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V. BimomocTi npo gucepraniio
Moga guceprariii:
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Tema guceprauii:
1. Posib MaTepHUHCBHKUX YNHHUKIB Ta M10J1iMOP(HUX BapiaHTiB reHiB ogHOKap6oHOBOro Mmetabosizmy (MTHEFR,

MTHFD]1) ta ¢pakropa pocty engoreito (VEGF) y BusHaueHHi pu3UKy BPOIPKEHUX Baj, CEPL y IJIofa

2. The role of maternal factors and polymorphic variants of one-carbon metabolism genes (MTHFR, MTHFD1) and
vascular endothelial growth factor (VEGF) in determining the risk of fetal congenital heart defect

Pedepar:

1. Incepralist NpucBsYeHa TEOPETUYHOMY OOI'PYHTYBAaHHIO Ta HOBOMY BUPIllIEHHIO HAYKOBO-IIPAKTUYHOTO 3aBJAHHS
1100 BU3HAUYEHHS iHPOPMATHUBHOCTI FTEHETUYHOTO TECTYBaHHS ajiesbHUX BapianTiB reHiB MTHFR, MTHFD1, VEGF
Ta piBHA aKkTOpa pOCTy €HAOTENII0 CYIUH Mif, YaC BariTHOCTI [1J1s1 BAKOPUCTAHHS y CUCTeMi IIPEKOHLENLifHO]
npodinakTUKY, IPOrHO3YBAHHS 11 PaHHBOI IiarHOCTUKY BPOJKEHUX BaJl CepLs IIoAa. BuB4eHo MMOBipHI YNHHUKHI
PHU3UKY, 0COOJIMBOCTI pENPOLyKTUBHOTO aHaMHe3y, IIepebiry Ta 3aBepleHHs BariTHOCTI B )XiHOK i3 BpO/I>)KEHUMU
BaJjlaMU Ceplis y HAIAJKiB i po3p0o6IeHO PeKOMeHallii 114 MiABUILEeHHS €(DEKTUBHOCTI IPEHATaIbHOI AiarHOCTUKHU
Ta MEJUKO-TEHETUYHOIO KOHCYJIbTYBAHHS L1bOIO KOHTMHIEHTY MNMalli€HTiB. 3a pe3yJbTaTaMU PETPOCIEKTUBHOTO

aHasli3y 4acToTa BPOJKEHUX BaJl ceplisi Ta/abo MOro BeJIMKUX CyIuH 3a 5 pokiB ckiagana 1,1 go 1,3 %. IlokaszaHo, 1o



