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MicIs TEPKYTaHHOTO KOPOHAPHOTO BTPYYAaHHS Y XBOPUX Ha CTAOUIBHY INMIEMIYHY
XBOpOOy cepIs 13 CYNyTHROIO apTepiaapbHOI0 TimepreHsiero. — Ksamidikariitna
HayKOBa Mpallsl Ha MpaBax PyKOIUCY.
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3axuct BimOyAeThbcs y cIeliali3oBaHid BueHId paau IBaHo-DpaHKIBCHKOTO
HaIlOHAIBHOTO MeInYHOTO YHiBepcutetry MO3 Ykpainu, [Bano-®pankiBcek, 2023.

OO0rpyHTyBaHHSI BHOOPY TeMHU I0C/iKeHHs. ApTepianbHa rineprensis (Al) e
HaWIMOMIMPEHIIIUM KEPOBAHUM (PaKTOPOM CEpPLEBO-CYJAMHHOI 3aXBOPIOBAHOCTI Ta
CMEpPTHOCTI B OUIBIIOCTI KpaiH CBITY. Y CYCHUIBCTBI CIIOCTEPIraeThCs 3HAYHA
nommpeHicTh Al'— mo 30—45% cepen mopocioro HaceneHHs. Koxker TpeTiid ykpaiHenb
CTpakJa€ B JaHOTO 3axBoproBaHHs. HasBHICTh y XBoporo Al 4acTo cTae mpuUuUHOIO
MOJIANIBIIIOTO PO3BUTKY CTaOULIbHOI 1memiunoi xBopoou cepis (CIXC) uepes TicHwMiA
MaTOr€HETHYHUN 3B’S130K 000X mnaroJiori. HacmigkoMm 1moaiOHOro MO€gHAHHS €
PO3BUTOK TaKMX CEPUO3HHMX CEPIIEBO-CYAMHHUX MOIN, K 1HPapkT miokapna (IM),
1HCYNbT, XpoHiyHa XxBopoOa Hupok. AI' Ta CIXC — 3axBoproBaHHS, SIKI CYTTEBO
CKOPOYYIOTh 3arajlbHy TPUBAIICTh JKUTTS 1 MiABUIIYIOTh PU3HKHA PO3BHUTKY PAHHBOI
1HBaUTi IM3allii namienTiB. He3pakaroun Ha MOMIMPEHICTh 000X HO30JIOT1H, CTICIliaJTbHUX
YHI()IKOBAaHUX PEKOMEHJALIi 010 OOCTEKEHHS 1 JIIKyBaHHS XBOPUX MOKH IO HE
icuye. /lanuii (hakT TOMOBHIOETHCS MOLIYKOM HOBHX IMOSICHEHB IIOJI0 B3a€MO3B’SI3KIB
naTorene3y 000X nmaToJioriii. Ha cborosiHi Bce 01111101 HAYKOBOT OIIIHKY 3a3HAE TEOPIs
OKCHUJIATUBHOTO CTpPECy Ta EHAOTeMaIbHOI AUCQYKIIi, SK OJHOTO 13 KIHOYOBHUX
€JIEMEHTIB y JecTadiizaiii HopMaabHOT pOOOTH KPOBOHOCHUX CYAMH 3 MOJAJIBIITAM
3pOCTaHHSIM  CHUCTEMHOI'O  apTeplaJbHOTO THUCKY 1 PO3BUTKOM TOPYILIEHb
KpOBOTIOCTaYaHHS MiOKap/ia.

Buxopasuu 3 Buille BKa3aHOTO, KEPYIOUUCH ITPOBEACHUM JIITEPATYPHUM HAYKOBUM
MOIITYKOM, CJI1J] BKa3aTH, 1110 MOHITOPHHT Ta BeaeHHs naiieHTiB i3 CIXC Ta cynmyTHbOIO

Al y cyyacHMX yMOBax BHMAara€ po3poOKHM HOBUX MIAXOMIB [0 ONTUMIi3amii



J1arHOCTUYHOI MpOrpamMH, I1HAMBIIyadi3amii JIKyBaJbHOI TAaKTUKA Ta PO3POOKH
METOIUK e€(peKTUBHOI MPOGUIAKTUKH YCKIaJHEHb TaKO1 KOMOIHAIIi1 3aXBOPIOBaHb, 1110
1 € YITKUM OOTPYHTYBAHHSM aKTyaJIbHOCTI BUOPAHOTO HAMIPSIMKY.

