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Pedepar:

1. ImemiyHa xBopoba cepis (IXC) nponoBxKye 3anuilaTyCs IPOBiAHO0 IPUYNHOI0 CMEPTHOCTI y CBIiTi Ta B YKpaiHi,
HEe3Ba)Xalouu Ha CYTTEBI IOCATHEHHS y iarHOCTULi Ta JiKyBaHHI CEpLeBO-CyJMHHUX 3aXBoploBaHb (Roth, G.A. et al,,
1990-2021). OgHuM i3 HalBXXIMUBIMMX ii yCKIanHEHb € noCcTiHGapKTHUN Kapaiockiepos ([TIKC), axuit
XapaKTepU3y€eThCs IPOIPECUBHIM PEMOJIEIIOBAaHHIM MioKapa, 3HUKEHHSIM CKOPOTJIMBOI PyHKLIi cepiis Ta
BHCOKUM PU3UKOM PO3BUTKY XPOHIUHOI ceplieBoi HepoctatHOCTi (Ibanez, B. et al., 2023). HasBHiCTb CynyTHBOTO
LIyKpOBOTO fiabety 2 tumny (L[] 2-ro Tuily) 3Ha4HO 00TspKye nepedir [TIKC, nigsuillye pusuK yCKIagHEHb i
CMEPTHOCTI, @ TAKOX BIIMBA€ Ha €(PEeKTUBHICTb cTaHHapTHOI Tepamii (Cosentino, F. et al., 2023). BaxxiuBy poJib y
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MaTpPUKCY, 30KpeMa MaTPUKCHUX MeTasionpoTeinas (MMII-2, MMII-9), akuii acowiloeTbcs 3 AecTabinizalieto
aTEPOCKJIEPOTUYHUX OJISIIIOK, PEMOJIEIIOBAaHHSIM CEPLIS Ta PO3BUTKOM CEPLIEBOi HEIOCTAaTHOCTI. BaaeMogis nux
npolecis i3 npozananbHumu nutokiHamu (OHII-n, 1J110) Ta komnioHeHTamu ¢ibpuHoniTnyHOi cuctemu (TAIT, TTAI-1)
CTBOPIOE MATOreHeTHYHe HiArpyHTs ajs nporpecysanHss ITIKC, mo notpedye KOMIIEKCHOTO BUBYeHHS (Brauninger,
L. et al,, 2023). MeTa nociIpKeHHs - ONTUMIi3allisi BTOPUHHOI IPOQiNAKTUKYA KapAiOBaCKYJISIPHUX YCKIAJHEHDb Y
XBOpPHUX i3 NOCTIHGAPKTHUM Kap[liOCKJIEPO30M 3 CYIyTHIM LIyKPOBUM JiiabeToM 2 TUILY Ha IiJiCTaBi KOMIIJIEKCHOT'O
aHasli3y pepMEHTIB M03aKIiTHHHOTO MaTPUKCY, [I0OKa3HUKIB 3anajieHHs Ta (QiOpUHOIII3Y, a TAKOX OLjiHKa
MOJKJIMBOCTEN iX MEIMKaMEHTO3HOI KOpEKLii 3 BUKOPUCTAHHIM Janarii¢pio3uHy. 3aBIaHHs NOCTiIKeHHS: 1.
[TopiBHATH 1aB0OPATOpPHI Ta IHCTPYMEHTAJIbHI TTOKAa3HUKH Y XBOPUX i3 MOCTIHApKTHUM KapioCKIepo3oM i3 Ta 6e3
LIyKpOBOTO [1iabeTy 2-ro TUIy Ta B KOHTPOJIbHIN rpy1li. 2. OLiHUTH AUHAMIKy J1a60paTOPHUX MapKepiB
peMoJiesI0BaHHs, (PiOpPUHOII3Y Ta 3aMayeHHs i BIJIMBOM Tepaii 3 ganarsipo3MHOM y XBOPHX i3
NOCTiH(APKTHUM KapAiOCKIEPO30M 6€3 LyKpOBOro Aiabety 2-ro tumy. 3. [[poaHanisyBaTy 3MiHM iHCTPYMEHTAIbHUX
[IOKa3HUKIB reMOJMHaMIKU Ta QYHKIIOHAJILHOTO CTaHy CepLeBO-CyIMHHOI CUCTEMU I1iJ, BIVIMBOM Teparlii 3
Janarsiyo3MHOM y NallieHTiB i3 NOCTiH(papKTHUM KapAioCcKiIepo30oM 6e3 LIyKpPOBOro AiabeTy 2-ro TuIly. 4. BuBuntu
IuHaMiKy 1a60paTOPHUX MapKepiB peMoJeioBaHHsl, GiOpHHOJII3y Ta 3aMajeHHs Ha TJIi JOJaBaHHs
Janariido3uHy 10 CTaHAAPTHOI Tepamii y nanieHTiB i3 nocTiHdapKTHUM KapaioCKIepOo30M i CYIyTHIM LIyKpOBUM
