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Pedepar:

1. luceprarifina po60oTa MpucBsYeHa MiIBUIEHHIO e(PEeKTUBHOCTI MPOMiNIaKTUKY, PAHHBOI JiarHOCTUKHU Ta
IIPOrHO3yBaHHs MaHidecTaljii i BasxkocTi nepebiry nusmeTradosiyHoi HedponaTii y AiTeil MIIxoM yTOYHEHHS
reHETUYHUX Ta ellireHeTUYHUX (aKTopiB y ii natorenesi. [IpeacTaBieHn KOHCOiIOBAaHNY iHTErPOBAHMI MiAXinA 0O
BCTaHOBJIEHHS MOCJIiJOBHUX JIAHOK IIaTOT€He3y AU3MeTabo0iqHoi Hedponarii y AiTeil 3 BU3HaU€HUM FeHETUYHUM
¢oHOM i 1if BIIJIMBOM BCTAHOBJIEHUX HETaTUBHUX €MireHeTUYHUX (PaKTOpiB, 10 My Ha eMOPioH i i,
AQHTEHATAJILHO Ta ITIOCTHATAJIBHO. [liITBEPIKEHO TiNoTe3y, 10 YUCIIEHH] aHTe- Ta IOCTHATAJIbHI €Ilir€ HeTUYHI
(pakTOpU rpaloTh NMPOBiTHY POJIb Y iHiLiI0BaHHI AU3MeTab0iYHOi HeponaTii B IiTeil, KOMIIJIEKCHO BUBYEHI i
BCTAHOBJIEHI aHTEHATAaJIbHi Ta IOCTHATAJIbHI elireHeTH4Hi GaKTopy PU3UKY, SKi B CUITy aAUTUBHOTO edeKTy
cripryuHUIM GOPMYBaHHS B JiiTell CUHIPOMY HeaudepeHLiioBaHOi JucIlasii Criosy4YHOoI TKAaHUHY, 1110 CTaB
HiArpyHTSIM 17151 GOPMYBaHHS 1M3MeTa00J1idHOI Heppomarii y AiTel i 3yMOBUB CXUJIbHICTb 0 6i/bLI BAXKYOTO ii
nepe6iry. Haii6inpi 3HaYyIMMY aHTEHATaIbHUMU elireHeTUYHNMU PaKTOPaMu BUSBUINCh: 3aIpo3a [1IepepUBaHHS

BariTHOCTI Ha ii paHHiX TepMiHaX, recto3 [-oi Ta II-0i N0JI0BMH BariTHOCTI, aHeMisl BariTHOi, BXKMBAHHS aJIKOTOJIIO Ta



