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Pedepar:

1. lucepralist npucBsYeHa CUCTEMHOMY aHasi3y nepeoiry imemiyHoi xBopoobu cepust (IXC) y nmaiieHTiB cTapumx
BiKOBUX TPYII i3 NepeHeceHuM iHdapkTom Miokapza (IM) abo imemiyHUM iHCYJIbTOM, 3 aKLIEHTOM Ha
naTo(isiosoriyHi MexaHi3aMy1 peMO/Ie/IIOBAHHS CYAMH i TPOMOOYTBOPEHHS Ta IXHiil 3B’130K i3 KJIiHIYHOIO JUuHAMIKOI0
Ii71 BIJINBOM PO3IIMPEHOI BTOPUHHOI NPOQIiNakTUKY 3 BKIIIOYEHHSIM Jio3apTany. [Tinxin cBimomo
MyJIbTUIACLIMIUTIHADHUM: MU IIO€IHYyeMO 6i0xiMidHi Mapkepu (MaTpUKCHi MeTasnonpoTeidasu (MMII-2, MMII-9),
TKaHUHHUI akTuBaTop miasminoreny (TAII), iHribiTop aktuBaropa nnasminoreny 1 (ITAI-1), intepseiikin - 1 6eta (IJI-
1b), dakrop Hekposy nyxuuH anbda (PHII-a)) i3 iHCTpyMeHTaIbHUMU [TOKa3HUKaMU NeprudepruyHoi reMoiuHaAMIKY

Ta PUTMOJIOTIYHOTO CTATyCy, 1106 OTPpUMATH iHTerpajbHe YsBJIEHHS IIPO CTaH CYJUHHOIO pycJja B repiaTpuyHuX



