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1. IndpepeHuifioBannil Migxif, 10 BUOOPY iHri6ITOPIB aHTIOTEH3NHIIEPETBOPIOBAILHOIO (PEPMEHTY [J1s1 KOpe-KIii
nicgiH(papKTHOrO peMOoe0BaHHS i popMyBaHHS MiCISiHPAPKTHOTO Cepls y XBOPUX 3 IIyKPOBUM Ji-abeToM Ta

apTepiasnbHOIO TillePTEeH3ie

2. Differentiated Approach to the Choice of Angiotensin-Converting Enzyme Inhibitors for the Correction of
Postinfarction Remodeling and Formation of Postinfarction Heart in Diabetes Mellitus and Arterial Hyper-tension
Patients

Pedepar:

1. Incepraiifina po60Ta IpUCBsY€Ha BUBYEHIO BIUIMBY NIpenapaTiB 3 IPyNHu iHribiTOPiB
AHTIOTEH3MHIIEPETBOPIOI0YO-TO (PEPMEHTY - paMiNpuiy, NepuHAONpUiy abo 30¢peHoNnpuIy Ha nepeodir
nicasgiHdapKTHOrO peMoJeloBaHHS Ce-PIisl a TAKOXX Ha PO3BUTOK CEPLE€BOi HEJOCTATHOCTI Y MAlli€HTiB, 110

IIepeHecsy rocTpull iHPapKT MioKkapa Ta BU->KMBaHICTb TaKKMX XBOPHUX, 3aCTOCOBYIOUM KOMILJIEKCHY Teparliio