Mera i 3aBaanns aocjigxenss. [liqumienns epeKTUBHOCTI JIKyBaHHS XBOPUX
Ha ctabuipHy [XC 13 cynyTHbOO Al HIISXOM BHMBYEHHS KIIIHIKO-TIATOCHETUYHUX
XapaKTEePUCTHK, TIarHOCTUKU Ta MPOTHO3YBAaHHS NEepediry 3aXBOPIOBAHHS B MI3HbOMY
nmocTiH(GapKTHOMY Tiepioi 1 po3poOka, Ha Iii OCHOBI, CIOCOOY JIKYBaHHS TaKHX
XBOPHX 13 3aCTOCYBaHHAM (hOJIIEBOT KUCIIOTH Ta MEJIbIOHIIO.

PesyabtaTtu. /lucepramiiiHa poOOTa € CamMOCTIMHOIO HAyKOBOIO Mpaler. 3a
pe3yibTaTaMu  J0CHiKeHHsT BcTaHoBieHo, mo CIXC Ha ¢oni cynytHboi Al
XapaKTepHU3yeTbcss O0TshkeHUM repediroM. lle mposiBisieTbCs  MOTIpIIEHHAM
KJIIHIYHOTO CTaHy, 3HWXKEHHSAM TOJEPAHTHOCTI N0 (PI3UYHOTO HAaBaHTAXECHHS,
MOTIPIICHHSM HOTO 1HAUBIAYaIbHOTO CIPUNUHATTSA, BUIIMM (DYHKIIIOHATEHUM KJIaCOM
CEpLEBOI HEAOCTATHOCTI, NpOsBaMHU TinepTpodii JIBOro MIUTYHOUYKA, 3HUKEHHSIM
010€JeKTPUYHOI AKTHUBHOCTI CEpIlsl, YaCTILIOI TMOSBOI0 MOPYIIEHb pPUTMY Ta
IIPOBITHOCTI.

B oci0 13 CIXC Ta cynytHboto Al' CTpyKTYypHO-(QYHKIIOHAJIbHI 3MIHU CEpIIs
XapaKTEPU3yIOThCS 30UIBIICHHAM 1HACKCY Macu MiOKapja JiBOro nuryHoudka Ha 4,8%
O1bIIIE 1 MACK MiOKap/a JIIBOTO UTyHO4YKa Ha 9,8%.

KoncraroBano, 1o B oci6 13 CICX Tta cynytHbot0 Al' cy0’€KTUBHUI MOKa3HUK
SAKOCT1 JKUTTSI € HWKYUM Yy TOPIBHAHHI X TallieHTaMHu 0e3 TIMEePTOHIYHOI XBOPOOH
srigHo mkanu MacNew Ha 8%, SAQ — Ha 25%, a SF36 — Ha 9%.

3adikcoBaHO, IO PIBEHb 3POCTAaHHS  TOJICPAHTHOCTI 0  (HI3UYHOTO
HABAHTAKCHHS, a TAKOXK MOKAa3HUKU PEMOJICITIOBAHHS JIIBOTO IUTYHOYKA y XBOPUX Ha
CIXC 3anexxuTh He JUIIIe BiJl HASIBHOCTI CYNYTHBOI apTeplajabHOi rinepTeHs3ii, ae i Bij
koHnentpaiii ST2 B cupoBatii kpoBi. [Ipu HasBHOCTI apTepiaiabHOI TimepTeH3Il y
xBopux 13 CIXC Mae miclie 30UIbIIEHHS B CHPOBATIIl KPOB1 MaJIOHOBOTO JiaJIbACTi Ny
ta ST2 (p<0,05). YV nmaHoro KOHTHMHTEHTY XBOpHUX ICHY€ CJIHaOKuUH MNpSIMUN
KOpEJSIiHUN 3B’ 130K MK KoHIeHTpaiiero MA 1 pisaem JIITHI y mnasmi (r=0,27;
p<0,05). Mae micue crnaOkuil TpsSMUM KOpeJsiiHuN 3B’S30K MDK piBHeM ST2 1

IMMUJIII (r=0,10; p<0,05).



