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Pedepar:

1. Y nuceprauii npeACcTaBI€HO TEOPETUYHE y3arajJbHEHHS Ta HOBE BUPILIEHHS HAyKOBO-MIPAKTUYHOI 33/1a4i Cy4yacHOi
Kapziosorii- BUSBJIEHHS Y XBOPUX Ha peBMartoigHuil apTput (PA) cnenndiyHOro ypakeHHs Miokapa HeillemiyHOro
reHesy “3anajabHoro (peHOTUNY” 3 BiTHOCHO 30€pe’KeHUM IJ100aIbHUM CTPENHHOM Ta YPaKEHHSM I1€PEBAXKHO
0a3anbHUX CETMEHTIB, Y IO€JHaHHI 3 MapKepaMu TpPoMOoLUTapHOi akTuBallii. QOpMyBaHHS Ta IPOrPeCYBaHHS
cepueBoi HepoctaTHOCTI (CH) 10 HenaBHa, K PiHANIBHOTO €Tany CepLEeBO-CyAUHHOTO KOHTUHYYMY, 3A,€0i/IbII0TO
TOpKasoch imemiyHoi xBopobu cepug (IXC). B kinui 90-x pokiB, Briepiue 6ysia BU3Ha4eHa poJjib LIyKPOBOTo IiabeTy,
4K YMHHUKa iHinianii CH HeileMiyHOro reHesy, o Jelo 3MiHWIO TPaJULiiHe YABIEHHS WO ii Ipupoaun
BrHuKHeHHY (Cleland JG.,1996). BinTozi po3nodaro nouyk nosakapziaabHux (pakTopis, sIKi 61 MOTJIM CTaTU
IIpeUKTOpamMu B ojasnbiomy po3sutky CH. 3a mozesnb HeimemiyHoro po3sutky CH Hamu 6ysa o6paHa rpymna
nanieHTiB 3 PA, 3 orisy Ha BiporifHUN HECNIPUSTIMBUAN BIUIMB NIATOT€HETUYHOI Teparlii, 30KpeMa
IJIIOKOKOPTUKOCTEPOIZliB Ta HECTEPOINHYX NIPOTU3ANAIBbHUX NIPENaparib, sKi 3a CBOiMU (PapMaKoJIOriYHUMU
XapaKTepPUCTUKaMU BUCTYNAIOTh (paKTOpaMu He Jyiuie iHinjanii, ane i nporpecysanHus CH. MeToio po6oTu 6ys10
IOCTIIATY MaTOTeHETUYHI MeXaHi3MU CYOKJIiHIYHOTO YpakeHHs MioKapza HeilleMidyHOoro reHesy y XBopux Ha PA Ta
OLIIHUTYU MOXJIMBOCTI iX paHHbOT'O BUSIBJIEHHS Ta IPOrHO3YBaHHS PU3UKY AUCOYHKIII MioKapza 3a JOIOMOr0I0
CIIEKJI-TpPEeKIiHT exokapziorpadii. 3aBgaHHs mocaigkenHs: 1. Jocaiguty QyHKIioHaIbHU CTaH Miokapza y
nanieHTiB 3 PA i3 3aCTOCYBaHHSIM CTaHIAPTHOI Ta CIIEKJI-TPeKiHT exokapaiorpadii (STE) 2. [TopiBHATH oTpuMaHi
IaHi 3 xopumu Ha IXC i 3mopoBumu ocob6amu. 3. OLiHUTY KapAioBacKyJIsSIpHUN PU3UK Yy NallieHTiB 3 PEBMaTOIAHUM
apTPUTOM 3 BUKOPUCTAHHSIM Cy4aCHUX METOiB cTpaTudikauii. 4. BcTaHOBUTU 0COOJIMBOCTI 3MiH OB3[,0BXHbBOI
nedopmarii miokapza ta piBHiB NT-proBNP, sik paHHix MapkepiB cyOkJIiHiuHOI AuCYHKLII MioKapaa HeilemiyHOro
