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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.03.53

Tema gucepranii:
1. 3B'130K nos1iMOp(}Pi3aMy reHiB eHI0TeJIiHY Ta €HI0TEeJIiIHOBOrO PeLeNTopa 3 MEXaHi3MaMU OCHOBHUX IIPOSIBiB

ilmeMi4HOro iHCYJIbTY

2. Relationship between polymorphism of endothelin and endothelin receptor genes with the mechanisms of the
main manifestations of ischemic stroke

Pedepar:

1. Inceprarlis npucBs4Y€Ha BUBYEHHIO BIIMBY Lys198Asn- i C+70G-nonimopdHux BapianTis reniB EDN1ta EDNRA
Ha PO3BUTOK ilIEMiYHOT0 aTepoTpoMOOTUYHOrO iHCYNbTY (IATI). OnHOHYKIEOTUIHNUI NosiMOp(dism reHa EDN1 e
CaMOCTIMHUM He3asiexXHUM (pakTopoM pusuky IATI. ¥V ocib, 110 € romo3urotaMu 3a MiHOpHUM ajiejieM, pUsrK
po3BUTKy IATI 6inbiunii y 4 pasu, HDK y roMO3UroT 3a ocHOBHUM asiesieM (P = 0,007; OR = 4,046). 3asHaueHui puanuK
3poCTae B 0Cib 40JI0BiYOi CTaTi, NALi€HTIB i3 HAAMIPHOIO MACOIO TiJIa, apTepiajIbHOIO TilepTEeH3iel0 Ta 6€3 3BUYKU
KypUTH. YpaxyBaHHs MTONPABKU Ha iHIIi KOBAapiaHTH, 1[0 XapaKTEPU3YIOTh AaHi PO CTaTh, BikK, IMT narieHTiB,
HasIBHICTb 200 BiCYTHICTb y HUX Al' Ta 3BUYKYU KYPUTH [O3BOJIUJIO BUSIBUTHU 361/1blI€HHSI HMOBIpHOCTI HacTaHHs IATI
y HociiB Asn/Asn-reHotuny y 8,1 pasa (Pnornp = 0,001; ORnonp = 8,059), NOpiBHSIHO 3 TOMO3UTOTAMU 32 OCHOBHUM
aneneM. lllono nosimopdHoro nokycy C+70G rena EDNRA, TO cTaTHCTUYHO 3HAYYLIOTO 3B'SI3Ky MOr0 reHOTHIIIB i3

PO3BUTKOM iMIEMIYHOTO iHCYJIbTY HE BUSIBJIEHO. AHAJIi3 IO€JHAHOTO BILIMBY 3aCBiiUMB, IO CIiBIAiHHSI TOMO3UTOTH



3a MiHOpHUM asiesieM 3a Lys198Asn-noniMopdizMoM Ta OGHOTO i3 TPhOX MOXKJIMBUX IeHoTuIliB 3a C+70G-caiitom
aCOLI0ETHCS i3 BUCOKUM prU3UKOM po3BUTKY [ATI. [Tpu 1bomMy 36ir reTepo3uroT 3a ABoMa CaiTaMu TaKOX
IIPU3BOJUTH 10 3HAYHOTO 30iIbIIEHHS PU3UKY PO3BUTKY illIeMiYHOTO iHCYJ/IbTY. TaKoX BUSIBJIEHO, 1O TOEJHAHHS B
onHiei ocobu aprepianbHOi rinepreHsii 3 HociiicTBoM Asn-asess 3a nosimopdizmom reHa EDN1 nos’s3ane 3

BUCOKUM pU3UKOM HacTaHHs [ATI

2. Thesis is dedicated to the study of the effect of Lys198Asn- and C+70G- polymorphic variants of EDN1 and
EDNRA genes impact on the development of ischemic atherothrombotic stroke (IAS). The single nucleotide
polymorphism of the EDNI gene is an independent risk factor for the development of ischemic atherothrombotic
stroke - in the homozygote for the minor allele, the probability of the onset of IAS is significantly higher than that
of the homozygote for the main allele (ORcorrec = 8.059; Pcorrec = 0.001). The influence of the polymorphic site of
the EDN1 gene on the development of ischemic atherothrombotic stroke has sexual characteristics. The risk of
stroke is higher in women who are carriers of the minor Asn-allele than in the carriers of the main Lys-allele (OR =
2.800; P = 0.009), and in males - the homozygote in the minor allele compared to homozygotes in the main allele
(OR = 3.534; P = 0.034). Analysis of the combined effect of polymorphic sites of endothelin route genes and other
known risk factors for atherosclerosis on the IAS development allowed to create a classification model including
the polymorphic site of Lys198Asn of the EDN1 gene and arterial hypertension (prognostic significance 62% by
MDR method, P = 0.043). The combination of hypertension and carriage of minor Asn-allele in one person is a
significant predictor of an increased risk of ischemic atherothrombotic stroke.
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