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Pedepar:

1. Incepraniiina po60Ta IpUCBIY€Ha ONTUMI3allii NporpaMu JIiKyBaHHS Ta 3HWDKEHHIO YaCTOTU KUTTEBO
3arpo3JIMBUX YCKJIQAHEHb B PAHHbOMY I1€pioAi iHpapKTy MioKkap[a, 1[0 PO3BUBCS Ha TJIi META00IIYHOTO CUHAPOMY,
IIJISIXOM KOPeKLii MeTabosiyH1K, reMOJMHAMIYHUX Ta eHI0Te lialbHUX IIOpyLIeHb 3aCTOCyBaHHIM L-aprininy /L-
KapHiTUHY Ta iH6iTopa H3KTI'-2 nanarnidio3uny. BusHaueHO NaToreHeTUYHi MeXaHi3MU B3a€MOOOTSDKYI0UOT0

nepe6iry iHgapkTy Miokapga B noegHaHHi 3 MC, BiobpakeHO poJib iHCYJIiHOPE3UCTEHTHOCTI B MOPYILIEHHI



aKTUBHOCTI [IPOLIECiB BiILHOPAAMKATILHOTO OKUCHEHHS JIiNifiB, eHfoTenianbHoi guchyHKLii Ta HaAMIpHOI aKTUBallii
CHCTEMHOI 3anasbHOI BiANOBIf], sIKi aCOLil0BaNnCh 3 KJIiHIYHUMEU, CTPYKTYPHO-(PYHKLIOHATBHUMHU i 1TaGOpaTOPHUMU
0COOJIMBOCTSIMU Iepebiry rocTporo KOpOHapHOro CUHAPOMY (iHpapKTy MioKapza) Ha TJIi MeTabosiyHOTO
CHUHJIpOMY. YTOUHEHO, o ocobuBicTio nepebdiry STEMI 3a HagBHOCTI MC € 1oCTOBipHO 6isbla 4acTKa ocib, sKi
MAaIOTh aTUIOBI KJIiHi4Hi nposiBu IM (BifcyTHiCTb 607110 260 10r0 aTUIIOBA JIoKali3allis/ippaziauis, nepeBakaHHs
03HaK roCTpOi ceplLieBOi HelOCTATHOCTI, 3aJMIIKY, BiIUyTTs «HEeCTayi OBITPsI»), 1110 MOKe 3aTPyLHIOBATU
CBO€YACHICTb [IiarHOCTUKM Ta IIOYATKY JIiKYBaHHS. Y TaKUX KOMOPOiJHUX MallieHTiB BiIMiY€HO OCTOBIpPHO YacTille
6araTOCyiJMHHi Ta FeMOJVMHAMIYHO 3HAa4MMi yPaKE€HHS BiHLIEBUX apTepil, 10 CyNPOBOAKYBAIOCDH BipOTiTHO
YaCTIiIIMM PO3BUTKOM TaKUX )KUTTEBO 3arpPO3JIMBUX YCKIanHeHb sk roctpa CH III-1V ®K, kpuTH4Hi nopyueHHs
PUTMY Ta NPOBiTHOCTI cepus, roctpa anespusma JIIII, paHHs nicisiHpapKTHA CTEHOKApAis Ta
€MiCTeHOKApAUTUYHUI NIepUKapanT. BcranosieHo, mo y xBopux Ha [KC(STEMI) B noennansi 3 MC ta
iHCY/IiIHOPE3UCTEHTHICTIO, TOPiIBHIHO 3 ManieHTaMmu 3 i3osboBaHnM ['KC, mocToBipHO 6inbuie 3pocTtaioTs IMMuin Ta
1toro o6’eM 3a paxyHoK rineprpogii Ta pemopnentosanns JIIII, a HaciAKOM LIUX NPOLECIB € CYTTEBE OPYIIEHHS
CHCTOJIO-[1iaCTO/IiYHOI (PyHKLIi cepis i JocToBipHO yacTimuil (y 2 pasu) po3sutok I'CH Killip III-1Y ct. BusiBneHnii
TiCHMI NIpsIMUIL KOpesLiiiHui 38'130K Kiacy ['CH i3 napameTpamu kapaioremogunamiku (r=0,383-0,764)
OOTrpYHTOBYE JOLJIbHICTh IIPU3HAYEHHSI KapiOIUTOIPOTEKTOPHOI Tepartii. [TokazaHo, [0 BUCOKUH iHeKC
iHCysliHOpe3uCcTeHTHOCTI (1ToHay, 2,7) y xBopux Ha MC ta STEMI acouitoeTbcs 3 6is1bll BUPpaXXEHMMU MTPOSIBAMU TaKUX
MeTabo0JIiYHUX IOPYLIEHB SIK aTEPOreHHa Juciinifemis (Kkoe@illieHT aTepOreHHOCTi 3pocTae 110 4,0), nepeBaKaHHIM
MpoleciB NepoKCUAALLil JiMifiB HaJ, 3aXUCHOIO 3[aTHICTIO aHTUOKCUIAHTHUX (PEPMEHTHUX CUCTEM,
eHJIoTeJliaIbHO0 AUC(YHKLIEIO i akTHUBalli€l0 CUCTEMHOI 3anabHOi BiATIOBIf|, 10 B KiHIIEBOMY pe3yJIbTaTi
IIPU3BOJUTH 10 IOCUJIEHHS NATOJIOTIYHUX IIPOLIECIB y cepli i ioro pyHKIioHaNIbHOI HEAOCTATHOCTI. [JoBefieHo, 0
BKJIIOYEHHS B Iporpamy JlikyBaHHs XxBopux Ha ['KC(STEMI) B noepnanHi 3 MC Ta iHCYJIiIHOPE3UCTEHTHICTIO
inriditopa H3KTI'-2 ganarmnidso3uny Ta L-apridin-L-KapHITMHOBOrO KOMILJIEKCY 3abe3Ieyuye MOKpaIleHHs
KJIiHIYHOro nepe6iry Komop6iHOi aTosorii Ta BiporigHe 3MeHIIEeHHS YaCTOTU PO3BUTKY >KUTTEBO 3aIPO3JIUBUX
ycknagHeHb 'KC 3a paxyHOK 3HMKEHHS iHCYJIiIHOPE3UCTEHTHOCTI, KOMIIEHCAllii ByTrJIeBOJHOTO OOMiHY Ta
KapioIpOTEKTOPHOI [l Ipernaparis, [0 aCOLI0ETHCS 3 BiITHOBIEHHSIM €HI0TeianbHOI QYHKL{i CyauH,
[IOKpAaIlleHHSIM CKOPOTJ/INBOiI QYHKII{i ceplist, 3SHUKEHHSIM IIPOSIBiB CUCTEMHOTO 3aI1aJIbHOTO CUHAPOMY i

HOopMasisanieo QyHKIIOHaNbHOI 34aTHOCTI aHTUOKCUJAHTHUX CUCTEM 3aXUCTY OpPraHi3my.

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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