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Pedepar/anoTanis:

1. MeTa npoBefeHoro JOCHiIPKEHHS I10JISITala B TOKPaLeHHI IPOrHO3yBaHHS PAHHIX IIPOSBIB €JIEKTPUYHOL
HecTrabinbHOCTI Miokapaa (EHM) miyHOUKiB i epe6iry 3aXBOpIOBaHHS B NALi€HTIB i3 rinepToHiYHO XBOP0o60Io (I'X)
6e3,/Ta 3 imeMivHOI0 XBOpo6oIo cepuis (IXC) Ha mifgcTasi OLiHKY 3B 13Ky 6iomapkepiB GiGpo3y (abA0CTEPOHY,
rasextuny-3 (ran-3) i pancdopmyrouoro paxkropy pocty-ol (TOP-nl)) 3 yacTow MIIYHOUYKOBOIO €KCTPACKUCTOJIIED
(LIE), pisHUMU KJIIHIYHUMU XapaKTepUCTUKAMU, XapaKTEPOM aHATOMIYHOT'O ypasKeHHsI KOpoHapHUX apTepiit (KA) i
CTPYKTYpHO-(YHKIiOHAJIbBHUM CTaHOM MiOKapza JiBoro uutyHouka (JII), Bu3HaueHHs KiliHiYHUX (EHOTHUIIIB
NalieHTiB 3 BUCOKAM PiBHeM 6iomapkepiB Ta npenuktopis EHM. [luceprauiiine [OCIiIpKeHHS IPOBEEHO Y

dhopmari BiIKpUTOro KOrOPTHOI'O OJTHOMOMEHTHOTO [1OPiBHSJIPHOTO KJIiHIYHOTO JOCJIiKEHHS 3 yyacTio 120