TIOTIOHONAJIiHHA 6aTbKiB, p060Ta MaTepi Mifl 4ac BariTHOCTI 3a KOMITIOTEPOM, HasIBHICTb XPOHIYHUX 3aXBOPIOBAHb Y
marepi, KOHTaKT 6aTbKiB 3 IPOMUCIOBUM IIUJIOM i IIyMOM Ta BakKa (iswyHa Mpars, o MPU3BOIASTD JO MilOKCii
nsnopa. [TpoBifHUMU [IOCTHATAJIbHUMU €NireHeTUYHUMU (PaKTOpaMH, SIKi 3yMOBUJIU HE TiJIbKU NPOSBY, aje i iyl
BOXXKUI NIepeoir 1n3meTabos1ivHoi He(pomnartii BUSIBUIMCh: HU3bKA Maca Tijla IpY HapOKEHHI, paHHE IITyYHE
BUTOJIOBYBaHHS, yacTi ['P3, aroniuHnii giates Ta ¢izionoriyHa >kOBTAHULS, a B [IOAAJBIIOMY KUTTI - HAsSBHICTb
CYIIyTHIX 3aXBOPIOBaHb, TAKUX SIK XPOHIUHMI TOH3UJIIT, Kapiec 3y6iB, yacTi ['P3, XxpoHiUHUI racTpuT, aTollis Ta
XPOHIYHUM XOJIELIUCTUT, 1110 BUKJIMKAJIO BiICTaBaHHS 3HAYHOI KiJIbKOCTI JiTeil 3 BAXKYUM Nepebirom
IM3MeTadosiuHoi Hedponarii y PisMdHOMY PO3BUTKY.BCTaHOBIIEHO, 10 reHETUYHUME (PaKTOpaMy peatizanii
Iv3MeTabosiuHoi HedpornaTii € HOCIIICTBO reTepo3uroTHOr0 reHoTuUIly nostimopgHoro jokycy Taq I rena VDR3 Tt,,
HOCIMCTBO IUTHUHOIO T€TePO3UTOTHOTO FeHOTHUIlY Ios1imopdHoro jokycy Apal reHa VDR3 AA acouitoeTscst 3
PU3MKOM 3aXBOPITH Ha JU3MeTa00JiuHy HedponaTiio. PU3MK PO3BUTKY NU3MeTab0iuHOI HedponaTii € HallBUIIUM Y
nitedt 3 rarstotunioMm TtAA. HocifictBo nenenivinux anesninis renis GSTT10/0 ta GSTM1 0/0 acouitooTbcs 3i
CXWJIBbHICTIO 10 Au3MeTabosiyHoi Hegpomnartii, neneuniiisi anesni reny GSTT1 0/0 ta GSTM1 0/0 sk reHa-

Mmogu@ikaTopa y naToreHesi qu3meTadbosiyHoi Hepponarii.

2. The dissertation is devoted to increasing the effectiveness of prevention, early diagnosis, and prediction of the
manifestation and severity of dysmetabolic nephropathy in children by clarifying the genetic and epigenetic
factors in its pathogenesis. A consolidated integrated approach to establishing the sequential links of the
pathogenesis of dysmetabolic nephropathy in children with a defined genetic background and under the influence
of established negative epigenetic factors that acted on the embryo and fetus antenatally and postnatally is
presented. The hypothesis that numerous ante- and postnatal epigenetic factors play a leading role in the
initiation of dysmetabolic nephropathy in children has been confirmed, antenatal and postnatal epigenetic risk
factors have been comprehensively studied and established, which, due to the additive effect, caused the
formation of undifferentiated connective tissue dysplasia syndrome in children, which became the basis for the
formation of dysmetabolic nephropathy in children and caused a predisposition to its more severe course. The
most significant antenatal epigenetic factors were: the threat of early pregnancy termination, gestosis of the first
and second half of pregnancy, anemia of the pregnant woman, alcohol consumption and smoking of the parents,
the mother's work during pregnancy at the computer, the presence of chronic diseases in the mother, the parents’
contact with industrial dust and noise, and heavy physical labor, which lead to fetal hypoxia. The leading postnatal
epigenetic factors that caused not only the manifestation, but also a more severe course of dysmetabolic
nephropathy were: low body weight at birth, early artificial feeding, frequent acute respiratory infections, atopic
diathesis and physiological jaundice, and in later life - the presence of concomitant diseases, such as chronic
tonsillitis, dental caries, frequent acute respiratory infections, chronic gastritis, atopy and chronic cholecystitis,
which caused a significant number of children with a more severe course of dysmetabolic nephropathy to lag in
physical development. It has been established that the genetic factors for the implementation of dysmetabolic
nephropathy are the carrier of the heterozygous genotype of the polymorphic locus Taq I of the VDR3 gene Tt,, the
carrier of the heterozygous genotype of the polymorphic locus Apal of the VDR3 gene AA by a child is associated
with the risk of developing dysmetabolic nephropathy. The risk of developing dysmetabolic nephropathy is highest
in children with the TtAA haplotype. Carriership of deletion alleles of the GSTT1 0/0 and GSTM1 0/0 genes is
associated with a predisposition to dysmetabolic nephropathy, deletion alleles of the GSTT1 0/0 and GSTM10/0
genes as a modifier gene in the pathogenesis of dysmetabolic nephropathy.
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