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Pedepar:

1. lucepTariis nmpucBsYeHa NOCAiTKEHHIO YacTOT ajlesliB Ta TeHOTUIiB nojiMmopdHux BapiaHTiB Fokl, Bsml, Apal i
Tagql rena penenTopa Bitaminy D y HaceneHHss CyMCBhKOi 0671aCTi Ta OLIyKy acoljialiiil FeHOTUIIIB i3 pO3BUTKOM
imemiyHuX iHCYJIBTIB. BcTaHOBJIEHO YacTOTH aseJiiB i reHOTHUINIB IoyliMOp¢dHUX BapiaHTiB Fokl, Bsml, Apal i Taq]l
reHa VDR y nipeficTaBHUKIB yKpaiHCBKOI MOMYJIALI i BlieplIe QOCIiIKEHO iX aconialiio 3 imeMiYyHUM
aTepoTPOMOOTUYHMM iHCYJIBTOM. 3'1COBaHO, O B 0ci6 3 renotunamu F/F, b/b, a/a, a/A,i T /T icHye aconiauis
MK HagBHICTIO apTepiasbHOI TinepTeHsii Ta pO3BUTKOM ilI€MIYHOrO iHCY/IbTY. [JOBEIEHO 3B'I30K MiXK
nosimop¢dizamamu rera VDR i nopymeHHs MU JIiNoNnpoTeiHOBOro 0O6MiHy i KoaryJsiiii KpoBi y XBOpUX Ha illleMidyHUI
iHCysIBT. Y Ipyni XBOPHUX Ha iHCYJIbT YOJIOBIKM-TOMO3UTOTU A /A niosiMop¢HOro BapianTy Apal Manyu HAX4i
MIOKA3HUKU JIIMONPOTEIHOBOTO OOMIHY (XOJI€CTEPOJI Y CKJIAL] JNOonpoTeiniB pisHOI r'yCTMHU: HU3BKOI - 2,51+0,26
MMOJIb /71, Iy>ke Hu3bKoi - 0,59+0,06 MMoIIb /11, Ta BUCOKOI - 1,16+0,06 mmoub /1; Tpuriinepuny - 1,30+0,14



MMOJIb /71, iHeKc aTeporeHHocTi - 3,13+0,57), HIX nauieHTy 3 reHotunamu a/Aia/a, a y romosuror B/B
nosiimopgHoro BapiaHTy Bsml piBeHb xosiecTeposly y CKiafii JilonpoTeinis gy>xe HUu3bKoi ryctunu (0,53+0,06
MMoJib /1) i Tpurninepuis (1,17£0,14 MMonb /1) 6yB HUXKYUM, HIX Y HOCIiB renorturnis b/B i b /b. JogaTkosi
YMHHUKY, a CAM€ CTaTb, apTEPiaJIbHAN THCK, HYKPOBUH AiabeT, NajiHHA i rinepKoarysisiiist KpoBi, MaIy BIJIUB Ha
3B's130K N0J1iMOp¢HOro BapiaHTy Apal 3 fuciinonporeineMilo aTepOreHHOro xapakrepy. BctaHoBeHO, 10
renotunu f/fi B/B nonimopdrux Bapiantis Fokl ta Bsml aconifioBaHi 3 rinepkoaryssiuilHIM CUHAPOMOM Y
XBOPUX, 11O MEPEHECN ilIEeMIYHN IHCYIIBT. PU3KK PO3BUTKY CUHIPOMY Till€pKOAryJsLii KpoBi y 2,7 pa3u BUILANA Y
MalieHTiB-TOMO3UTOT 3a A-asiesieM NoJiMop@HOro BapiaHTy Apal, HiXX y roMO3UroT 3a a-ajnesieM. JJoBeneHo
BiZICYTHICTb acouialjii Mix TOKa3HWKaMU iHJIeKCY MacH Tisa, aliHH i yKpOBOro IiabeTy OKpeMO 3 PO3BUTKOM
ilmemiyHOTro iHCY/IbTY Y BUIIQAKY Pi3HMX BapiaHTiB reHOTUMIB nosiiMop@HuX BapiaHTis reHa VDR. BusBieHo
acoujaniio Mix imemMiyHUM aTepOTPOMOOTUYHMM iHCYJIBTOM Ta NoIiMOp¢pHUM BapianToM G-7A reHa MGP y oci6
JKIHOYOI cTarTi. Y )KiHOK-TOMO3UTOT 32 MiHODHUM asesieM A /A pU3uK iHCYJIbTY y 6,6 pasiB BULUI, HIX y HOCIIB
ocHoBHoro asneins (G/A+G/G). BusBneHo acouiatito nosimopdHoro Bapianty G-7A rena MGP 3 imemiyHuM
iHCYJIbTOM B OCi0 3 MiHOpHUM asiesieM nojiMmopdpHux BapianTis Fokl i Apal reHa VDR. Puank BUHUKHEHHS
ilIeMiYHOTO aTepOTPOMOOTUYHOrO iHCYJIBTY B 0Ci6 3 reHoTHIIOM A /A (G-7A) rena MGP y 4,9 pa3a BUIIMH HiX y
HOCIiiB MiHOpHOTO asness 3a noixiMmopdHuUM BapianTom Fokl i B 4,5 paza Bumiuii 3a nosiMopdHUM BapiaHToM Apal

