O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI
Jep>kaBHHH 00J1iIKOBHI HOMep: 0823U100764
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpaunii: 03-10-2023

Craryc: Haka3 npo Bugady gumnioma

PexBi3utu Hakasy MOH / Haka3y 3aKjazy: Hakas N2 755 iz 29.11.2023 p.

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. flcrpemceka Ipuna OnexkcangpiBHa

2. Iryna O. Yastremska

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocoyerbcs
Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna
T'asy3p / rasysi 3HaHB. 0XOpOHA 3710POB's
OcBiTHBO-HayKOBa IIporpama 3i cneniajbHOCTi: Mexununa
JaTa 3axHcTy: 13-11-2023

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po60oTH 34,00yBaya: TepHONiILCHKMIL HALLIOHANbHUIA MEAMYHNIA YHiBEpCcUTeT imeHi I. 5.

T'opb6ayeBcbkoro MiHicTepcTBa OXOPOHU 3710POB's YKpaiHu

Kopg 3a €IPIIOY: 02010830

Micuesﬂaxo,lI)KeHHﬂ: Matigan Boui, 6yz. 1, Tepromine, TepHomninbChKuii p-H., 46001, Vkpaina
dopma ByacHOCTI: Jlepxasna

Cdepa yIIpaBJ'IiHHﬂ: MiHicTepcTBO OXOPOHU 30POB 'Sl YKpaiHu

InenTudikarop ROR:



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIIudp cnenianizoBaHoi BYU€HOI pagH (pa30Boi Cleliagi3oBaHOi BY€HOI pazu). 1O 58.601.088

IloBHe HaliIMeHYBaHHS IOPUAHYHOL 0COOH: TepHOMiNbChKUIT HAI[IOHATBHUI MEIUYHMT yHIBEPCUTET iMeHi
I. 5. Top6avyeBcbKOro MiHicTepcTBa OXOPOHU 3[,0POB'St YKpaiHu

Kog, 3a €IPITIOY: 02010830

Micqesﬂaxon)KeHHﬂ: Matigau Boui, 6ya. 1, Tepromine, TepHomninbCeKuii p-H., 46001, Vkpaina
dopma ByracHOCTI: Jlepxasna

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTudikarop ROR:

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliIMEeHYBaHHS IOPUAHYHOL 0COOM: TepHOMIILCHKUI Hal[iOHAIbHUI MEIMYHUIA YHIBEPCUTET iMeHi

L. 5. Top6ayeBcbKOro MiHiCcTEpCTBA OXOPOHM 310POB'S YKpaiHu

Kopg 3a €IPIIOY: 02010830

Micuesnaxo,r.perHﬂ: Marigan Boui, 6ya. 1, TepHomnins, TepHomninbcbKuil p-H., 46001, Ykpaina
dopma ByacHOCTI: [lepxkasna

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

InmenTudikarop ROR:

V. BimomocTi npo gucepraniio
MoBga guceprTaiiii: Vkpaincoka
Koau TeMaTHYHHUX PyOPHK: 76.29.29

Tema guceprauii:
1. OcobauBoCTi nepebiry Ta onTuMizalis JIiKyBaHHS rocTporo iHgapKTy Miokapza 3 esnesalieto cermeHTa ST y

XBOPHUX 3 KOMOPOiTHUM MeTab0JIiYHUM CUHIPOMOM
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Pedepar:

1. Incepranjiiina po60oTa IpuCBIYeHa ONTUMI3allii Iporpamu JliKyBaHHS Ta 3HWDKEHHIO YaCTOTU KUTTEBO
3arpo3JIMBUX YCKJIaJIHEHb B PAHHbOMY Iepioi iHpapKTy MioKapza, 10 PO3BUBCS Ha TJli METab0JIiYHOrO CHUHIPOMY,
IIJISIXOM KOPEKLii MeTab0iYHIX, TeMOIUHAMIYHUX Ta €HI0Te liaIbHUX IOPYLIEHD 3aCTOCYBaHHIM L-apriHiny /L-
KapHiTuHy Ta in6iTopa H3KTT-2 nanarni¢gno3uny. BusHaueHO naToreHeTU4YHi MeXaHi3MU B3a€MOOOTSKYI0YOTO
nepe6iry iHpapkTy Miokapga B noegHaHHi 3 MC, BiobpakeHO poJib iHCYJ1iIHOPE3UCTEHTHOCTI B OPYIIEHHi
aKTUBHOCTI IIPOLIECIB BiIbHOPAAUKAJIbHOTO OKUCHEHHY JIiMiMiB, €eHA0TeNianbHOI AuC@YHKLII Ta HagMIpHOI aKTHBAallii
CHCTEMHOI 3anasnbHOi BiMOBi, SIKi aCOL{I0BAINCD 3 KJIiHIYHUMHU, CTPYKTYPHO-(PYHKIIOHATIbBHUMU i JIaGOPaTOPHUMU