niabetom 2-ro tumy. 5. [IpoaHasnizyBaTu BIIMB KOMOIHOBaHOI Tepanii 3 ganarsi¢po3MHOM Ha iHCTPyMEHTalbHi
[IOKa3HMKY T'€éMOJIMHAMIKM Ta CTPYKTYPHO-(YHKIiOHA/IbHI TapaMeTpHU CepLIeBO-CYAUHHOI CUCTEMU Y XBOPUX i3
NOCTiH(APKTHUM KapAiOCKIEPO30M i IyKpOBUM JiabeTom 2-r0 Tumy. 6. OGIpyHTYBaTH CTPATETiI0 BTOPUHHOI
1podinakTUKY CepLeBO-CYAUHHUX YCKIaIHEHb Y XBOPUX i3 IOCTiIHPAPKTHUM KapioCKIepo3oM i3 Ta 6e3
IIyKPOBOTO [1iabeTy 2-To TUIy 3 YpaXyBaHHSIM OTPUMAaHUX KJIiHIKO-J1a00paTOPHUX Ta IHCTPYMEHTA/IbHUX JAHUX. Y
DOCHiIXeHHs 0ys10 BKI04YeHO 110 mauieHTiB, Mo nepedyBaayu Ha OOCTEKEHHI Ta JIiIKyBaHHI Y KapAioIOriYHOMY
BigpineHHi KHII «KuiBcbka Micbka KitiHiuHA JlikapHsa N212» y nepiop 3 aucronana 2023 no sucronap 2024 p.p., a
TaKOX 26 IPaKTUYHO 3[J0POBUX OCi0 IPyNU KOHTPOJIIO BikoM 59.5+4.3 poky, 13 yososikis (50,0%) Ta 13 >xiHOK
(50,0%). 110 oci6 6yau rocmitanizoBaHi 3 nonepeaHim aiarHozom IXC: noctiHgapKTHUI Kapiockiepos, 3 HUX 50
nanieHTiB Mmanu cynyTHiii L] 2-ro tuny Ta 60 nauieHTis 6e3 cynytHboro L] 2-ro tumy. 17151 ONTUMalIbHOTO
BUMKOHaHHS [10CTaBJI€HNX 3aBJaHb AU3alH JOCIiIPKEHHS 0yJI0 06YI0BAHO 3 YPAXyBaHHIM ITOPiBHSJIBHOTO MiAXOLY
Ta MOJiy 0OCTEXXEHUX OCib Ha TPY KJIiHiIYHI Ipynu: - KOHTpOJIbHA rpyna (n = 26) - IPaKTUYHO 3[0POBi 0cobu 6e3
KJIiHIYHUX NIPOSIBIB illeMiYHOI XBOPOOU cepL; - rpyna 1 (n = 60) - nauieHTy 3 NOCTiHMAPKTHUM KapAiOCKIEPO30M
6e3 CyIyTHbOrO LIyKpoBoro miabety 2 Tumy; - rpyna 2 (n = 50) - nanienTu 3 [1IKC y noegnanHi 3 11]] 2-ro Tumy.
[TanienTy 060X TPy METOAOM BUIALIKOBOI BUGIPKY PO3NOIISINCE 1€ HA TPYIH JIiKyBaHHS, sIKi yIIPOJOBX TPbOX
MicsiB, KpiMm 6a3ucHOI Teparlii, oTpuMyBau ganaraidosu B 103i 10 mr/no6y (n=57). YciM XBOpuM IPOBOAUIIN
peTenbHUI 36ip aHAMHECTUYHUX JAHUX, KJliHiYHe, 1a60paTOpPHE Ta iIHCTPYMEHTaIbHe 00CTeXeHHS. Y po6oTi OKpim
3araJibHUX METO/IiB Peasi30BaHo CIieljiaibHi JJabopaTOPHi OOCTEXKEHHS - TapaMeTPHU MPOTEOIITUYHOI CUCTEMU -
piBHi MMII-2 i MMII-9; npo3anasnpHi uutokinu - 1JI-1o ta ®HII-o; mapkepu ¢pi6bpunoisy - TAIT i TTAI-1, ski
BM3HayYasInCs Ha 6asi 1aboparopii kadenpu 6ioximii HaByasnbHO-HayKOBOTroO LEHTPY «IHCTUTYT 6iosorii Ta
MenuunH» KniBChbKOTo HallioHAJIBHOTO yHiBepcuTteTy iMeHi Tapaca IlleBueHka (3rifHO JOroBOpy PO HAyKOBY
criBmnpariio). Yci nauienTu 6yam o6CTeXXeHi oapasy micss rocriranizatiii, a XBopi OCHOBHUX IpyIl - nauieHTtu 3 [1IKC
6e3 11l 2-ro tuny (rpyna 1) Ta 3 cynytHim 1] 2-ro Tuny (rpymna 2) - 0AaTKoBO IPOXOJ UM [IOBTOPHE KOMILJIEKCHE
OOCTEXKEHHSI 4Yepe3 TP Micslli Bifl TOYaTKy CIIOCTEPEXKEHHSL.