reHa VDR HiXX y rOMO3UTOT 32 OCHOBHUM G-ajiesieMm.

2. The dissertation is devoted to the study of the frequencies of alleles and genotypes of FokI, BsmlI, Apal, and Taql
polymorphic variants of the vitamin D receptor gene in the population of Sumy region and the search of
association of these genotypes with the development of ischemic stroke. It is the first time allelic and genotypic
frequencies of polymorphic variants (Fokl, Bsml, Apal, Taql) of the VDR gene in the Ukrainian population were
studied. The influence of single nucleotide polymorphisms in vitamin D receptor gene on the clinical
characteristics of ischemic stroke was investigated. The influence of single nucleotide polymorphisms of vitamin D
receptor gene on the clinical characteristics of atherothrombotic ischemic stroke was studied. It was determined
that in patients who have F/F, b/b, a/a, a/A, and T /T genotypes, statistically significant association between
hypertension and IS development exists. There was a relationship between VDR gene polymorphism and impaired
lipoprotein metabolism and blood coagulation in patients with ischemic stroke. Patients with stroke male
homozygotes A /A polymorphic variant Apal had lower rates lipoprotein metabolism (cholesterol in lipoprotein
composition of different densities: low - 2.51+0.26 mmol /L, very low - 0.59+0.06 mmol /L, and high - 1.16+0.06
mmol/L; triglycerides - 1.30+0.14 mmol /L, atherogenic index - 313+0.57), than patients with genotypes a/A and
a/a, and in homozygotes B/B polymorphic variant Bsml, cholesterol as part of lipoproteins very low density
(0.53+0.06 mmol /L) and triglycerides (1.17+0.14 mmol /L) was lower than in carriers of genotype b/B and b /b.
Additional factors, such as sex, blood pressure, diabetes, smoking, and blood hypercoagulation, had an impact on
association of Apal polymorphisms with atherogenic dyslipidemia. It was established that the genotypes f/f and
B/B polymorphisms FokI and BsmlI associated with the hypercoagulable syndrome in patients with ischemic
stroke. In homozygotes f/f with ischemic stroke, elevated thrombin time (17.7+0.65 sec.) and decrease in the rate
of spontaneous fibrinolysis (466.8+5.5 min.) were recorded in contrast to carriers of genotypes F/F and F /f, and in
homozygotes B /B decreased prothrombin time (8.69+0.35 sec.) and thrombin time (15.0+0.48 sec.) and increase
the speed of spontaneous fibrinolysis (489.2+8.3 min.) versus b/b and b /B genotypes were recorded. The risk of
developing of blood hypercoagulation syndrome was 2.7 times higher in patients homozygous for the A-allele
polymorphism Apal than in homozygotes for the a-allele. It was proven that no association exists between body
mass index, smoking and diabetes separately with genotypes of polymorphic variants of the VDR gene and
ischemic stroke. An association between ischemic stroke and polymorphic variants of G-7A for MGP gene in
females was revealed. It was shown that women with a minor allele homozygote A /A have risk for stroke in 6.6
times is higher than the carriers of main allele (G/A+G/G). Risk of ischemic stroke in patients with genotype A/A
polymorphism G-7A gene MGP in 4.9 and 4.5 times is higher than that of homozygotes for the main G-allele in
patients with minor allele for Fokl and Apal polymorphic variants of gene VDR.
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