0COOJIMBOCTSIMU Iepebiry rocTporo KOpOHaApHOro CUHAPOMY (iHdapKTy Miokapza) Ha TJIi MeTaboiYHOTO



CUHIpOMY. YTOUHEHO, o ocobmusicTio nepebiry STEMI 3a HagBHOCTI MC € ocToBipHO 6inblia yacTka ocib, sKi
MaloThb aTUIOBI KJIiHiuHI IIposiBY IM (BimcyTHiCTh 60110 a60 H1OT0 aTUIlOBa JIOKali3alis/ippasialisi, mepeBakaHHs
03HaK rOCTpOi CeplLieBOi HelOCTATHOCTI, 3aMIIKY, BiIUYyTTs «HECTayi OBITPsI»), 1110 MO>KEe 3aTPYyIHIOBATU
CBO€YACHICTb IiarHOCTUKM Ta IIOYATKY JIIKYBaHHS. Y TaKUX KOMOPOiIHUX MaLli€HTiB BiIMiY€HO JOCTOBIPHO YacTille
6araToCyiMHHi Ta FeMOJMHAMIUYHO 3HaYMMi ypakeHHsI BiHII€BUX apTepill, 10 CyNPOBOKYBaIOCh BipOTiIHO
YacTilIMM PO3BUTKOM TaKUX KUTTEBO 3arpO3JIMBUX YCKIanHeHb sk roctpa CH III-1V ®K, kpuTuyHi nopyLeHHs
PUTMYy Ta NPOBiTHOCTI cepust, roctpa anespusma JIIII, paHH4 nicisiHpapKTHA CTEHOKApAis Ta
€IiCTeHOKApIUTUYHUI IIepUKapanT. BcranosneHo, mo y xBopux Ha [KC(STEMI) B noennansi 3 MC ta
iHCY/IiIHOPE3UCTEHTHICTIO, TOPiIBHSIHO 3 alieHTaMu 3 i3os1boBaHuM ['KC, nocToBipHO 6inbluie 3pocTaioTs IMMuin Ta
fioro o6’eM 3a paxyHoK rineprpogii Ta pemopentoanss JIIII, a HacliAKOM LIUX NPOLECIB € CYTTEBE OPYIIEHHS
CHCTOJIO-[1iaCTOIIYHOI (PyHKLII cepus i 4oCTOBipHO yacTimuii (y 2 pasu) po3sutok ['CH Killip III-1Y ct. BusiBneHni
TiCHUI IPSAMUE KOpessLiiiHui 38’130k kiacy ['CH i3 napamerpamu kapzgioremonuHamiku (r=0,383-0,764)
OOTrpYHTOBYE JOLJIbHICTh IIPU3HAYEHHSI KapiOoIMTOIPOTEKTOPHOI Tepaitii. [TokazaHo, 110 BUCOKUH iHeKC
iHcysliHOpe3ucTeHTHOCTI (1ToHay, 2,7) y xBopux Ha MC ta STEMI acouitoeTbes 3 6is1bll BUPpaXXEHMMU MTPOSIBAMU TaKUX
MeTabo0JIiYHMX IOPYLIEHB SIK aTEPOTre€HHA Juciinifemis (Koe@illieHT aTepOreHHOCTI 3pocTae 10 4,0), nepeBakKaHHIM
npolieciB nepokcuaallii minigiB Hag 3aXMCHOIO 3IAaTHICTIO aHTUOKCUIAHTHUX (DEPMEHTHUX CUCTEM,
€HJIoTeJliaIbHOI0 AUC(YHKLIEIO i aKTHBalli€l0 CUCTEMHOI 3anaibHOi BiAATIOBIf|, 110 B KiHIIEBOMY pe3yJIbTaTi
IIPU3BOJUTH 10 IOCUJIEHHS MATOJIOTIYHUX IIPOLIECIB Y cepli i oro pyHKIiOHaNIbHOI HEAOCTATHOCTI. [JoBefeHo, o
BKJIIOUEHHS B IIporpamy JiikyBaHHs xBopux Ha [KC(STEMI) B noegnansni 3 MC Ta iHCY/liHOP€3UCTEHTHICTIO
inriditopa H3KTI-2 ganarmnidso3uny Ta L-apridin-L-KapHITMHOBOIO KOMILJIEKCY 3abe3Ieuye MOKpalleHHs
KJIiHIYHOro niepediry KoMop6iiHOI 1aToorii Ta BiporigjHe 3MEHIIEHHS YaCTOTU PO3BUTKY >KUTTEBO 3aIrpPO3JIUBUX
ycksagHeHb 'KC 3a paxyHOK 3HMKEHHS iHCYJIIHOPE3UCTEHTHOCTI, KOMIIEHCAllii BYyTJIEBOJHOTO OOMiHY Ta
KapioNpOTEKTOPHOI il [Ipernaparis, 10 aCOLiI0€ThCS 3 BiIHOBJIEHHSIM €HI0TesialbHOI PYHKLIi CyIouH,
IIOKpallleHHSIM CKOPOTJ/INBOi QYHKIIii ceplist, 3BHUKEHHSIM IIPOSIBiB CUCTEMHOTO 3aI1aJIbHOTO CUHAPOMY i