indapkry miokapga. Ins peasnizalii mocTaBieHOI MeTU B XOZi AUCEPTALINHOI pO60TH HaMU 6YyJI0 0O6CTEXEHO 455
XBOpUX Ha iHpapKT Miokappa 3 [OCTaTHIM KOM-TIJIAEHCOM 32 BXKMBAHHSIM IIPerapaTiB Ipynu iHri6iTopis
aHTiOTEeH3MHIIEPETBOPIOIOYOro (PEPMEHTY, 30KpeMa paMi-Ipuily, NEPUHIONPUIY abo 30¢peHonpuy. Yci namieHTu
OTpUMyBasu 6a30By OLHOTUIIHY Tepamilo iHpapKTy Mio-KapAa (CTaTUHY, aHTUKOATYJISIHTY, aHTUTPOMOOLIUTAPHI
3acobu, 13-aipeHo6I0KATOPH) i BipisHAINCS JIMIIEe 332 IPU3HAUYEHHSM [IpenapariB rpynu iHri6iTopis
aHTiOTeH3MHIIepeTBOpIOBaibHOrO hepmeHTy — paminpuiy (1 rpyna, n=232), nepuHgonpuiy (2 rpymna, n=171) aéo
3o(enonpuny (3 rpymna, n=52). ¥ 59% Bunazkis B rocTpomy Iepi-ogi inpapkty miokapsa 6ys0 BUKOHaAHO
[epKyTaHHe KOPOHAapHE BTPy4YaHHs. Y BUKOHAHOMY HaMM JIOCJIiIKeHHi IIPOBEAEHO KIIiHiYHEe OOCTEXXEHHs Mali€HTIB,
a TakoX (PyHKIiOHATIbHO-JIa00paTOPHE BU3HAYEHHS [10Ka3HNUKiB e(e-KTUBHOCTI 3aCTOCYBaHHSI [IOPiBHIOBAHUX
Pi3HUX iHTi6ITOPIB aHIIOTEH3MHIIEPETBOPIOBAILHOIO Y TOCTPOMY Nepioai iHdapKTy Miokapza, a 3rofioM i y
BiZjajJieHOMYy MicJgiH(papKTHOMY IIepiofli, BAKOPUCTOBYIOUM TEPMiHM CIIOCTE-PEXKEHHSI — Iepia f06a Mics
PO3BUTKY rocTporo iHdapKty Miokapza, 3 micsaui Ta 24 micsui micis nepenecenoro iHdapkry miokapza. [Ipu
BMBYEHHI B3aeMO3B's13KiB N-TepMiHa/IbHOIO TPOMO3KOBOr0 HaTpitypetuyHoro nentuay (Nt-proBNP) y nepiui Tpu
Mics1ii MicyIsl IepeHeCceHOoro BIeplle roCTPoro iH(papKTy Miokapaa 3 mpouecamu (pop-MyBaHHS IicysiiHpapKTHOrO
cepls, HaMU BUSIBJIEHO YiTKi KOpeJsLii 3 MOP(POQYHKIIOHATbMU XapaKTePUCTUKAMU MiOKapza 3a JaHUMU
IMHAMIYHOI €XOKapZioCKoIlii, 30KpeMa 3a po3Mipamu PaBoro Ta JiBOro LIIYHOYKIB Ceplisi, TOBIIMHOIO CTiHOK
MioKapza JIiBOro HJIyHO4YKa Ta MOro Macol0, BEJIMYMHOIO CUCTOJIIYHOTO YKOPOYEHHS JIiIBOTO HIJIyHOUYKa. Yepes 3
Micsni nicisiH@apKTHOTro nepiofy, Ha TJli 3aCTOCYBAaHHS YCiX TPbOX AOCJIIPKyBaHMX IIpeNa-paTiB IPyNH iHTi6iTOPIB
QHTiOTEH3MHIIEPETBOPIOBATIBHOTO (EPMEHTY, LOCITHYTO 3HMKEHHS PiBHIB Nt-proBNP B KpoBi nauieHTiB, IpoTe
Jauie y rpymi XBOPUX, SKi OTpUMyBaiy 30(peHONpUIl, AUHaMiKa 3HUKEHHS LIbOro MapKepa PO3BUTKY CEepLieBOi
HEeJIOCTAaTHOCTI BUSIBUJIACh JOCTOBipHOMIO (R2=0,895). lnHamiuHe Bu3HaUYeHHs piBHs Nt-proBNP y nponeci paHHbOro
nicsAiH(apKTHOTO PEMOJEIIIOBAHHS CEPLS JO3BOJIMIIO ONTAMI3yBaTH BUOIp KapAiOo-TIPOTEKTUBHUX IIPEIAPAaTiB B
JIiKyBaHH] MallieHTiB, 30KpeMa JIikapCbKMMU 3aC00aMu TPYIH iHTi6ITOPIB aHTiOTEeH-3UHIIEPETBOPIOBAILHOIO
depMeHTy, Ta BU3HAUYMUJIO IpedepeHLiii 0 3aCTOCYBaHHs IIpenapary 30peHOIpUiy y Ko-MOpOiHUX 3
apTepianbHOIO riepTeHsielo Ta LYKPOBUM JjiabeToM 2 TUILY XBOPUX 7151 JOCSITHEHHSI METH TONepe - KeHH
PO3BUTKY XPOHIYHOI CepLeBOi HELOCTATHOCTI. Ha 3aBepiuasbHOMY eTarli JOCJIiI)KEHHSI HAMU [IPOBELEHO
PETPOCIEKTUBHUN aHaJIi3 BUKUBAHOCTI MAli€HTiB Ha TJIi 3aCTOCYBaHHS NOCJII)KYBaHMX HAMU IIPEIaparis rpynu
iHriGiTOPiB aHIIOTEH3MHIIEPETBOPIOBAIILHOTO (EPMEHTY B KOMILJIEKCHIl Teparii iHpapKTy Miokapja, OCKiIbKU
o1jiHKa e(EKTUBHOCTI JIIKyBaHHS Y Cy4aCHUX 6AaraTOLIEHTPOBUX PAaHAOMI30BaHUX KJIiHIYHUX JOCIIIPKEHHSIX OLli-
HIOETBCS, SIK IIPaBUJIO, 32 KiHII€BUMY TOUYKaMU. AHaJIi3 BUKMBAHOCTI IiCJIsi FOCTPOro iHPapKTy Miokapza IpoBeIeHO
3a metopukolo Kaplan-Meier, orpu-mana rpadiuHa Moziesb BUDKUBAHHS, BiJIbHOTO BiJ] CEPLI€BO-CYJMHHUX MO y
XBOpHX 1, 2, 3 rpyn BUSBUIJIACh 10-CTOBipHOIO (02=17,74, p<0,001) 3 Ha¥KpalMM BMXMBAaHHSM Y XBOPHX, SIKUM Y
rocTpuii nepioz iHdapkTy miokap-aa 6ys10 IPU3HA4€HO 30()EHONPUIL