i imemiyHoro renesy y xsopux Ha PA Ta IXC. 5. [lJocniputy piBeHb akTHBaLlii TPOMOOLUTIB Ta POpMYyBaHHS
TPOMOOLUT-JIENKOLUTAPHUX KOMILJIEKCiB METOJIOM IIPOTOYHOI LUTO(PIyopuMeTpii y xBopux Ha PA B IOpiBHAHHI 3
KOHTPOJIBHOIO IPyIolo Ta XxBopruMu Ha IXC 6. BCTaHOBUTU B3a€MO3B'SI30K MiXK [TOKa3HUKAMU TPOMOOLIMTAPHOI
aktuBalii, piBHaMu NTproBNP, rino6anbpHOI0 0B3I0BXHBOIO Aedopmauieio (GLS) Ta inmexcamu
Kap[lioBaCKyJISIPHOT'O PUBUKY. 7. BUBHaUNTH HE3a/1eXKHI IIPeIUKTOPU CYOKIIIHIYHOTO ypaskeHHSs MioKapia y XBOpUX
Ha PA 3a 10nomoro1o perpeciiiHoro aHasisy. 3 orisiiy Ha aHasi3 6araTorpaHHOCTI ME€xXaHi3MiB 3aIlajleHHs y XBOPUX
Ha PA, oninutu excrpecito MikpoPHK Ta ix 38’130k i3 piBHeM OHII-0. Y nocifskeHHi IPUINHSIN y4acTb 57 XBOpUX (49
KiHOK, 8 4osoBiKkiB) Ha PA y Biui Bin 34 1o 75 pokiB. I')pyny nopiBHSHHS ckianu 55 xBopux Ha IXC 6e3 ayToiMyHHUX
CHCTEMHUX 3aXBOPIOBaHb (28 KiHOK, 27 40JIOBIKiB) y Billi Bif 52 10 87 pokiB. [ly1g Bepudikaliii fiarHo3y narjieHTam 3
IXC 6yna BukoHaHa kopoHaporpadis. I'pyna 3goposux (1151 nopiBHgHHS 3 rpynamu PA Ta IXC): o6¢cTexeHo 12
310pPOBUX 0Cib (6 XXiHOK, 6 40JI0BIKiB) y Billi Biz 52 10 67 pokiB. Bci nauienTu manu 36epexeny ¢paxiiio sukuny ( ®B
JII=50%). ApTepianbHa rinepTeHsis cnocrepiranack y Bcix xBopux Ha IXC, B rpyni xBopux Ha PA MeIMKaMeHTO3HO
KOHTPOJIbOBaHy apTepiajbHy rinepreHsito Manu 12 nanieHris. Exokapaiorpadis, sk cTaHAAPT OLiHKY AUCPYHKIL]
MiOKapza, Mae MeBHi 06Me>KeHHsI, 30KpeMa, Yepe3 HeIOCTaTHIO YiTKICTh €H0Kapa Ta BilCyTHICTh CTaHAAPTU3aLIil
IiarHOCTUYHUX KpUTEPiiB giacTonivnoi sucdyHkuii. Ciig BinMITUTH, 0 exoKapziorpadis 3 BiiCTeXXeHHSIM CIIeKJIiB
[I03BOJIs€E HEIHBa3MBHO BU3HAYATH BEKTOPU PYyXy Ta WIBUJKICTh Aedopmalii Miokapa, Halalouu siK KiJlbKiCHY, Tax i
sKicHy iH¢popMaliiio po nedopMallilo TKaHUH Ta pyx Miokapgaa. GLS po3paxoByeThcs K CepelHe 3HaYeHHs 18
CEPLEBUX CETMEHTIB, OTPMMAaHMX 3 BEPXiBKOBUX ABOX-, TPbOX-, YOTUPHMKAMEPHUX IIPOeKLiil. HopMmasbHi 3Ha4eHHS

GLS kosnuBaioTbcs B Mekax Bif (-18%) no (- 21,5%).