JloBeneHo, 1110 3aCTOCYBaHHsS KOMOIHAIil (Oi€BOi KUCIOTH Ta MENbJOHII0 Ha
doni crangaptHoro JikyBaHHa y xBopux 13 CIXC Ta cynytHeoro Al
CYHpPOBOJKYETHCA  TMO3WTUBHUM  KJIIHIYHUM  €(EKTOM, MPOTHINIEMIYHOIO Ta
IUTOTIPOTEKTOPHOIO [Ti€10. BUKOpUCTAaHHS JaHWX TPEMapaTiB CTUMYIIOE 3BOPOTHE
peMoJIeTIOBaHHs MioKap/a JIIBOTO IUTYHOYKA, MOKpaIlye KJIIHIYHUN CTaH Malli€HTIB,
MiABUILYE (PYHKIIIOHAJIBHUM KJIac CEepleBOi HEAOCTAaTHOCTI, IIO TMPOSIBISIETHCA B
3017IbIIEHH] CHPOMOYKHOCTI TAI[lEHTa TMOJO0JIATH BIJACTaHb MPOTITOM 6 XBHJIMH Ha
29,9% Ta mMmoMiMNIIeHH]I 1HAWBIAYaJbHOTO CHPUUHATTS HaBaHTakeHHS Ha 48,1%.
[loennane 3actocyBaHHs Ha (POHI CTAaHAAPTHOI Teparnii mpoTsAroM 6 MicsauiB (oIieBoi
KUCIIOTH Ta MEJBJOHIIO 3HIKYBAJO PHU3UK PO3BUTKY TMOBTOPHOTO TOCTPOTO
kopoHapHoro cunapomy (BP=0,27; [J11=0,02-2,65]).

Kom0OiHOBaHe 3acTtocyBaHHS (OJIEBOI KHUCIOTH Ta MENBAOHIIO JO3BOJISIE
MIIBUINUTH €()EeKTUBHICTH JIIKyBaHHS XBopuX 13 CIXC He 3aieHO BijJ HasBHOCTI
CymyTHBOIO Al’, IO TIPOSIBISIETHCS 3MEHIICHHAM KJIIHIYHUX O3HAK, ()JOPMYBaHHSIM Y
TaKUX XBOPUX HIKUOTO (DYHKIIIOHATLHOTO KJIACy, 3SMEHIICHHSIM BUIIAIKIB TOBTOPHUX
TOCTPUX KOPOHAPHUX CUHAPOMIB, TOKPAIICHHIM Cy0’€KTHBHOI'O IMOKa3HHMKA SKOCTI
KUTTA.

HaykoBa HOBH3HA ojep:KaHUX pe3yJbTaTiB. J[OMOBHEHO JaHi MIOJIO
TIarHOCTUKM Ta JaudepeHuiiioBaHoro JikyBaHHs cTabuibHoi IXC y XxBopux 13
CcynyTHbOIO Al

BuByeHO KJIiHIYHI Ta MaTOr€HETHUYHI 3aKOHOMIPHOCT1 PO3BUTKY cTabuIbHOT [XC
B 3aJIE)KHOCTI BiJl HasiBHOCTI cynyTHLO1 Al'. KoHcraroBano, mo noeananus CIXC ta
A" nmoctoBipHO TOTriIpHIy€e KIIHIYHUNA Tepedir 3aXxBOPIOBAHHSA, MPU3BOJIYU JO
30UIBIIICHHS] YaCTOTH aHTIHAIBHUX HaIlaJiB, 3HMKCHHS TOJCPAHTHOCTI 0 (DI3UUHUX
HaBaHTaXEHb Ta 30UIBIIICHHS YUCJIa TOPYIIEHb PUTMY Ta IIPOBITHOCTI.

JloBeneHo, mo miaBuineHHs piBHIB MA 1 ST2 € mpeaukTopamMu mporpecyBaHHS
CIXC na ¢oni AI'. BctanoBiieHO NpsIMUNA KOPETSLIAHNAN 3B’ 30K MIXK piBHSIMU MA 1
3X, a takoxx mMixk MA 1 JIITHI" y nartientiB 13 crabinpHor0 IXC Ta cynyraporo Al
KoHcTaTtoBano npsiMuil Kopemnsiiianii 38’ 130K Mk piBHeM ST2 1 IMMUIILL

BiamidueHo 3asIe’KHICTh MIXK MOKa3HUKAMU SIKOCT1 JKUTTS XBOPUX Ta HAsBHICTIO

cynytHboi Al'. ¥V xBopux Ha ctabinbHy [XC 13 cynmyTHbO10 Al' HaltO1TBIIT 3HAYUMHUMU



3MIHAMH y SKOCTI KUTTA OyJiH 3HIKEHHS (13MYHOTO (PYHKIIOHYBAHHS, 3pOCTAaHHS
KUTBKOCTI1 MPUCTYIIB CTEHOKAP/Ii Ta 3HMXKEHHS 3arajlbHOTO CTaHy 3/I0POB 5.