2. The dissertation presents the study of ramipril, perindopril or zofenopril effects on postinfarction remodeling of
the heart, development of heart failure and survival rate of patients on the background of myocardial infarction
(MI) complex therapy. The subject of increasing treatment efficiency in MI patients by differentiated use of
Angiotensin-Converting Enzyme (ACE) inhibitors (ramipril, perindopril or zofenopril) in comorbidity condi-tions
with arterial hypertension and diabetes mellitus was under study. 455 patients with sufficient ACE inhibi-tor
compliance were examined to achieve this goal. All patients received basic MI therapy (statins, anticoagu-lants,
antiplatelet agents, f3-adrenoblockers) and differed only in the administration of ACE inhibitors - rami-pril (group
1, n=232), perindopril (group 2, n=171) or zofenopril (group 3, n=52). Percutaneous coronary inter-vention was
performed in 59 %. Clinical and functional-laboratory determination of efficacy application indi-ces of different
compared ACE inhibitors in acute period of MI, and then in the remote postinfarction period, using the terms - the
first day after the development of acute MI, 3 months and 24 months after MI was per-formed. By anthropometric,
age, gender characteristics, risk factors, comorbidity indices, and initial clinical, la-boratory, and functional
indices, inclination to treatment, groups were comparable. Studying the relationship of Nt-proBNP with the
processes of postinfarction heart formation in the first three months after MI, we have re-vealed clear correlations
with morpho-functional characteristics of the myocardium, according to dynamic echocardioscopy data,



especially for ventricles size, myocardial wall thickness and its mass, systolic value of the left ventricle contraction.
Nt-proBNP levels were decreased using all ACE inhibitors after 3 months of postinfarction period, but only in
zofenopril group the reduction dynamics of this heart failure marker was sig-nificant (R2=0.895). Dynamic
determination of Nt-proBNP during early post-infarction heart remodeling has optimized the choice of
cardioprotective drugs, in particular ACE inhibitors, and identified preferences for the use of zofenopril in
comorbid patients to prevent the development of chronic heart failure. Survival rate analy-sis after acute
myocardial infarction was performed according to Kaplan-Meier method, the obtained graphical model of survival
rate independent from cardiovascular occurrence in patients of the 1st,2nd,3rd groups was reli-able (02=17,74,
p<0,001) with the best survival rate of zofenopril prescribed patients in acute period of MI. Di-agnostic significance
of natriuretic peptides determination, especially Nt-proBNP for the detection of asymp-tomatic left ventricular
dysfunction on the background of myocardial infarction in concomitant arterial hyper-tension and diabetes
mellitus patients has been established. It is proved that Nt-proBNP dynamics during the first three months after
myocardial infarction is significantly related to long-term prognosis of comorbid pa-tient’s survival rate. Optimal
hemodynamic profile was established in prescribing zofenopril from the first day of myocardial infarction - no
initial sharp decrease in arterial blood pressure and significant variations of heart rate, prevention of myocardial
infarction expansion by the dynamics of echocardioscopic indices of postinfarc-tion heart remodeling in
prolonged observation perspective up to 24 months. Better antiischemic activity was confirmed in zofenopril
comparing with the studied ACE inhibitors - ramipril and especially perindopril, that was manifested by a lower
incidence of postinfarction angina pectoris and in minimal need for additional ad-ministration of nitrates to relieve
and prevent pain syndrome. For the first time, a comparative analysis of long-term survival rate after myocardial
infarction was performed by direct comparison of three ACE inhibitors - ramipril, perindopril and zofenopril,
which have the largest evidence base of use in myocardial infarction. Pref-erences of zofenopril choice for
complex therapy of myocardial infarction in comorbidity with arterial hyper-tension and diabetes mellitus are
substantiated.
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