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1. CucteMHi Ta MOJIEKYJIIPHO-TEHETUYHI MEXaHI3MU PEMOZEIIOBAHHS CEPLi Ta OT0 eKCIIEPUMEHTAIbHA Teparlis 3a

IIOTTIOMOTO10 6i0(JIaBOHOITIB.

2. Systemic and molecular genetic mechanisms of cardiac remodeling and its experimental therapy using
bioflavonoids

Pedepar:

1. lnceprauito NPpUCBSIYEHO NOCIIIKEHHIO MEXaHI3MIB PEMOLEJIIOBAHHS CEPLS ITiCJIsl ITOMKOIKEHHS
KOPOHAPOTEHHOIO Ta aJJPEHEPTiYHOrO I'eHe3y Ta 3'9CyBaHHIO MOXKJIMBOCTEN KOPEKIIii MaTOJIOriYHOTO MPOLECy 3a
Z0TIOMOT010 6i0¢1aBOHOIIiB. Briepiie BUKOPHMCTaHO METOJIMKY OLIIHKM 3aJI€KHOCTI TUCKY Bifi 06'eMy JIiBOTO
IIJTyHOYKA y LIyPiB in vivo, Ky 6yJI0 JOIOBHEHO TiCTOJIOTIYHUMU, MOJIEKYJISIPHO-TEHETUYHUMU METOJIaMU.
[IpoBeneHO geTanbHe AOCTIIKEHHS | HaZJlaHO TIOPiBHSJIBHY XapaKTEPUCTUKY ITOKa3HMKIB HACOCHOI, 1iaCTOJIYHOI Ta
CKOpOT/INBOi QYHKIiI MioKapAy y LIypiB 3 MOIIKOIKEHHSIM Ceplisl pi3HOro I'eHe3y. BcTaHOBJIEHO CTYMiHb pearizallii
IIPOTEKTUBHUX MEXaHI3MiB - BiJ] piBHS €KCIIpecii FeHiB 3axMCHUX (HaTPillypeTMYHUX) O1/IKiB Ta ixX peLenTopis 1o
IIPOSIBiB KapAioreHHoi genpecopHoi pedrekTopHoi peakuii. [loBeneHo, mo HacocHa AuchyHKIS cepiis OB sI3aHa

rOJIOBHUM YHMHOM 3 (pi6pOTHYHOIO [1epedyI0BOIO i IOpyLUIeHHIM JiacToJivHoi QyHKIi ceplst mpyu 060X TUIIaxX



NOLIKOJKEHHS y MicsiuHMii TepMiH. O3HaKU NOpPYyLIeHHs AiacTosiuHOi QyHKUII € 6ibll BUPQ)KEHUMU MiCIIs
aJpeHepriyHOro MOMKOKEHHS Ceplis, 0 KOopeJloe 3 6ibil 3HayHUM (Pibpo3om cepis (14,6+1,5% Bin nowii siBoro
IIJTYHOUYKa) IIpOTH 7,73+2,3% npyu KOpoHaporeHHii narosorii (p<0,05). Pazom 3 1M, y TBApUH 3i 3HAYHOIO
($i6pOoTHYHOIO NTepeby0BOI0 Bifl0YBAE€THCS IOCUJIEHHS CKOPOTINBOI (QYHKI{] cepls, [0 Mae, Ha HAIY AYMKY,
KOMIIEHCATOPHUU Xapakrep. Briepiue nokasaHo, 110 BillIOBib FeHETUYHOTIO anapary KJIiTHH CEpLs IiCIs
KOPOHAPOTE€HHOTO Ta aJIPEHEPTiYHOrO MOMKOKEHHS CYTTEBO BiIPi3HIETHCA 32 CBOECIO IHTEHCUBHICTIO: PiBEHb
eKCIIpecii reHiB HaTPinypEeTUYHUX MENTULIB Ta iX PELIENITOPIB € 3HaYHO BUIIUM Y IIEPLUIOMY BUIIAKY. Briepiue
[IOKa3aHa BiJHOBJIIOI0YA (IIPOTEKTOPHA) Aist 6i0¢1aBOHOIIB IpU SIBUILAX NIATOJIONIYHOTO PEMOIEIOBAHHS CEPLL.
Kom6inoBaHe 3acTocyBanHs KopsiTuHa i KBepTrHa Ipu3BoguTh 10 3MeHIIeHHS Pi6poTuyHOi epebynoBu
MiOKapzy, 3MEHIIEHHS TOKa3HUKIB )KOPCTKOCTi MioKapAy, MOKpallleHHsI 1iaCTOJIiYHOI Ta HAaCOCHOI PYHKLIi cepiis.
Ki11040Bi cy10Ba: peMOJE/II0OBAaHH CEPLM, EKCIIPECiS TeHiB HATPINyPETUYHUX MENTUIB, EKCIIPECis Te€HIB PELENTOPIB
HaTpilypeTUYHUX NEeNTUIB, 3aJIeKHICTh TUCKY Bifl 06'eéMy JIiBOro MIJIyHOYKA, KOPOHAPOT'€HHE MOIIKOAKEHHS,

aJipeHepriyHe MOUIKOIKEHHsI, CepIieBa HeJOCTaTHICTh, 6iodiaBoHOIAN.

2. The thesis deals with the mechanisms of cardiac remodeling after coronary artery occlusion and isoproterenol
infusion and determines the possibilities of correction of the pathological process by bioflavonoids. For the first
time we used the method of pressure-volume loops in rats in vivo that was supplemented by histological and
molecular genetic methods. A detailed study is performed and comparative characteristics of the pump, diastolic
and contractile function of rat heart with injury of various origins are given. The extent of protective mechanisms
was established - from the mRNA level of genes encoding protective (natriuretic) proteins and their receptors to
the manifestation of cardiogenic depressor reflex reaction. It is shown that the pump dysfunction is associated
mainly with fibrosis and diastolic impairment of the heart in both types of damage in a month. Signs of diastolic
dysfunction is more pronounced after isoproterenol damage, which correlated with more significant fibrosis of the
heart (14,6 + 1,5% of the area of the left ventricle) to 7,73 + 2,3% after coronary artery occlusion (p<0,05). At the
same time, in animals with significant fibrosis the increase in contractile function is observed, which, in our
opinion, serves as compensatory reaction. For the first time it is shown that the response of the genetic apparatus
of cardiac cells after coronary artery occlusion and isoproterenol infusion differs significantly in its intensity: the
gene expression level of natriuretic peptides and their receptors is significantly higher in the first case. For the
first time the restoring (protective) action of bioflavonoids against manifestation of pathological cardiac
remodeling is demonstrated. Combined use of Corvitin and Kvertyn reduces fibrotic remodeling, myocardial
stiffness, improves diastolic and pump function of the heart. Key words: cardiac remodeling, gene expression of
natriuretic peptides, gene expression of receptors of natriuretic peptides, pressure-volume loops, isoproterenol,
coronary artery occlusion, heart failure, bioflavonoids.
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