JloBeieHa MOKIIMBICTB cTpuMaHHs nporpecyBanHg CIXC nuisixoM 3acTocyBaHHS
y JiKyBaHHI ()OTIEBOT KUCIIOTH Ta MEJBIOHII0. BcTaHOBIEHO HOBI hapMakogMHAMIYHI
eheKTH MeNbA0HI0 1 (POTIEBOT KUCIOTH Ta IXHIM BIIMB HA nepeldir ctadbinbHoi [XC B
3aneXHOCTI BiJ HasgBHOCTI Al

IIpakTHYHEe 3HACHHA OTPUMAHMX Pe3yJabTATiB.

Po3po6eno KoMIUIeKCHMM MiAX1 10 OiHKK nepediry ctadinpHoil IXC Ha doni
cynyTHbO1 Al'.

3anpornoHOBaHO Cy4yacHU# crocid mnporHosyBaHHsi mnporpecyBanHs CIXC B
noenHanHl 3 Al nuisixom Bu3HaueHHs piBHIB ST2 ta MA y cupoBartii KpoBi XBOPHUX.
Bu3HaueHO KOHTHMHTEHT XBOPHUX KOHTHHTCHT XBOPHUX 13 BHCOKHM PH3HKOM
HECIPUATIIMBOTO Mepediry MoeHAHOT MAaTOJIOT 1.

Ha ocHOBI BcTaHOBJIEHHS HOBUX (PapMakoJOoTriyHUX e(PeKTiB (hOoMi€BOI KUCIOTH Ta
MEJBJAOHII0 OYyJI0 PO3pO0JIEHO CIOCIO TXHBOTO AUGEPEHIIIHOBAHOTO 3aCTOCYBAHHS Y
xBopux Ha ctabinbHy [XC 13 cynyTHbO1O Al

KurouoBi cjioBa: crabinpHa ieMiuHa XxBopo0Oa ceplis, apTepialibHa TepTeH3is,
BIJTHOBHUU TIEP10JI, AKICTh KUTTS, IEPKyTaHHE KOPOHAPHE BTPYUYAHHS, OKCUJATUBHUN

CTpec, eHJ0TeNanbHa AUCHYHKLIS, MEJIbIOHIH, (poJIi€BA KUCIIOTA.
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Rationale for choosing the research topic. Arterial hypertension (AH) is the
most common manageable cause of cardiovascular morbidity and mortality in the
world. There is a significant increase in hypertension in society - up to 30-45% of the
average adult population. Every third Ukrainian has this disease. The presence of
hypertension in a patient often becomes the reason for the further development of stable
coronary heart disease (CHD) due to the close connection of both pathologies. The
consequence of such a connection is the development of such serious cardiovascular
events as myocardial infarction (Ml), stroke, chronic kidney disease. Hypertension and
stable CHD are diseases that significantly shorten the overall life expectancy and
increase the risk of early disabling disease. Despite the prevalence of both nosologies,
special unified recommendations for examination and treatment of patients do not yet
exist. This fact is supplemented by the search for new explanations regarding the
interrelationships of the pathogenesis of both pathologies. Today, the theory of
oxidative stress and endothelial dysfunction, as one of the key elements in the
destabilization of the normal operation of blood vessels with the subsequent increase
in systemic blood pressure and the development of myocardial blood supply disorders,
IS receiving increasing scientific evaluation.

Based on the above, guided by the conducted scientific literature search, it should
be indicated that monitoring and conducting work with stable CHD and concomitant
hypertension in modern conditions requires the development of new approaches to the
optimization of diagnostic programs, individualization of treatment tactics, and the
development of methods of effective prevention of a complex of such diseases as is a
clear justification of the relevance of the chosen direction.

The purpose and tasks of the research. To increase the effectiveness of
treatment of patients with stable coronary artery disease with concomitant hypertension
by studying the clinical and pathogenetic characteristics, diagnosis and prognosis of
the course of the disease in the late post-infarction period and to develop, based on this,
a method of treating such patients with the use of folic acid and meldonium.