y NIpeHaTajJbHOMY Iepiofi miarnoctyerbes 38,9 % BpOIKEHUX Bal, ceplid. Pe3yibTaTu IPOBELEHUX AOCIIIKEHD
CBifYaTh IIPO Te, 10 BariTHI XiHKM 3 BBC noga ckianaioTs Ipymy pyM3uKy MOL0 aKyIIEePChKUX Ta MePUHATATIbHUX
yCKJIagHeHb. BcTaHOBIIEHO, 1110 PiBEHb OXOIJIEHHS! )KiIHOUOTo HacesleHHs JIbBIBCbKOI 06J1aCTi 3axoamMu
[IPEKOHLENLiHOI TPOQiNaKTUKM HAa OCHOBI 3aCTOCYBaHHSI IIpenapariB oJlieBoi KUCIOTU CTaHOBUTD 40,4 %, y TOI
K€ 4ac y KOHTMHI'€HTI XiHOK, SIKi HApOIWJIY AiTe! 3 Lielo naToJiorieto, — 13,5 % npu 3arasibHOMY piBHI 06i3HaHOCTI
68,2 % KiHOK PeNpOgyKTUBHOIO BiKy. [lJ1s1 IOIIYKYy MIMOBIPHUX '€ HETUYHUX YMHHUKIB MiIBUIIEHOTO PU3UKY
BUHUKHEHHS BBC y rjioia BUBYEHO Ta [TPOaHasi30BaHO PO3IOJiJ ajlesliB Ta TeHOTUIIB 3a OJIiMOP(PHUMMU JIOKyCcaMu
MTHEFR 677C>T (rs1801133), MTHFR 1298A>C (rs1801131), MTHFD1 1958 G>A(rs2236225) Ta rena VEGF405C>G
(rs2010963) y XiHOK i3 BpOJI>)KEHUMU BalaMU PO3BUTKY CepLs B IIJI0J1a Y IIOPiBHSHHI 3 XiHKaMU KOHTPOJIbHOI IPYIIN.
BcraHoBieHo, mo HociiictBo T aznesns nonimopgHoro BapianTta 677C>Trena MTHFR y xxiHku nigsuiye B 2 pasu
PUBUK BPOJKEHUX BaJ] PO3BUTKY CE€PLEBOCYAUHHOI CUCTEMHU B IJIOZA. YIleplle MOKa3aHo, 10 Y BariTHUX >KiHOK 3
BPOJIPKEHOIO BaZi0I0 cepls Ta/abo MOro BeIMKUX CYOUH Y IJIoAa B TepMiHi BariTHOCTI 20-30 TrKHIB recrauii piBeHb
(daxkTOpa POCTy €HA0TEiI0 CYIUH BUIIWM, HiXX Yy BariTHUX 6€3 BPOJKEHOI BaiU PO3BUTKY B I1JI0fA. Y pe3ysbTari
MEJUKO-TEHETUYHOTO KOHCYJIbTYBaHHSI XPOMOCOMHI I1epebyI0BY SIK €Ti0JIOrYHi YUHHMKY BPOJKEHOI 1aToJIoTii
cepug 104y migTBepIKeHo y 4,1 %. Ynepuie onrcano myrtanito ¢.493G>T (p.Glul65*) rena ZEB2 npu ayTOCOMHO-
IOMIHAaHTHOMY CUHAPOMi MoBaTa-BinbcoHa. Ha 0OCHOBI OTpUMaHUX Pe3yJIbTaTiB 3aIIPONIOHOBAHO aJITOPUTM
M€JIMKO-T€HETUYHOI0 KOHCYJIbTYBaHHS XiHOK 3 BBC y myiozia y npeHarajibHOMY, IOCTHATaJIbHOMY Ta M0JaJIbIIOMY
[IPEKOHLENLITHOMY €Tarli.

2. The thesis paper presents a theoretical underpinning and a new solution to the applied research task of
determining the informative value of genetic testing of allelic variants of the MTHFR, MTHFD1, VEGF genes and the
level of vascular endothelial growth factor across pregnancy for use in the system of periconception preventive
measures, prediction and early detection of congenital heart defect of the fetus. Possible risk factors, character of
reproductive anamnesis, course and termination of pregnancy in women with congenital heart defect in
descendants were elucidated, and recommendations were elaborated to improve of the effectiveness of prenatal
diagnosis and genetic counselling of this patient cohort. It has been shown for the first time that in pregnant
women with congenital defects of heart and /or its large vessels in the fetus, the level of vascular endothelial
growth factor is higher in the period of 20-30 weeks of gestation, compared to pregnant women without
congenital malformations in the fetus, this contributing to consider it a biochemical marker of CHD in the fetus.
There has been obtained allelic and genotypic distribution by loci MTHFR 677C>T (rs1801133), MTHFR 1298A>C
(rs1801131) and MTHFD1 1958G>A (rs2236225), locus 405C>G (rs2010963) of the gene of VEGF among women with
congenital heart defects in the fetus. It has been proven that the presence of a MTHFR 677T allele and VEGF
405GG genotype in a woman is a genetic factor for the increased risk of emergence of congenital heart defects in
children. It has been found that the mother's age was not a factor in the increased risk of having a baby with CHD.
There has been described for the first time the mutation c.493G>T (p.Glul65*) of the ZEB2 gene and its phenotypic
correlation with heart defect in the rare Mowat-Wilson syndrome. The identified significant differences in the
structure of congenital heart defects diagnosed in the prenatal and postnatal periods revealed a reserve for
improving prenatal diagnosis of congenital heart defects, which discloses only 40.1% of cases. It has been shown
that pregnant women with congenital defect of heart and /or its large vessels in the fetus are at risk for obstetric
and perinatal complications, and children with CHD are more likely to be born premature, which requires
additional measures from the obstetric service in case of prenatal diagnosis of CHD in the fetus. An algorithm for
genetic counseling of women with CHD in the fetus in prenatal, postnatal and subsequent periconception periods
has been proposed for implementation.
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