2. Ischemic heart disease (IHD) remains the leading cause of mortality worldwide and in Ukraine, despite major
advances in cardiovascular diagnostics and therapy (Roth G.A. et al., 1990-2021). One of its most serious
complications is post-myocardial infarction (post-MlI) cardiosclerosis, characterized by progressive myocardial
remodeling, reduced contractility, and a high risk of chronic heart failure (Ibanez B. et al., 2023). The presence of
type 2 diabetes mellitus (T2DM) significantly aggravates the course of post-MI cardiosclerosis, increases
complication and mortality risks, and limits the effectiveness of standard treatment (Cosentino F. et al., 2023). An
important role in disease progression is played by an imbalance of extracellular matrix enzymes, particularly
matrix metalloproteinases (MMP-2, MMP-9), which are linked to atherosclerotic plaque destabilization, cardiac



remodeling, and heart failure. Their interaction with pro-inflammatory cytokines (TNF-n, IL-10) and fibrinolytic
components (tissue plasminogen activator [tPA], plasminogen activator inhibitor-1 [PAI-1]) forms the
pathophysiological background for remodeling in post-MI cardiosclerosis (Brauninger L.et al.). The aim of the
study was to optimize secondary prevention of cardiovascular complications in patients with post-MI
cardiosclerosis and concomitant T2DM based on a comprehensive assessment of extracellular matrix enzymes,
inflammatory and fibrinolytic parameters, and to evaluate the potential for their pharmacological correction using
dapagliflozin. Objectives of the study: 1. To compare laboratory and instrumental parameters in patients with post-
MI cardiosclerosis with and without type 2 diabetes mellitus (T2DM), and in healthy controls. 2. To assess the
dynamics of laboratory markers of remodeling, fibrinolysis, and inflammation under dapagliflozin therapy in
patients with post-MI cardiosclerosis without T2DM. 3. To analyze changes in instrumental hemodynamic
parameters and cardiovascular functional status under dapagliflozin therapy in patients with post-MI
cardiosclerosis without T2DM. 4. To investigate the dynamics of laboratory markers of remodeling, fibrinolysis,
and inflammation in patients with post-MI cardiosclerosis and T2DM receiving dapagliflozin in addition to
standard therapy. 5. To evaluate the impact of dapagliflozin-enhanced therapy on instrumental hemodynamic and
structural-functional cardiovascular parameters in patients with postMI cardiosclerosis and T2DM. 6. To
substantiate a strategy for secondary prevention of cardiovascular complications in patients with post-MI
cardiosclerosis with and without T2DM based on clinical, laboratory, and instrumental data. Material and methods.
A total of 110 patients who were examined and treated at the Cardiology Department of Kyiv City Clinical Hospital
No. 12 between November 2023 and November 2024 were enrolled in the study, along with 26 apparently healthy
individuals serving as a control group (mean age 59.5 + 4.3 years, including 13 men (50.0%) and 13 women (50.0%)).
All 110 hospitalized individuals were admitted with a preliminary diagnosis of ischemic heart disease: post-MI
cardiosclerosis. Among them, 50 patients had concomitant type 2 diabetes mellitus (T2DM), while 60 patients did
not have T2DM. To address the study objectives, participants were stratified into three clinical groups: Control
group (n = 26) - apparently healthy individuals without clinical signs of coronary artery disease. Group 1 (n = 60) -
patients with post-MI cardiosclerosis without T2DM. Group 2 (n = 50) - patients with post-MI cardiosclerosis and
concomitant T2DM. Patients in both clinical groups were additionally randomized into treatment subgroups, and
those assigned to the study therapy received dapagliflozin at a daily dose of 10 mg for three months in addition to
standard therapy (n = 57). All participants underwent comprehensive evaluation including detailed history taking,
physical examination, laboratory and instrumental diagnostics. Beyond routine clinical tests, specialized laboratory
assessments were performed to measure proteolytic system parameters (MMP-2 and MMP-9), pro-inflammatory
cytokines (IL-1o and TNF- o), and fibrinolysis markers (tPA and PAI-1). These measurements were carried out in the
biochemical laboratory of the Educational and Scientific Center “Institute of Biology and Medicine”, Taras
Shevchenko National University of Kyiv, under a scientific collaboration agreement. All patients were examined at
baseline upon hospital admission. Additionally, patients in the main clinical groups - those with post-MI
cardiosclerosis without T2DM (Group 1) and with T2DM (Group 2) - underwent repeat comprehensive assessment
after three months of follow-up.
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