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Tema gucepranii:

1. TeneTnyHe nOCTimKeHHS iXTiO3y y XapKiBCbKiil 06J1aCTi

2. Genetic study of ichthyosis in Kharkiv region

Pedepar:

1. Y po60Ti BU3HaU€HO MOJIEKYJISIPHO-T€HETUYHI /IIMTOr€HeTUYHI 0COOIMBOCTI X-34€IJI€EHOTO PEeLleCUBHOrO iXTio3y
Ta 3BUYANHOrO iXTiO3y, YaCTOTH aJIeJliB Ta FT€HOTUIIB 3a reHaMU (POJIaTHOrO OOMIHY, TapaMeTpy HEPiBHOBAru 3a
3YEIJIEHHSIM, ITOMKPEHICTh MOHOTEHHOI Ta XPOMOCOMHOI ITaTosiorii, koedilieHT Bunagkosoro in6punusry FST,
cepeHiil BiK yKJIaZjaHHs 1ITI00Y, NajbHICTh Ta iHTEHCUBHICTb Mirpatiii, m00Hy BifcTaHb Ha XapKiBLIMHI,
IIPOaHaIi30BaHO 3B's130K ITapaMeTpiB NOMUPEHOCT] JOCTIIKEHNUX MATOJIOTi 3 iHIIMMU [OMYJISALiHHO-TeHETUYHUMU
MOKa3HUKaMU. B ocib 3 X-34eneHuM ixTio3omM Ta iXHiX poudiB BUSBJIEHO iHTepCTULINHY menenito reHa STS ish del
(X)(p22.31p22.31)(STS-). BctanoBeHo reorpadidyHi 0CO6IMBOCTI pO3IIOAiy aesliB Ta FeHOTHUIIIB 3a reHoM FLG Ta
nosliMmop(pHUMH BapiaHTaMU TeHiB (OJIaTHOrO MeTabosi3My y KpaiHax €sponuy. HallBULuil pusuK po3BUTKY iXTiO3y
B reTepo3uroT 3a myTatiero 2282del4 rena FLG BusiBnieHo B oci6 3 renotunnom MTHFR 677CT /MTHEFR 1298AA /MTR
2756AA/MTRR 66AG (OR =11,2; 95% CI 2,512-50,209; p = 0,002). V xBopux Ha iXTio3 Ta iXHiX poin4iB BUBHAYEHO
IBa 0710KM 34ensieHHs. [lepmuii Bkiovyas nosimopdHi Bapiantu C677T Ta A1298C rena MTHER, siki meMoHCTpyBasnu



cunbHe 3uemnsieHHs (D' = 1,00; LOD = 2,32; r2 = 0,195). Ipyruii yTBOpoBanu cj1abko 34yersieHi myrauii rena FLG
2282del4 Ta R501X (D’ = 1,00; LOD = 1,53; r2 = 0,109). BusiBneHo [103UTUBHUI 3B’130K MK IIOKa3HUKaMU KoeillieHTy

BUIagkosoro iH6puaunry FST Ta nomypeHocTti XxpomocoMHoi natoJiorii (r = 0,904).

2. The thesis presents molecular genetic/cytogenetic features of X-linked recessive ichthyosis and ichthyosis
vulgaris, frequency of alleles and genotypes of folate metabolism-related genes, parameters of linkage
disequilibrium, prevalence of single-gene and chromosomal disorders, the fixation index FST, values of mean age
at marriage, mean distance and intensity of migration, marital distance in Kharkiv region, the analysis of
correlation between the prevalence of genetic disorders and other population genetic parameters. In patients with
X-linked recessive ichthyosis and their relatives, an interstitial deletion of the STS gene ish del
(X)(p22.31p22.31)(STS-) was detected. Geographical features of distribution of alleles and genotypes of FLG gene
and polymorphisms in folate metabolism-related genes in European countries were established. The highest risk of
ichthyosis development among heterozygotes for FLG 2282del4 mutation was found in individuals with the
genotype MTHFR 677CT/MTR 2798AA /MTR 2756AA /MTRR 66AG (OR = 11.2; 95% CI 2.512-50.209; p = 0.002). In
patients with ichthyosis, two LD blocks were detected. The first one included SNPs of the MTHFR gene (C677T and
A1298C), that demonstrated strong linkage (D' = 1.00; LOD = 2.32; r2 = 0,195). The second block consisted of
mutations in the FLG gene (2282del4 and R501X) with incomplete linkage (D' = 1.00; LOD = 1.53; r2 = 0.109). A
positive correlation was found between the rates of fixation index FST and the prevalence of chromosome
abnormalities (r = 0.904).
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