HOpMasisanielo QyHKIIOHANBHOI 34aTHOCTI aHTUOKCUJAHTHUX CUCTEM 3aXUCTY OPraHi3my.

2. The thesis work is devoted to optimization of treatment program and reducing the rates of life-threatening
complications at an early stage of myocardial infarction which has developed in the setting of metabolic syndrome
through correction of metabolic, hemodynamic and endothelial disorders by the use of L-arginine /L-carnitine and
SGLT?2 inhibitor dapagliflozin. The pathogenetic mechanisms underlying the mutually aggravating course of
myocardial infarction combined with MS have been identified; the study has demonstrated the role of insulin
resistance in impaired activity of free-radical lipid oxidation, endothelial dysfunction and excessive activation of
systemic inflammatory response, which have been associated with clinical, structural and functional, and
laboratory clinical features of acute coronary syndrome (myocardial infarction) in the setting of metabolic
syndrome. The study has clarified that the distinctive feature in the course of STEMI combined with MS was the
significantly higher proportion of subjects with atypical clinical manifestations of MI (the absence or atypical
localization/irradiation of pain, the predominance of signs of acute heart failure such as dyspnoea/shortness of
breath), which could impede timely diagnosis and delay treatment. Such comorbid patients were noted to have
significantly more frequent multi-vascular and hemodynamically significant lesions of coronary arteries, which
was accompanied by significantly more frequent development of such life-threatening complications as acute class
III-1V heart failure, critical cardiac rhythm and conduction disorders, acute LV aneurysm, early post-infarction
angina and epistenocarditic pericarditis. It has been established that, compared to patients with isolated ACS,
patients with ACS (STEMI) combined with MS and insulin resistance had significantly greater increases in LV
myocardial mass index and LV volume due to LV hypertrophy and remodeling. As a consequence of these
processes, there is a significant impairment of systolic and diastolic cardiac function, and a significantly more
frequent (twofold difference) development of Killip class III-IV AHF. The identified robust and direct correlation
between the AHF class and cardiohemodynamic parameters (r=0.383-0.764) supports the rationale for prescribing
cardiocytoprotective therapy. This study is to demonstrate that the high insulin resistance index (> 2.7) in patients
with MS + STEMI is associated with more pronounced manifestations of such metabolic disorders as atherogenic



dyslipidemia (the atherogenicity coefficient increases to 4.0), predominance of lipid peroxidation over the
protective capacity of antioxidant enzyme systems, endothelial dysfunction and activation of systemic
inflammatory response. As an ultimate result, this leads to enhanced abnormal processes in the heart and its
functional impairment. This study is to demonstrate that enhancement of the treatment program for patients with
ACS (STEMI) combined with MS and insulin resistance with the SGLT2 inhibitor dapagliflozin and L-arginine /L-
carnitine combination ensured an improvement of clinical course of concomitant disease and a significant
reduction in the frequency of life-threatening complications of ACS through reducing insulin resistance,
compensation of carbohydrate metabolism and the cardioprotective effects of drugs. This was associated with
restored endothelial function of blood vessels, improved cardiac contractility, reduced manifestations of systemic
inflammatory response and improved functional capacity of antioxidant defense systems of the body.
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