nauieHTiB i3 I'X 3/Ta 6e3 cynyTHboi IXC 3/Ta 6e3 yacToi lIE, Bepudikosanoi 3a fanumu XM EKT. Bik o6cTexxeHnx
KoJiMBaBcs Bif 34 1o 74 i B cepeHbOMY ckiaB 57,3 + 0,9 pokiB. Cepe[ HUX yacTille 3ycTpivanuch 4oaoBiku (71,7 %),
CIiBBiZJHOLIIEHHS YOJIOBIKIB [10 >KiHOK cKzazo 2,5 no 1,0. 3a HasiBHOCTI um BifcyTHOCTI cynyTHbOiI IXC i yacroi LIE
OyJ10 BUZiJIEHO 4OTMPH KIiHiYHi rpynu (no 30 nauieHTiB y KoxHi). Tak, nepuly KIiHi4HYy IPyIy CKJajIy NalieHTH 3
I'X 6e3 cynytrix [XC i IIIE, BukiodeHoi 3a ganumu XM EKT; npyry - nauientu 3 ['X i wactoto IIE; TpeTio — narjienTu
3 I'X i cynyrabomo IXC; i yeTBepty — nauienTu 3 I'X i cynytHimu IXC ta yacroro LIE BignosigHo. Bei nauienTy,
BKJIOUEHI JI0 [OCIiI>)KEeHHS, TPOXOAUJIN JIIKYBaHHSI i o6¢cTexXKeHHs Ha 6a3i K3 «BiHHMIPKOro perioHajbHOro
KJIIHIYHOTO JIiKyBaJIbHO-iarHOCTUYHOTO LIEHTPY cepLeBO-CcyAnHHOI natosorii» (BPKJIALICCII) Bnpogossxk 2015-
2020 pokiB. Kputepisimu BKJIIOUEHHS NALi€HTIB y JOCiIKEHHs CIyryBasu: Bik nanieHTis Big 30 mo 75 pokis; X 11
cragii 3a pekomenganisimu ESH (2023); cynytHs creHokapais Hanpyru I-11I dynkuionansHoro kinacy (PK) srigHo
pekomenpanin ESC (2024) (Heo60B’s13K0Ba yMOBa BKJIIOUEHHS]), sIKa OyJia BepudikoBaHA iIHCTPYMEHTAJIBHO (CTpeC-
TecTu) Ta/abo metogamu Kapziosizyanisauii (KBI'); cumnTomHa yacra lIIE (He060Bs13K0Ba yMOBa BKJIIOUEHHS) (> 30
€eI1i30[1iB eKCTPaCUCTOJIiI 3a OyAb-sIKY TOAUHY LOCiIKeHHs), BepudikoBaHy 3a gornomoroo XM EKT'; indpopmoana
3rojia NallieHTa IpUIMaTU y4acTb y JOCiIKeHHI. Pe3ysbpTaTy 6i0XiMIiYHOrO AOCIIIKEHHS BMiCTy 6iomapKepiB
¢$i6bpo3y -anpnoctepony, ran-3 i TOP-ol y nyia3mi NpogeMOHCTPYBai OGHOHAIIPABJIEHICTD ix naTodisionoriynmx
edekTiB y nauienTis i3 I'X, 110 XapakTepusyBajoch acolialiieio piBHg Mapkepis i3 cynytHimu IXC, yacroro IIE i
OXXMPiHHSIM, BiKOM ManieHTiB, cragieto CH 3a HFSA, KiZbKiCTIO 3aCTOCOBAaHUX aHTUTINIEPTEH3UBHUX IPENapariB Ta
TaK/MU KJlacaMU IIPEMNapariB K capTaHy, Tia3WIHi/TiasugonoioHi NiypeTuKky, aHTUTPOMOOLMTAPHI Ta CTaTUHU. Y
CBOI0 uepry, 6yJio 1oBeneHo, mo BBP anpnocrepony > 153 nr/ma, ran-3 > 2,5 ur/min i TOP-0l > 222 nir /m7 y ns1a3mi B
3arajipHill Bubipi nauieHTiB i3 ['X 6yB acolifioBanuil 3 03HaKaMy CUMIIATOAIpEHAIOBOI aKTUBALlii Ta MOPYIIeHHSIMU
BereTaTHMBHOI peryJsiii cepieBoro putmy, 3poctranusm EHM nepezncepap i MTyHOUKIB, Gi/IbII TSDKKUM YPasKeHHSIM
KA i 36inbmenHsam Bunazaxis kampuudikanii AK. 3a gaHMMM JUCKPUMIHAHTHOTO aHasi3y 6ysu 3'sCOBaHi KliHiuHi
Kpurepii BiHOCHO BucoKoro piBHs (BBP) 6iomapkepiB ¢ibpo3sy B nias3mi (1711 anbroctepony > 153 nr/mi, ran-3 >
2,5 ur/mn i TOP-ol > 222 nir /mi1) y nauieHTiB i3 I'X Ta nokasaHi MOXKJIMBI KJIiHiYHI (PEHOTUIN MaLli€HTIB TP LUX
piBHsx. [TokazaHo, mo 1151 GOpMYBaHHS KJIiHIYHOTO (peHOTUITY NaLieHTiB i3 BBP anpnocrepony ciif
BUKOPUCTOBYBaTH: Bk (F=20,04), HasiBHiCTb OkupinHg (F=11,13) i crenoxapaii [I-11I ®K (F=5,70), tpusanicts LIE (y
pasi yacroi) (F=9,83); i3 BBP ran-3: HagBHicTb cynyTHboi KXC (F=10,85), oxxupinns (F=87,72) i kiH1leBo-iacTONIYHUI
poamip (KIP) JIII (KIOP) y mm 3a ganumu ExoKT (F=6,44); Ta g BBP TOP-nl: HasBHicTh oxxupiHHg (F=48,26), OK
creHokapii (F=17,79) i no6oBy kinbkicTe LIE, Bu3Hauenoi 3a XM EKT (F=7,45). MeTogom jioricTu4Hoi perpecii 6yau
BM3HAYEHi He3aJexXHi IpeuKTopy paHHix nposeis EHM myHOUKiB y nauieHTiB i3 I'X: cymapHuii 6an ypaskenHs: KA
> 5 ((BimHOmeHHs mwaHciB noaii (BIIIT) - 9,8 (6,9; 17,5), BMiCT aynbgocTepoHy B masmi = 225 nr/ma (BIUIT - 5,8 (1,5;
11,6), ran-3 > 3,7 ur/man (BIIIT - 4,7 (1,4; 12,2) i TOP-ol > 275 nir /ma (BIIIT - 2,4 (1,2; 5,4) Ta po3paxoBaHa
iH(OpMaTUBHICTb IPOTHO3YBAHHSI 32 HE3AJIEXKHUMMU MTPEIUKTOPAaMU Ta ix KombiHalisimu. [TokazaHo, 1o y pasi
cymapHoro 6ainy ypaxeHHs KA > 5 3a ganumu KBTI maHcu po3BUTKy paHHix o3Hak EHM miyHOUKiB y nanieHTiB i3 I'X
i cynytHboto IXC nigsumyooTbes B 9,8 pasis (uyTausicts - 100 %, cnenudivHicTs — 68 %).

2. The objective of the study was to improve the predictive power of early manifestations of myocardial electrical
ventricular instability (MEI) and disease course in hypertensive (HD) patients depending on a diagnosis of
concomitant coronary heart disease (CAD), proceeding from the assessment of association of fibrosis biomarkers
(aldosterone, galectin-3 (gal-3) and transforming growth factor-ol (TGF-beta-1)) value with frequent premature
ventricular contractions (PVCs), various clinical readings, the nature of anatomical lesion of coronary arteries (CA),
structural and functional state of the left ventricular (LV) myocardium, clinical footprint of patients with high blood
concentrations of biomarkers and MEI predictors. The dissertation research was conducted in the format of open
single-stage comparative clinical cohort study involving 120 HD patients with and without concomitant CAD
and/or frequent premature ventricular contractions verified by Holter ECG readings. The average of the study -
57.3 = 0.9 years. The first clinical group consisted of HD patients without concomitant CAD and PVCs excluded
according to Holter ECG readings; the second group consisted of patients with HD and premature ventricular
contractions; the third group involved patients with HD and concomitant CAD; and the fourth group - HD patients
with concomitant CAD and premature ventricular contractions, respectively. All patients included in the study



