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1. Posib anenpHOTO nosimMopgizmy reHis enporenianpbHoi NO-CHHTa3uM Ta IPOTE€ACOMU B IIATOT€HE3i CEPLLEBO-

CyAVNHHUX 3aXBOPIOBaHb: MOJIeKYIIHpHO—FeHETI/I‘-IHi ACIIEKTHU

2. The role of allelic polymorphism of endothelial NO-synthase and proteasome genes in pathogenesis of cardio-
vascular diseases: molecular and genetic aspects

Pedepar:

1. lnceprariio NpUCBSIYEHO BUBYEHHIO POJIi aJI€JIbHOTO NoJIiMopdi3My reHa eHpoTestianbHoi NO-CuHTa3!1 Ta reHis,
110 KOZYIOTb CyOOMHUIL IMyHOIIPOTEacoOMHU, B IIaTOreHe3i ceplieBO-CyIUHHUX 3aXBOPIOBaHb. [Ipy gociimKeHHi
4acTOTHU ajiesIbHOro nojsimopdismy npomoropy (T-786 /C), 7-ro exsony (G894 /T) Ta 4-ro inTpony (4a,/4b) rena
eHpoTesnianbHOi NO-cuHTa3u rnokasaHo, mo C/C BapiaHT IPOMOTOPY B 2.7 pa3y 4acTillle 3yCTPiYaeThCs y XBOPUX Ha
rOCTpUY KOPOHAPHUM CUHAPOM, HiXX Y IIPAaKTUYHO 340POBUX OCib. [HTEHCHBHICTh eKcIpecii reHa eHoTeNiabHOi
NO-cunrasu Ha 35% meHwa npu C/C reHoTuni npomMoTopy, Hix 3a T /T BapiaHTy IpOMOTOPY, & aKTUBHICTb
npoaykuii NO Tpom6ouutamu sogneit 3 C/C BapiaHToM poMoTopy y 2.1 pa3u MmeHa, Hix npu T /T reHoTumi, o
BKasye Ha (QyHKLiOHAJIbHE 3HAaYE€HHS LbOTO ajieJIbHOro nojimop@ismy. Po3nozin pisHux asesbHUX BapiaHTIB reHiB,
110 KOZyI0Tb cybonuHuLi nporeacomu (LMP2 ta LMP7) He Binpi3HSI€TbCS y XBOPUX Ha CepLIeBO-CyANHHI



3aXBOPIOBAHHS Ta y IPAKTUYHO 3[0POBUX iHAMBiNYyyMiB. 3a IOIIOMOTOI0 PO3PO06JIEHOr0 HAMU METOLY JOBEIEHO, 110
martpuyHi PHK pizHux isopopm NO-cuHTa3u po3IIeniooThcs 26S MpoTeacoMolo, a 1ie CBiIUUTh PO y4acTb
[IPOTEACOMHOTO IIPOTEOJIi3y B pery il akTuBHOCTI NO-CHHTa3| SIK Ha NIOCTTPAHCKPUIILITHOMY, TaK i
[IOCTTPAHCIIALIMHOMY PiBHI. B eKcnieprMeHnTax in vitro Ta Ha KyJIbTypi KapZiOMOLIATIB [TOKAa3aHO, L0

KapAionpoTeKTOPHI MexXaHi3Mu Aii 6i0¢p1aBOHOINY KBEPLIETUHY MOB'SI3aHi i3 BIIJIMBOM Ha IPOTEACOMHMUII TPOTEOi3.

2. The work is devoted to investigation of the role of promoter (T-786?C), exon 7 (G894 /T) and intron 4 (4b /4a) of
endothelial NO-synthase (eNOS) and LMP2 (Arg60 His) and LMP7 (Lys145 Gln) allelic polymorphism in
pathogenesis of cardio-vascular disease. Obtained data show that C/C promoter variant of eNOS is in 2.7-fold
more frequent at patients with acute coronary syndrome, than in practically healthy subjects. Level of eNOS gene
expression is on 35% less at the C/C genotype, than at the T /T variant of promoter. Activity of NO production in
platelets of people with the C/C variant of promoter is in 2.1 times less than it is at the T /T genotype. It specifies
to the functional value of this allelic polymorphism. Distribution of different allelic variants of LMP2 and LMP7
genes does not differ in patients with cardio-vascular disease and in practically healthy subjects. With the use of
developed method it was shown that mRNA of different NOS isoform hydrolyzed by 26S proteasome, which
indicates the participation of proteasomal proteolysis in regulation of the eNOS activity both on
posttranscriptional and posttranslational levels. In vitro and cardiomyocyte culture experiments was shown that
the cardioprotective mechanisms of quercetin are related to influence on proteasomal proteolysis.
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