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Pedepar:

1. Po6oTa mpucBsiueHa BUBYEHHIO PO3BUTKY I1OCTHATAJILHOTO MiOKap[ia, afanTallii JOpOCI0ro CepLs 40 TPUBAINX
(}i3sMYHNX HaBaHTa>XXEHb Ta PO3BUTKY rinepTpodii 32 yMOB reTepo3UroTHOI feJelii rena b-kateHiny. 3
BHMKOPHCTaHHSIM MOJI€Jli YMOBHO-HOKAYTHHUX TBApMH OYJIO [10Ka3aHo, 0 AedinuT reHa b-kareHiny y
KapzioMiolMTax CIpUYMHSIE 3aTPUMKY POCTY JOPOCJIOTO CEPLsl, OIHAK aCOLII0ETHCS 3 TrinepTpOoPiuHUM POCTOM
MioKapa 3 BikOM. byJi0 BCTaHOBJIEHO 3HMKEHHS PiBHSI aKTUBHOCTI KAaHOHIYHOro Wnt IIsIXy y TBApUH YCiX BIKOBUX
IPyII IOPiBHSIHO 3 KOHTPOJISIMU. [IpUrHiueHHs curHaibHOI QyHKIii KaHOHIYHOro Wnt CUrHaIiHTy CIPUYMHSIE
3aTPUMKY aKTMBHOCTI METa00J1i3My KyJIbTypU KapAiOMiOLMTIB Ta PO3BUTKY rillepTpo(ivHOi BiAIOBIifi KIiTHH,
[IOPYIIEHHS TepMiHaibHOrO AudepeHiloBaHHS KapAioMionuTiB. JJocmimkeHHs 30aTHOCTI MioKapia afanTyBaTUCh
[0 TpYBanux (PisMYHUX HAaBaHTAXXEHb 32 YMOBU reTepO3UrOTHOI Aesiellii reHa b-KaTeHiHy BUSBUJIO, 110 HASIBHICTb
CUTHAJIBHOI aKTUBHOCTI b-KaTeHiHy HaBiTh Ha 6a3aJIbHOMY PiBHi € HEOOXiJHOIO YMOBOIO AJ1s1 €(DeKTUBHOI afjanTallii

IIOPOCJIOTO Ceplis 40 TpUBAIuX (i3sMYHUX HABAHTKEHb



2. The study presented in this thesis is devoted to the research of the influence of b-catenin gene
haploinsufficiency on the postnatal heart maturation and development as well as heart adaptation to prolonged
physical training and hypertrophy. The b-catenin protein is well known as a main mediator of canonical Wnt/b-
catenin signaling pathway on one hand and as a component of adherent junction on the other. The experimental
evidence suggests the level of this protein to be critically important for the heart embryogenesis and development.
So literature data concerning Wnt pathway role for postnatal heart function are quite controversial. The
conditional knock-out animals were used. The gene expression experiments were performed using gPCR. The
active protein forms expression was determined using Western blotting. The paraffin sections were stained with
H&E and Masson's trichrome staining. The swimming test was adapted to model physical training. The primary
cultures of cardiomyocytes isolated from transgenic animals were used for physiological activity measurements
(MTT-test) and for cytological analysis. The primary cell cultures were stained with H&E staining. The statistical
analysis of literature data (meta-analysis) was performed using linear regression and ANOVA. The effect size (g)
was estimated using Eta squared. The experimental data statistical significance was also estimated using ANOVA.
Using the transgenic b-catenin conditional knock-out animals the gene deficit was shown to provoke the adult
heart maturation delay though at the same time the upregulation of hypertrophic genes was registered. The
hypertrophic genes (known also as fetal) are associated with heart growth. The upregulation of fetal genes
expression (ANP, BNP and b-MHC) was registered in the b-catenin haploinsufficient animal myocardium at the age
of 1and 3 months comparing to control animals. The downregulation of fetal genes ANP and BNP was also revealed
in the myocardium with heterozygous deletion of b-catenin gene in animals at the age of 6 months comparing to
the control ones, though the expression of b-MHC gene was still higher in mutants myocardium. The expression of
TCF4 gene was shown to be higher in the myocardium of b-catenin haploinsufficient animals at all studied age
points comparing to corresponding control. These observations point to the downregulation of canonical Wnt
pathway in heart muscle under the condition studied. Also the c-fos, c-myc and cyclin D1 genes (known target
genes of expression canonical Wnt pathway) expression supported of canonical Wnt pathway activation
determined in previous experiment. The b-catenin gene haploinsufficiency condition and canonical Wnt signaling
downregulation were shown to lead to primary cardiomyocytes metabolic activity decline and cell hypertrophy
delay. The results presented in the thesis point to the important influence canonical Wnt pathway and b-catenin
specifically have on the heart postnatal maturation and shift from fetal to adult genetic program. The canonical
Wnt pathway downregulation causes perturbation in the both terminal differentiation and postnatal heart
formation. The experiments with the myocardium adaptation to physical training under the condition of b-catenin
gene heterozygous deletion revealed that signaling activity of b-catenin at least at basal level is necessary for
normal adult myocardium adaptation. The downregulation of b-catenin signaling activity permits the heart
adaptation only under the condition of canonical Wnt activation as well as increased phosphorylation of ERK1/2
and Akt that are components of MAPK and PI3K-mTOR-dependent signaling pathways. We suggest the
compensatory effect between Wnt and other signaling pathways involved to hypertrophy development potentially
supports the hypertrophy development when the canonical Wnt pathway activity is downregulated. The meta-
analysis of literature data defined the panel of factors (namely, SERCA, different forms of actin, Axin2, c-myc, ANP
and hypertrophic indices) as the most appropriate and statistically significant for hypertrophy development
estimation. The results presented in the thesis expend current conception of b-catenin gene and canonical Wnt
signaling pathway function in the formation, maturation and functioning of postnatal myocardium. The b-catenin
signaling was shown to be critically important for postnatal heart development and for adult myocardium
adaptation to physical training
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