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Pedepar:

1. Incepraliist npucBg4YeHa JOCTiIPKEHHIO IIPOLeCiB He()epMEHTATUBHUX MOCTTPAHCISILINHNUX MoandiKaLliil 6iKiB
32 YMOB PO3BUTKY Kap6oHinbHO-oKkucHoro crpecy (KOC) y mypiB 3 ekclieprMeHTaIbHOIO ileMiero Miokapza i
BU3HAYEHHIO IIJISIXiB 3a1106iraHHsI HEraTUBHMUM HacJjiKaM Iux npouecis. [TokazHuky okucHoi moaudikaiiii 6ikiB
(OMB), piBeHb KiHIIEBUX NPOAYKTIB riikauii Ta AGE-R3, 1m0 € ixHiM penenTopom, akTUBHICTb IPOTEOTITUYHUX Ta
aHTUOKCUAAHTHUX (EepPMEHTIB OCIIiIKyBaanCh y IYPIB 3 aipeHaliH-iHAYKOBaHOIo imemielo Miokapza ta
niTyiTpUH-i3aiprH-iHAYKOBaHUM YIIKOJKEeHHSIM Miokapaa ([1IYM) 3a nii pisHux 3a papMakooriyHUMu
BJIACTMBOCTSIMMU IIpENapariB (KOPBITUH, 2-OKCOTIyTapaT, aMiHOTYaHiiuH, eIJIEpEHOH Ta JOKCULMKIIH).. [JoBeJeHo,
110 BCi 3a3HaveHi mpenapary 3HWXKYTh NposiBr KOC, akTUBYIOUM LJISIXY 3HEIKOKEHHS aKTUBHUX (POPM KUCHIO

Ta iHaKTUBAL{il JUKapOOHIJIbPHUX CIIOJYK, PETYJI0I0YN aKTUBHICTh PEPMEHTIB aHTUOKCUIAHTHOI CUCTEMH, a TaKOX



Ierpagaiio Ta BuBeeHHs npoaykTiB OMB. JocnimkeHHs AGE-R3 MeToioM iMMYHOOGIOTUHTY JJO3BOJIUIIO
BCTAaHOBUTH 3[IATHICTh IIbOTO PELETITOPY [IO OJliromepu3alii. BCTaHOBJI€HO 3MiHM PO3NOiNTy MOHO- Ta OJIIFTOMEPHUX
dopm AGE-R3 npu excriepuMmeHTanbHil imemii Miokapza Ta 3a BIIJIMBY KapZiolpOTEKTOPHUX IIpenaparis, 10
IOCJiIKYBaJIMCh B pOOOTi. 3HAN€Hi 3aKOHOMIPHOCTI MOIJIMOJIIOI0Th Ta PO3MIUPIOIOTH YSIBJIEHHS IPO MOJIEKYJISIPHI
MEXaHi3MU PO3BUTKY CEPLIEBO-CYJUHHUX 3aXBOPIOBAHb TA YCKJIQJAHEHD, 0 BUHMKAIOTb Ha TJIi [MX MAaTOJIOTIYHUX
CTaHiB, i HaalOTh BAXJIKUBY iHPOpPMAalLilo PO LIJIIXU iXHbOI METa00JIiUHO OOIPYHTOBAHOI KOPEKILI.

2. The dissertation is devoted to the study of non-enzymatic post-translational modifications of proteins (OMP)
and identifying ways to prevent the negative effects of these processes under conditions of development of
carbonyl-oxidative stress (COS) in rats with experimental myocardial ischemia. Indicators of OMP, the level of
advanced glycation end products (AGEs), AGE-R3 and the activity of proteolytic and antioxidant enzymes in rats
with epinephrine-induced myocardial ischemia and pituitrine-isoprenaline-induced myocardial damage (PIMD)
were investigated in the work. Exogenous antioxidants, such as quercetin and 2-oxoglutarate; hypoglycemic drug
as aminoguanidine and drugs that can affect the processes of degradation of modified proteins as doxycycline and
epleranone to assess the possible ways of pharmacological correction of metabolic disorders arising from COS
were used. All tested drugs reduce COS, by activating the ways of ROS neutralization and dicarbonyl compounds
inactivation, by regulating the activity of enzymes of the antioxidant system (the level of SOD in erythrocytes of
PIMD- rats almost did not change, activity of catalase in plasma decreased by nearly 5 times, while in contrast, the
activity of glutathioneperoxidase in erythrocytes, increased by 1,5 times), and changing in the proteolytic /anti-
proteolytic balance (MMP9 activity and o2-macroglobulin level significantly increases in blood, whereas MMP2
activity and ol-proteinase inhibitor level increases in heart) and excretion of OMP products. We established that
effects of small doses of doxycycline are comparable to or are greater than the effect of classical antioxidants, such
as aminoguanidine and quercetin, and the use of this drug is promising for the treatment of postinfarction heart
failure. Investigation of the level of AGE-R3 level, which has AGEs scavenger-receptor properties, of allowed us to
establish its ability to the olygomerization and redistribution of AGER-3 forms in experimental myocardial
ischemia. We also showed, that antioxidants and doxycycline reduce, the amount of all AGE-R3 forms, except for
the tetrameric AGE-R3. This form is significantly increased even in comparison to the PIMD-group. The amount of
mono-AGE-R3 decreased tremendously and the level of its oligomeric forms increased after the treatment with Q.
In contrast, amount of mono-AGE-R3 forms increased in 5 times and its oligomerization reduced after the
treatment with E. The results of this study this expand understanding of the molecular mechanisms underlying the
development of cardiovascular diseases and its complications, and provide important information regarding the
ways of their metabolic-based correction.
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