2. The dissertation presents a theoretical generalisation and a novel scientific solution to an urgent problem in
contemporary cardiology — the identification of specific myocardial injury of non-ischaemic origin in patients with
rheumatoid arthritis (RA), characterised by an “inflammatory phenotype”. This phenotype is defined by a relatively
preserved global longitudinal strain (GLS) and predominant involvement of the basal left ventricular segments,
accompanied by markers of platelet activation. Until recently, the development and progression of heart failure
(HF) as the final stage of the cardiovascular continuum were primarily associated with ischaemic heart disease



(IHD). At the end of the 1990s, the role of diabetes mellitus was first recognised as a non-cardiac initiator of HF,
altering the conventional understanding of its pathogenesis (Cleland J.G., 1996). Since then, research has
increasingly focused on identifying extracardiac factors that might serve as predictors for the future development
of HF. In the present research, a cohort of patients with rheumatoid arthritis was selected as a model for the
nonischaemic development of HF, considering the potentially adverse effects of pathogenetic therapy —
particularly glucocorticosteroids and non-steroidal anti-inflammatory drugs — which, due to their
pharmacological properties, may act as factors not only initiating but also aggravating myocardial dysfunction. The
relevance of this study lies in the fact that subclinical myocardial injury in RA may precede the clinical
manifestation of heart failure by many years. Early recognition of these changes using advanced imaging
modalities and molecular biomarkers may therefore provide a window of opportunity for preventive
cardioprotection and individualised management of patients with autoimmune diseases. The primary aim of the
research was to investigate the pathogenetic mechanisms underlying subclinical myocardial injury of non-
ischaemic origin in patients with rheumatoid arthritis and to assess the potential for its early detection and
prediction using speckle-tracking echocardiography (STE). Objectives of the Study: 1. To evaluate the functional
state of the myocardium in patients with rheumatoid arthritis using both conventional echocardiography and
speckle-tracking echocardiography (STE). 2. To compare the obtained echocardiographic parameters with those of
patients suffering from ischaemic heart disease (IHD) and with healthy control subjects. 3. To assess the
cardiovascular risk profile of patients with rheumatoid arthritis employing modern risk stratification methods. 4.
To determine the specific alterations in global longitudinal strain (GLS) and NT-proBNP levels as early markers of
subclinical myocardial dysfunction of non-ischaemic and ischaemic origin in patients with RA and IHD. 5. To
investigate the degree of platelet activation and the formation of platelet-leukocyte complexes by flow cytometry
in patients with rheumatoid arthritis, and to compare these findings with both control subjects and IHD patients.
6. To identify relationships between platelet activation indices, NT-proBNP levels, GLS values, and cardiovascular
risk scores. 7. To determine independent predictors of subclinical myocardial involvement in patients with
rheumatoid arthritis using regression analysis. 8. Considering the multifaceted mechanisms of inflammation in
rheumatoid arthritis, to evaluate the expression of specific microRNAs and their association with TNF-o levels. The
study included 57 patients with RA (49 women, 8 men, aged 34-75 years), 55 patients with ischaemic heart disease
(IHD) (28 women, 27 men, aged 52-87 years), and 12 healthy controls (6 women, 6 men, aged 52-67 years). All
participants had preserved left ventricular ejection fraction (=50%). Arterial hypertension was observed in all
patients with coronary artery disease; in the group of patients with RA, 12 patients had drugcontrolled arterial
hypertension. Echocardiography, as the conventional tool for evaluating myocardial dysfunction, has certain
limitations, including insufficient endocardial border definition and the lack of standardised diagnostic criteria for
diastolic dysfunction. By contrast, STE enables non-invasive quantification of myocardial deformation and vector
motion, providing both qualitative and quantitative assessment of tissue strain. The GLS was calculated as the
average value across 18 left ventricular segments derived from apical two-, three-, and four-chamber views.
Normal reference values for GLS ranged between -18% and -21.5%.
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