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KommniekcHe focifKeHHs FfeHeTUYHO 00yMOBIIeHuX ocobmBocTell NF-kB-onocepenkoBaHoi CUrHaIbHOI
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Combined investigation of genetic-based peculiarities of NF-kB-mediated signal transduction, which determines
the development of chronic systemic inflammation in patients with the metabolic syndrome and type II diabetes
mellitus

Pedepat ykpaiHCbKOIO:

Brniepue cpopmyiboBaHa KOHIEMIist TepMaHeHTHOI akTuBalii NF-kB (moBrotpusasoi Ta HU3bKOIHTEHCHBHO) SIK
MO>KJIMBOTO TUIIOBOTO MATOJIOTIYHOIO MPOLECY IPH iHCYTiIHOPE3UCTEHTHOCTI, XpOHIYHOMY 3allajieHH], apTepiajibHiN
rinepreHsii, engorenianbHiil puchyHKLii Ta Aucainigemii. BuBueHo BMicT BHyTpimHbOKIIiTUHHOTO NF-KB cepen
nonyssauii CD40+ KIiTHH Iif BIJIMBOM MIiOIJIITa30HY i y Malli€HTiB i3 META00IIYHMM CUHIPOMOM Ta ilIeMiYHOIO
XBOpo6010 cepisl. OTpuMaHoO JaHi npo 6so0kany aktusauii NF-kB min nieto enmoreHHux rmposananbHUX IATOKIHIB (HA
npukinagi CD40+ moHOHyKJeapiB nepudepuyHoi Kposi) Ha PoHI BKIIOYEHHS MeTHOPMIHY 10 KOMILJIEKCHOI Tepartii
XBOPHUX Ha MeTabO0JIIYHNI CUHAPOM i illeMiuyHy XBOpOOy ceplsl. BusHaueHo 3HMKeHHs piBHiB ekcripecii NF-kB ta
npoueciB anonto3y CD64+ KJIiTHH B CycCIleH3ii MOHOHYKJIeapiB nepudepuyHoi KPOoBi Mif, BIJIMBOM aKTUBAaTOPa
[TTAPrama. JlocniiskeHO pO3NO/Aia 4aCcTOT reHOTUIIB i aneser reHa [ITAP rama 2 3 ypaxyBaHHSM HasIBHOCTI y
Nalj€eHTiB 3MiH JliNigHOro 06MiHy. BusiBjieHa BUCOKA TepanieBTUYHA e(eKTUBHICTb MeT(OPMiHY y MallieHTiB 3
ilmeMivyHOI0 XBOPOO0I0 ceplsl Ha (OHI LIyKPOBOTO AiabeTy 2-To TUIly a0 META00JIIYHOrO CHUHIPOMY, Ki MalOTh

renotun Pro/Pro reny I1ITIAP rama 2.

Pedepar aHI1iliCbKOIO:

The conception of NF-kB permanent activation (long-term and low intensity activation) has been formulated for
the first time as a possible model of the pathological process by insulin resistance, chronic inflammation,
hypertension, endothelial dysfunction and dyslipidemia. The content of intracellular NF-kB has been studied
among CD40+ cells populations under the influence of pioglitazone in patients with metabolic syndrome and
coronary heart disease. The data on blockade of NF-kB activation has been obtained under the action of
endogenous proinflammatory cytokines (by the example of CD40+ mononuclear cells of peripheral blood) against
the background of metformin inclusion in the complex treatment of patients with metabolic syndrome and
coronary heart disease. The reduction of NF-kB expression levels and apoptosis processes of CD64+ cells has been
determined in the mononuclear cells suspensions of peripheral blood under the influence of PPAR gamma
activator. The distribution of genotypes frequencies and alleles of PPARgamma?2 gene has been investigated with
due consideration of patient's lipid metabolism changes. The high therapeutic efficacy of metformin has been
detected in patients with coronary heart disease against the background of type 2 diabetes mellitus or metabolic
syndrome who have the genotype of Pro / Pro PPARgamma2 gene.
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