were provided with treatment and examination services at the public institution "Vinnytsia Regional Clinical
Medical and Diagnostics Center for Cardiovascular Pathology " (VRCMDCCP) in 2015-2020. The criteria for
including patients in the study were: patients' age from 30 to 75 years; HD stage II according to ESH
recommendations (2023); functional class (FC) I-III concomitant angina pectoris according to ESC
recommendations (2024) verified instrumentally (stress tests) and /or by cardiac imaging methods (ICA) (optional
inclusion condition); symptomatic Holter-verified premature ventricular contractions (optional inclusion
condition) (> 30 episodes of extrasystoles in any hour of the study); and signed patient's informed consent to
participate in the study. The results of biochemical plasma tests for fibrosis biomarkers, such as aldosterone, gal-3
and TGF-beta-1, demonstrated the concurrence of their pathophysiological effects in HD patients, characterized
by an association of marker readings with a diagnosis of concomitant CAD, premature ventricular contractions and
obesity, patient age, HFSA HF stage, administered antihypertensive medicines and some other classes of
medicines, including sartans, thiazides /thiazide-like diuretics, antiplatelet agents and statins. On the other hand,
it has been proven that plasma aldosterone RHL > 153 pg/ml, gal-3 > 2.5 ng/ml and TGF-beta-1> 222 pg/ml in the
general population of HD patients was associated with signs of sympathoadrenal activation and disturbances of
autonomic regulation of heart rate, elevated atrial and ventricular MEI, severe CA damage, and elevated incidence
of AV calcification. According to the findings of discriminant analysis, we clarified clinical criteria for plasma
fibrosis biomarker RHLs (aldosterone > 153 pg/ml, gal-3 > 2.5 ng/ml, TGF-beta-1>222 pg/ml) in HD patients and
provided possible clinical phenotype of patients with the above biomarker readings. We proved that the following
characteristics should be considered specific for clinical phenotype of aldosterone RHL patients: age (F =20.04),
obesity (F =11.13), angina FC II-III (F =5.70), PVC duration (for frequent ones) (F =9.83); of gal-3 RHL subjects:
concomitant CAD (F =10.85), obesity (F =87.72), LV end-diastolic dimension (EDD) EchoCG readings (mm) (F =6.44);
and for TGF-beta-1 RHL patients: obesity ( F =48.26), angina FC (F =17.79), and overnight Holter PVC readings (F
=7.45). We used logistic regression to identify independent predictors of early manifestations of ventricular MEI in
HD patients: total CA lesion score = 5 (odds ratio (OR) - 9.8 (6.9; 17.5), plasma aldosterone = 225 pg/ml (OR - 5.8
(1.5; 11.6), gal-3 > 3.7 ng/ml (OR - 4.7 (1.4; 12.2), TGF-beta-1 = 275 pg/ml (OR - 2.4 (1.2; 5.4), and to calculate
prediction power of independent predictors and combinations thereof. It was shown that in the case of total CA
lesion score = 5 according to ICA, the chances of developing early signs of ventricular MEI in HD patients with
concomitant CAD increased by 9.8 times (sensitivity — 100%, specificity - 68%).
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Imentudikarop ORCID ID: 0000-0003-1230-4039
JoparkoBa iHdpopmamist:

IIoBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH'{HO'l' OCOOM: BiHHMIbKMIT HAI[IOHATbHUI MEeIUIHUI yHiBepcureT iMmeHi M. 1.

[Iuporosa

Kopg, 3a €IPIIOY: 02010669

Micuesnaxo,r.perHﬂ: ByJI. [InporoBa, BinHnig, BiHHuubKkui p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Jlosuncekuit Cepriit Egyapmosuy

2. Serhii E. Lozynskyi

KBasigikanis: n. men. u., npodecop, 14.01.11
InenTudikarop ORCID ID: He zactocoyerbcs
JoparkoBa iHdpopmamist:

IloBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' OCOOM: BiHHMIbKMII HAI[iOHATbHUI MEeIUIHUI yHiBepcuTeT iMmeHi M. 1.

[Tuporosa

Kopg, 3a €IPIIOY: 02010669

Micuesnaxo,mxennﬂ: ByJI. [InporoBa, Binunig, BinHuubkui p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:



VIII. 3akr04Hi BimoMocTi

Biacue IIpizBume Im's I1o-6aTbKOBI Macnoscekuti Banentun FOpifiosud
rOJIOBH pagu

Biacue IpizBume Im's I1o-6aThKOBI Macnoscekuii Banentun FOpifiosnd
rOJIOBYIOYOTO Ha 3acCifiaHHi

BignoBigasibHUI 3a MiATOTOBKY 'pebentok [Imutpo Iroposird

00JIIKOBHX JOKYMEHTIB

PeecTpartop IOpuenko TetsiHa AHaToiiBHA

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi IOpuenko TeTsHa AHaToiiBHA

OisIJIbHOCTI




