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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOI BYEHOI pazu): [l 26.616.01

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa ycTaHOBa "HauioHaIbHMIA HAYKOBUI LEHTP
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IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa ycTaHOBa "HalioHabHMIA HAYKOBUI LEHTP
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Kopg 3a €IPIIOY: 02011893
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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.29.30

Tema guceprauii:
1. EnpoTesniiizanexHa CyAMHHA PEaKTUBHICTb Y XBOPUX 3 TOCTPUM iH(PapKTOM MioKapga: KiliHIKO-TeHeTUYHi

IeTepMiHaHTU, 3HaYeHHS 17151 cTpaTudikalii pu3rKy, IPOrHO3yBaHHs Nepebiry Ta BUOOpy Teparii

2. Endothelium-dependent vascular reactivity in patients with acute myocardial infarction: clinical and genetic
determinants, importance for risk stratification, prognosis and choice of therapy

Pedepar:

1. B pucepTauiiiniil poboTi mpoBeeHa olliHKa reHeTUYHUX Ta HAOyTHUX 0COBIMBOCTEN €HIO0Teii3aesKHOI CyIMHHO]
peakTUBHOCTI y xBopux Ha I'IM, npoaHanizoBaHo iX 3HaueHHs [ PO3BUTKY 3aXBOPIOBAHHSI Ta IOr0 YCKJIaIHEHbD,
peastizallii OCHOBHMX €(EKTIB Teparlii; T0Ka3aHa BaKJIMBA POJIb EHIOTENiaNbHOI AUCPYHKI] Y PO3BUTKY CUHIPOMY
no-reflow i inTpamiokappianpHOI remoparii Ta Ha 1Iill OCHOBI 3aIIPOTIOHOBAHI HOBI MIXOIX IO TIOTIEPEI’KEHHS Ta
JIiIKyBaHHS IUX YCKJIaJHEHb pernepdysiiiHoi Teparnii.

2. The aim of the study was to develop new approaches to risk stratification and treatment of patients with acute
myocardial infarction (AMI) based on the study of genetic and acquired features of endothelium-dependent
vascular reactivity. 817 patients with AMI were examined. The study had two stages. The first evaluated the



frequency of registration, pathogenetic and prognostic value of three polymorphisms of promoter T-786C
(rs2070744), 7th exon G894T (rs1799983) and 4th intron 4b / 4a (rs869109213) of the endothelial NO-synthetase
(eNOS) gene, on the second - assessed the role of endothelial dysfunction in the development of AMI and
reperfusion complications to develop new approaches to their prevention and treatment. T-786C polymorphism of
the eNOS gene promoter was more common in patients with AMI than in the control group, contributed to the
development of endothelial dysfunction (according to FMD and laboratory markers) and was associated with in-
hospital and out-hospital complications after AMI. Noninvasive signs of the infarct-related coronary artery
reperfusion during thrombolytic therapy with streptokinase were more often observed in patients with the -786TT
genotype (peak of CK-MB within 12 hours from the symptoms onset was observed in 69.8 % of patients with T /T
vs 40.7 % in patients with T /C and C/C genotypes, p <0.01). Statins’ lipid-lowering effects and their impact on
endothelial function was not affected by the polymorphism of eNOS gene promoter, but their clinical efficacy
(prevention of in-hospital complications) was realized only in patients with the -786TT genotype, which allowed us
to hypothesize "clinical resistance" to moderate doses of statins in STEMI patients with eNOS gene polymorphism.
An increase in the diameter of the brachial artery during FMD < 5 % revealed a category of patients with a
predisposition to the development of no-reflow (MBG 3 after primary PTCA 66.7 % in patients with FMD < 5 % vs
83.7 % in patients with FMD = 5 % p = 0.047), in-hospital complications, systolic and diastolic LV dysfunction and
early post-MI LV dilatation (46.4 % vs 22.5 %, p = 0.038) after STEMI. FMD<4.9 % was associated with the
development of intramyocardial hemorrhage after revascularization for STEMI according to cardio-MRI (HR 3.5; 95
% CI1.0-13.5). The prescription of high-intensity (atorvastatin 80 mg or a combination of atorvastatin 40 mg and
ezetimibe 10 mg) lipid-lowering therapy (LLT) before the primary coronary intervention in STEMI patients had a
positive effect on endothelial function (when target LDL levels were reached) and prevented the development of
no-reflow after primary PTCA (MBG-3 was confirmed in 75.6 % of patients on high-intensity LLT vs 52.0 % in
patients on LLT of moderate intensity, p<0.01), which was accompanied by fewer in-hospital complications. The
addition of intravenous Quercetin to the recommended therapy of STEMI was accompanied by: 1. the
improvement of FMD results (9.96+0.94 % on the 10th day vs 6.45+1.02 % on the 1st day, p = 0.004); 2. a significant
increase in the level of vascular endothelial growth factor on the 7th day of AMI (396.0 + 64.7 pg/ml in Quercetin
group vs 196.4 + 49.9 pg/ml in control group, p = 0.022); 3. a decrease in the mean level of myeloperoxidase in
blood plasma (611.7+83.3 ng/ml on the 1st day vs 382.4+65.4 ng/ml on the 7th day, p = 0.013). According to cardio-
MRI, patients with STEMI who received Quercetin therapy in addition to standard treatment were significantly less
likely to develop intramyocardial hemorrhage after revascularization (HR 0.21; 95 % CI 0.03-1.10).
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VI. BizoMocTi mpo HayKOBOT0 KEPiBHUKA /KEePiBHHUKIB (KOHCYJIbTAaHTA)
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1. TTapxomenko OsekcaHap MukosiainoBud
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KBasigikanis: n.menn., 14.01.11
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Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
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BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. Hetskenko Bacuib 3axapoBuy
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PeuenseHTu



VIII. 3akr04Hi BimoMocTi

Biacue IIpizBume Im's I1o-6aTbKOBI Cuyos Oser Cepriiosuy
rOJIOBH pajgu

BaacHe Ilpi3Bume Im'st ITo-6aTbKOBI Cuos Oser Cepriiiosuy
rOJIOBYIOYOTO Ha 3acCifiaHHi

BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 3a peECTpallil0o HAyKOBOIi IOpuenko T.A.

OisIJIbHOCTI




