel. BuzHauanu nosniMmop@ismu reHis, mo KOAYIOTb cyboanHui nporeacomu (LMP2 Arg60oHis, LMP7
Lys1450GIn i PSMA6 C-80G). OtpruMaHi naHi BKaszyioTh Ha Te, 0 PO3IOLis ajleJIbHUX BapiaHTIB I'eHiB, M0 KOLYIOTh
cybopuHuI0 iMmyHOIpoTeacomu (LMP2) ta nporeacomu (PSMAG6) cyTTeBO Bifpi3HS€ETbCS Y KOHTPOJIbHIN Ipymi Ta y
IiTell 3 apTepiayIbHOIO riNepTeHsielo Ha BigMiHy Bif nosiMopgismy reny LMP7. Y nopanbmomMy JOCiIKEHHS
BHMKOHYBAJIOCS HA CIIOHTAaHHO-TinepTeH3uBHUX mypax (SHR) 3 Kopekuieio 3a OOMOroo KBepLeTuHy (TabieToBaHa

dopma, 15 Mr/Kr macu Tina, mogHs). [TopiBHSIHHS MOPQOJIOTiUYHUK, TiCTONOTYHUX, KapJioreMOguHAMIYHUX Ta



MOP(POMETPUYHUX [TIOKA3HUKIB a0pTU Ta cepls mwypiB SHR 3 Wistar nae 3po3ymiTy, 0 XpOHiYHE MiJBULIEHHS TUCKY
MIPU3BOIUTE [0 3HAYHUX NOPYLIeHb. TakuM YMHOM y IypiB JiHil SHR cniocTepiranocs 3HMXKEHHS TaKUX [TOKa3HUKIB!
ynapHoro o6’emy (y 3 pasu), ppaxuii Bukuay (y 2,14 pasu), ygapHoi po6otu (Ha 70%), 4aCTOTH ceplLieBUX CKOPOYEHb
(Ha 12%), miHiManIBHOTO TUCKY (Y 1,5 pa3u) Ta KiHI[€BO-CUCTOJIIYHOrO TUCKY (Ha 15%). [Toka3HMUKM AiacTosivHOl
¢dyHKuii cepus 6ysin BUIMME y mypiB jinii SHR: KiHLleBo-aAiacToiYHMIA TUCK Y 6,5 pasiB, dp/dt min Ha 30 % Ta
apTepianbHa )KOPCTKICTb y 4,4 pa3u. BussneHo cyTTeBi mopdoJioriuni 3Minu aoptu y SHR: 6ysu 6inbmumu 3arajibHa
HIMpYHA a0pTU (Ha 36%), IIMpHHA I1ale HbKOM SI30BUX NIpoMIApKiB (Ha 19%) i mupuna intimMu (y 1,9 pasun). loseneHo
e(EeKTUBHICTb €KCIIEPUMEHTAJIBHOI TEpalii apTepianbHOi rinepTeHsii 3 3aCTOCyBaHHSIM iHIiGITOPY IPOTEACOMU —
KBEPLETUHY. 3a JOIOoMOroo 6iod1aBoOHOINY BIaIocs NonepequTy 30iJIbIIeHHS HACTYIIHUX [IapaMeTpiB: JINnino3 y
cTinyi aopTtu mypiB SHR (y 2 pa3u), BincoTok PpibpoTUYHUX 3MiH y JiBOMY LIIYHOUKY cepls (y 2,9 pasu). A TaKoX
CIIOCTepirazocs CTaTUCTUYHO BipOTifHE 3MEHIIEHHS PiBHS €KCIIpeCii HACTYIIHUX I'€HiB y TKaHMHaX aopTu SHR:
PSMB2 (y 28 pasiB), PSMBS (y 5,5 pasis), PSMB9 (y 112 pasis) Ta PSMEI1 (y 7,8 pasiB). Ha npoTtusary pisens MPHK reny
PSMB1 6yB 6inbmum y 7,8 pasis.

2. The dissertation is devoted to the research on the role of proteasomal proteolysis in arterial hypertension. The
research was performed among a group of children and adolescents with primary hypertension and healthy
children as well. We have determined gene polymorphisms that encode proteasome subunits (LMP2 Arg60nHis,
LMP7 Lys1450GIn and PSMA6 C-80G). The obtained data indicate that the distribution of allelic variants of genes, that
encode the immunoproteasome (LMP2) and proteasome (PSMA6) subunit, significantly differs between the control
group and the group of children with arterial hypertension in contradistinction with the LMP7 gene polymorphism.
Subsequently, the research has been performed on spontaneously hypertensive rats (SHR) with the quercetin
correction (tablet form, 15 mg per kg of body weight, daily). Comparison of morphological, histological,
cardiohemodynamic, and morphometric parameters of the aorta and heart of SHR with Wistar rats suggests that a
chronic increase of high blood pressure leads to significant disorders. Thus, SHR had the following parameters
decreased: stroke volume (3 times), ejection fraction (2.14 times), stroke work (70%), heart rate (12%), minimum
pressure (1.5 times), and end-systolic pressure (15%). Diastolic heart function parameters in SHR were higher: end-
diastolic blood pressure 6.5 times, dp/dt min 30%, and arterial elastance 4.4 times. Significant morphological
changes of the aorta were detected in SHR. The following parameters were increased: aorta total width (by 36%),
smooth muscle cell width (by 19%), and intima width (1.9 times). The efficiency of experimental therapy of arterial
hypertension with the use of a proteasome inhibitor - quercetin has been proved. Bioflavonoids could prevent the
increase of the following parameters: aortic wall lipidosis of SHR (2 times) and the percentage of left ventricle
fibrotic changes (2.9 times). A statistically significant decrease was observed in the expression level of the following
genes in the aortic tissues of SHR: PSMB2 (28 times), PSMBS (5.5 times), PSMB9 (112 times), and PSME]1 (7.8 times).
In contrast, the mRNA level of the PSMB1 gene was 7.8 times higher.
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