INallieHTiB i3 aHAMHE30M KapAioLepeOpoBaCKYJISIPHUX MOiN. AKTyaIbHICTh pOOOTU 3yMOBJIeHa TUM, o IXC i Hapasi
3aJIMIIAETHCA ITPOBiHOI0 MPUYMHOI0 CMEPTHOCTI Y CBiTi, 3HaYHa YacTKa SIKOi mpumnanae Ha IM Ta imemMivyHui
iHcysbT. 3rigHo 3 ocTaHHiMU 3BiTamu BOO3 i kapaiosoriyHuMuU craTucTikamu 2025 poky, Tsrap cepLeBo-
CyJIMHHUX 3aXBOpIoBaHb (CC3) HEBNMHHO 3pOCTA€E Cepef, 0Cib cTaplInX BiKOBUX I'PYI, & PEriOHasIbHI BiMiHHOCTI
CMEPTHOCTI Bif illeMiYHUX MO/ 30epiraloTb BUCOKY BapiabesbHiCTb [1-3]. ¥ nauieHTiB Bikom noHaz, 60 pokiB
CIIOCTepiraeTeCs He yuile BUcoka nomupeHicts IXC, a i cTiliKa TeHAEeHIIisl 10 NOBTOPHUX Kaphio- Ta
11epe6pOBACKYJISIPHUX MO/IiM, MOTIPY 3aCTOCYBAHHS CTAaHJIAPTHUX CXEM BTOPUHHOI TpodinakTuky. s uiei Koroptu
XapaKTepHe I0eJHaHH N0iMOPOiAHOCTI, nojinparmasii Ta nigBuieHoi TPOMOOT€HHOCTI Ha TJIi XPOHIYHOTO
CHCTEMHOTO 3amajieHHs i eHpoTesianbHol pucdyHKii. KiacnyHi kiiHiYHI KpyuTepil Hepifko HeJOOLiHIOITh
«IIPYXOBaHy» aKTUBHICTb aTepOTPOMO03Y, TOZi K 6i0MapKepu peMOIe/I0BaHHS I03aKJIITUHHOI MaTtpulli - MMII-2 i
MMII-9, a Takox iHri6itopu ¢ibpunoizy - TAII Ta ITAI-1, Bino6pakarTh K/II0YOBi NAaTOr€HETUYHI BY3JIN:
Ierpasauio MaTPUKCY, MifIBULEHHS JKOPCTKOCTI CYOMHHOI CTiHKY, 3CyB reMoCTa3y y 6ik rinodibpuHomisy [4,5]. ¥V
1Iill KOHLIENTyaJIbHIl paMlii J03apTaH PO3IJISAAETHCS HE JIMIIE SIK aHTUTIIepTeH3UBHUH 3aci0, a K [IOTeHLiNHN
MogudikaTop peMOoZesI0BaHHS CyIMHHOI CTiHKM Ta pi6puHOi3y. CydacHi eKCcliepUMeHTaIbHI Ta IPUKJIAAHI
IOCJIiIKEeHHS IPOLEMOHCTPYBaH, o 6J10Kazja peLenTopiB aHrioTeH3uHy Il nepmoro tumny (ATo) YMHUT
BUpaXeHUI1 aHTHU-PEMOJeJIIoBaJIbHUN edeKT, 3MeHIyoun (ibpos, 3amnaneHHs Ta akrusanio MMII-2 i MMII-9.
[TokaszaHo, 110 JI03apTaH NpUrHidye curianbHi Kackanu Ang II /AToR, ski 6epyTb y4acTs y gerpajallii 1o3akaiTUHHOTO
MaTpUKCY, i BOJHOYAC BIIMBAE HA PeryJsiLiio Ppi6prMHOMITUYHOI cucTemHu, 3HMKy1ouu piBeHb [1AI-1Ta TAII [6,7].
Monynsuis peHiH-aHriOTeH3UH-anbA0CcTepOoHOBOi cuctemu (PAAC) cripaBiisie KOMILIEKCHUI BIUIMB HE JIAlIe Ha
CHCTEMHUI apTepiaslbHUI THCK, ajie I Ha 6i0JI0Tii0 aTepOCKIepOTUYHOI OJISIKY, eH0Tes iaNbHy PYHKIIiI0 Ta
TPOMOOTHYHY FOTOBHICTb Y€pe3 HU3KY [Ipo3aNaybHUX i npodibpornyHux msixis [8]. Hani 2020-2025 pp.
HiATBEPIXYIOTh TICHUI B3a€MO3B'SI30K MiX akTupatieto Ang II /ATOR i ninBumenHsm aktusHocTi MMII-2 /9, a Takox
I€MOHCTPYIOTb IIJIEHOTPOIIHI epeKTr 6JI0KaTOPiB peLenTopiB aHrioTeH3nHy 11 - BKIIIOYHO 3 IOTEeHIIia/loM
mopudikauii mpoueciB pemoaenoBaHHs Ta cTabinizallii CyJUHHOI CTiHKM y KOHTEKCTi BTOpUHHOI mpodinakTuxu[9].
J71s1 nanieHTiB, sKi BXe nepeHecnu IM abo imemidyHuil iHCYJIbT, TaKa IJIEHOTPOIIHA Iisl JI03apTaHy Mae 0CO0InUBe
KJIiHiYHe 3HAa4eHHS, OCKIJIbKY CIIpYsIE 3MEHIIEHHIO akTUBHOCTI MMII-3aneskHux npouecis, crabinizamii
aTepOCKJIEPOTUYHMX OJISIIOK i MOINIIeHHI0 MIKPOLIMPKYJIALL, 1110 3HUKY€E PU3KK TOBTOPHUX
KapJiollepeObpoBacKyIsIpHUX NOAIN[5,10].

