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Pedepar:

1. Inceprauiiina po60Ta IpUCBSY€EHA NiABUILIEHHIO €PEeKTUBHOCTI TPOQiIakKTUKY, PaHHbOI AiarHOCTUKU Ta
IIPOTHO3YBaHHS MaHi(ecTalii i BAXKKOCTi nepebiry qu3meTadosivHoi Hepponarii y AiTel MIIXOM YyTOYHEHHS
reHeTUYHMX Ta ellireHeTHIHNX GakTopiB y ii matorenesi. [IpepcTaBieHnii KOHCOMiIOBAaHM iHTErPOBAaHMI MiAXin 0o
BCTaHOBJIEHHSI [10CJIiJOBHUX JIAHOK [TaTOT€He3y Nu3MeTabosiuHoi HedponaTii y miTeil 3 BU3HaYeHUM reHeTUYHUM
(OHOM i Nif, BIVINBOM BCTAaHOBJIEHUX HETAaTUBHUX €Ir€HeTUYHNX (PAKTOPIB, IO AisIv Ha eMOPIioH i mif
AQHTEHATAJILHO Ta [IOCTHATAJNILHO. [lifTBEPAKEHO TiNOTE3Y, 10 YUCJIEHHI aHTEe- Ta [IOCTHATAJIbHI €lir€eHeTUYHI
(daxTopu rparoTh NPOBiTHY POJIb Y iHIl{IOBaHHI A13MeTaboJiuHOi Hedpomnartii B fiTell, KOMIIJIEKCHO BUBYEH i
BCTAHOBJIEHI aHTEHATaJIbHi Ta IOCTHATAJIbHI ellireHeTU4Hi (PaKToOpy PU3UKY, SKi B CUITY aAUTUBHOTO eEeKTy

CIIpMYMHUIN (OPMYBAHHS B [iT€ll CUHIPOMY Heau(EePEeHUiN0BAaHOI JUCIIA3ii CIIOyYHOI TKAHMHH, 10 CTaB



HiArpyHTSM 17151 GOPMYBaHHS IM3METa00Ji4HOI HepOomarTii y AiTel i 3yMOBUB CXUJIbHICTb O 6i/1bII BAXKYOrO ii
nepeo6iry. Haii6i1b1 3Ha4yMMY aHTEHATAIbHAMU €TireHEeTUYHUMU (PaKTOpaMU BUSIBUJIMCh: 3arpo3a epeprUBaHHS
BariTHOCTI Ha ii paHHiX TepMiHaX, rectos [-oi Ta II-0i 10JI0BMH BariTHOCTI, aHeMisl BariTHOI, BXKMBAHHS aJIKOTOJIO Ta
TIOTIOHOMAJIiHHA 6aTbKiB, po60Ta MaTepi Mif 4ac BariTHOCTI 3a KOMITIOTEPOM, HasIBHICTb XPOHIYHUX 3aXBOPIOBAHb Y
Marepi, KOHTaKT 6aTbKiB 3 IPOMUCIIOBUM MUJIOM i HIyMOM Ta BaXKKa (PisvyHa Npalis, Mo NpU3BOLATb 1O TiMoKCii
nsnopa. [TpoBifHUMMU [TOCTHATaJIbHUMU ellireHeTUYHUMU (PaKTOpaMH, SIKi 3yMOBUJIU He TiJIbKU NPOSBY, aje i 6isbi
BOXXKUI NIepeobir 1u3meTabosiuHoi Heponartii BUSIBUIMCh: HU3bKa Maca Tijla IpU HapOKEHHI, paHHE LITYYHE
BUTO/I0BYBaHHS, yacTi ['P3, aToniuHuii miates Ta ¢isiosoriyHa XOBTSHUILS, a B TOJAJIBIIOMY >KUTTI - HAsBHICTb
CYIIyTHIX 3aXBOPIOBaHb, TaKUX SIK XPOHIUHMI TOH3WJIIT, Kapiec 3y6iB, yacti 'P3, XxpoHiUHUI racTpuT, aTorlis Ta
XPOHIYHUM XOJIELIUCTUT, 1110 BUKJIMKAJIO BiICTaBaHHS 3HAYHOI KiJIbKOCTI JiTeil 3 BAXKYUM nepebirom
IV3MeTadosiuHoi Hedponarii y pisndHOMYy pO3BUTKY.BCTaHOBIIEHO, 10 reHETUYHUMU (PaKTOpaMuy peatizauii
Iv3MeTabosiuHoi HedpornaTii € HOCIFICTBO reTepo3nroTHOrO reHoTuIly nosiMopdHoro jokycy Taq I rena VDR3 Tt,,
HOCINCTBO IUTHUHOIO T€TePO3UTOTHOTO reHOTHUIlY I1oJ1iMmopdHoro yiokycy Apal reHa VDR3 AA acouitoeTscs 3
PU3UKOM 3aXBOPITH Ha JU3MeTa00siuHy HedpomnaTiio. PU3MK PO3BUTKY OU3MeTab0s1iuHOI HedponaTii € HallBUIIUM y
niteii 3 ransotunomM TtAA. HocilicTBo genenitinux aneninis reHiB GSTT1 0/0 ta GSTM1 0/0 acouiooTbcs 3i
CXWJIBHICTIO 0 Au3MeTabosiyHoi Hedpomnartii, neneuniiini anesni reny GSTT1 0/0 ta GSTM1 0/0 sk reHa-

mopudikaTopa y naToreHesi qusmeTtadbosiyHoi Heponarii.

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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