The results. The dissertation is an independent scientific work. According to the
results of the study, it was established that stable CHD against the background of
concomitant hypertension is characterized by a complicated course. This is manifested



by a worsening of the clinical condition, a decrease in tolerance to physical exertion, a
deterioration in its individual perception, a higher functional class of heart failure,
manifestations of left ventricular hypertrophy, a decrease in the bioelectric activity of
the heart, and more frequent occurrence of rhythm and conduction disorders.

In persons with stable CHD and concomitant hypertension, the structural and
functional changes of the heart are characterized by an increase in the left ventricle
mass index (LVMI) by 4,8% more and the left ventricle mass (LVM) by 9,8%.

It was established that the subjective indicator of quality of life is lower in patients
with stable CHD and concomitant hypertension compared to patients without
hypertension according to the MacNew scale by 8%, SAQ by 25%, and SF36 by 9%.

It was recorded that the level of increase in tolerance to physical exertion, as well
as indicators of remodeling of the left ventricle in patients with stable CHD depends
not only on the presence of concomitant arterial hypertension, but also on the
concentration of ST2 in blood serum. In the presence of arterial hypertension, there is
an increase in blood serum of malondialdehyde and ST2 in patients with stable CHD
(p<0,05). In this contingent of patients, there is a weak direct correlation between the
concentration of malondialdenyde (MA) and the level of low-density
lipoprotein (LDL) in plasma (r=0,27; p<0,05). There is a weak direct correlation
between the level of ST2 and LVMI (r=0,10; p<0,05).

It has been proven that the use of a combination of folic acid and meldonium
against the background of standard treatment in patients with stable CHD and
concomitant hypertension is accompanied by a positive clinical effect, anti-ischemic
and cytoprotective effect. The use of these drugs stimulates reverse remodeling of the
myocardium of the left ventricle, improves the clinical condition of patients, increases
the functional class of heart failure, which is manifested in an increase in the patient's
ability to cover the distance within 6 minutes by 29,9% and an improvement in
individual perception of the load by 48,1%. The combined use of folic acid and
meldonium against the background of standard therapy for 6 months reduced the risk
of developing recurrent acute coronary syndrome (OR=0,27; [CI=0,02-2,65]).

The combined use of folic acid and meldonium allows to increase the

effectiveness of treatment of patients with stable CHD, regardless of the presence of



concomitant hypertension, which is manifested by a decrease in clinical signs, the
formation of a lower functional class in such patients, a decrease in the incidence of
repeated acute coronary syndromes, and an improvement in the subjective quality of
life indicator.

Scientific novelty of the obtained results. The data on the diagnosis and
differential treatment of stable coronary artery disease in patients with concomitant
hypertension have been supplemented.

The clinical and pathogenetic regularities of the development of stable CHD
depending on the presence of concomitant hypertension were studied. It was
established that the combination of stable CHD and hypertension reliably worsens the
clinical course of the disease, leading to an increase in the frequency of anginal attacks,
a decrease in tolerance to physical exertion, and an increase in the number of rhythm
and conduction disorders.

It has been proven that an increase in the levels of MA and ST2 are predictors of
the progression of stable CHD against the background of hypertension. A direct
correlation was established between the levels of MA and total cholesterol, as well as
between MA and LDL in patients with stable coronary artery disease and concomitant
hypertension. A direct correlation between the level of ST2 and LVVMI was established.

The dependence between indicators of the quality of life of patients and the
presence of concomitant hypertension was noted. In patients with stable CHD with
concomitant hypertension, the most significant changes in the quality of life were a
decrease in physical functioning, an increase in the number of angina attacks, and a
decrease in the general state of health.

The possibility of restraining the progression of stable CHD by using folic acid
and meldonium in treatment has been proven. New pharmacodynamic effects of
meldonium and folic acid and their influence on the course of stable CHD depending
on the presence of hypertension were established.

Practical value of research. A comprehensive approach to the assessment of the
course of stable CHD against the background of concomitant hypertension has been

developed.



A modern method of predicting the progression of stable CHD in combination
with hypertension by determining the levels of ST2 and MA in the blood serum of
patients is proposed. A contingent of patients with a high risk of an adverse course of
the combined pathology has been determined.

Based on the establishment of new pharmacological effects of folic acid and
meldonium, a method of their differentiated use in patients with stable coronary artery
disease with concomitant hypertension was developed.

Key words: stable coronary heart disease, arterial hypertension, recovery period,
quality of life, percutaneous coronary intervention, oxidative stress, endothelial

dysfunction, meldonium, folic acid.
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