2. The dissertation is devoted to a systemic analysis of the course of coronary artery disease (CAD) in elderly
patients with a history of myocardial infarction (MI) or ischemic stroke (IS), with a particular focus on the
pathobiological mechanisms of vascular remodeling and thrombogenesis, as well as their association with clinical
dynamics under the influence of an expanded secondary prevention strategy including losartan. The research
employs a deliberately multidisciplinary approach, integrating biochemical markers - matrix metalloproteinases
(MMP-2, MMP-9), thrombin-activatable fibrinolysis inhibitor (TAFI), plasminogen activator inhibitor-1 (PAI-1),
interleukin-1no (IL-10), and tumor necrosis factor-alpha (TNF-n) - with quantitative instrumental indicators of
peripheral hemodynamics and rhythmological status. This integration allows for a comprehensive assessment of
vascular status in geriatric patients with a history of cardiocerebrovascular events, reflecting both structural and
functional aspects of vascular remodeling processes. The relevance of the research is determined by the fact that
coronary artery disease (CAD) remains the leading cause of mortality worldwide, with a substantial proportion of
deaths attributed to myocardial infarction (MI) and ischemic stroke (IS). According to the latest WHO reports and
cardiological statistics (2025), the global burden of cardiovascular diseases (CVDs) continues to rise steadily,
particularly among older age groups, while regional disparities in mortality from ischemic events remain markedly
variable [1-3]. In patients aged over 60 years, there is not only a high prevalence of CAD but also a persistent
tendency toward recurrent cardio- and cerebrovascular events, despite the use of standard secondary prevention
protocols. This cohort is characterized by a complex combination of multimorbidity, polypharmacy, and increased
thrombogenicity, which develop against the background of chronic inflammation and endothelial dysfunction—
factors that synergistically accelerate vascular aging and destabilize atherosclerotic plaques. Conventional clinical
criteria often fail to capture the “silent” or subclinical activity of atherothrombosis, while biomarkers of



extracellular matrix remodeling - matrix metalloproteinases MMP-2 and MMP-9 - together with fibrinolysis
inhibitors - thrombinactivatable fibrinolysis inhibitor (TAFI) and plasminogen activator inhibitor-1 (PAI-1) - reflect
the key pathogenetic mechanisms underlying vascular pathology. These include matrix degradation, increased
stiffness of the vascular wall, and a hemostatic shift toward hypofibrinolysis [4,5]. Thus, the biochemical profile
provides a more sensitive and integrative reflection of ongoing vascular remodeling processes than conventional
clinical or imaging parameters alone. Within this conceptual framework, losartan is regarded not only as an
antihypertensive agent, but also as a potential modulator of vascular wall remodeling and fibrinolysis.
Contemporary experimental and translational studies have demonstrated that angiotensin II (Ang II) type 1
receptor (AToR) blockade exerts a pronounced antiremodeling effect by reducing fibrosis, inflammation, and
activation of matrix metalloproteinases - particularly MMP-2 and MMP-9. Evidence indicates that losartan
suppresses Ang II /AToR signaling cascades involved in extracellular matrix degradation, while simultaneously
modulating the fibrinolytic system through a reduction in PAI-1 and TAFI levels [6,7]. This dual mechanism
positions losartan as a pleiotropic therapeutic agent capable of influencing both structural vascular integrity and
thrombo-fibrinolytic balance, beyond its primary role in blood pressure regulation. Modulation of the
renin-angiotensin—-aldosterone system (RAAS) exerts a complex, multifaceted influence not only on systemic
arterial pressure, but also on the biology of atherosclerotic plaques, endothelial function, and thrombogenic
potential, acting through a network of pro-inflammatory and pro-fibrotic pathways [8]. Recent evidence
(2020-2025) confirms a close association between Ang II /AToR activation and increased MMP-2 /9 activity,
highlighting the pivotal role of RAAS signaling in the pathogenesis of vascular remodeling. These data further
substantiate the pleiotropic effects of angiotensin II receptor blockers (ARBs), emphasizing their capacity to
modulate vascular remodeling processes and stabilize the arterial wall within the framework of secondary
prevention of ischemic cardiovascular and cerebrovascular events [9]. For patients with a history of myocardial
infarction (MI) or ischemic stroke (IS), the pleiotropic effects of losartan have exceptional clinical importance. By
attenuating MMP-dependent vascular remodeling processes, losartan contributes to the stabilization of
atherosclerotic plaques and the improvement of microcirculatory function, thereby reducing the risk of recurrent
cardio-cerebrovascular events [5,10].
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