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1. EdbexTuBHicTh BU3HAY€HHS (PaKTOPIiB pU3UKYy PO3BUTKY BiKOBOI ereHeparlii MakyJsu

2. Effectiveness of determining the risk factors for the development of age-related macular degeneration

Pedepar:

1. Inceprarnist npucBsyeHa npobseMi NifBrIeHHs ePeKTUBHOCTI AiarHOCTUKYU Ta IIPOTHO3YBaHHS PO3BUTKY BiKOBOI
IereHepaltlii MaKyJu IUISIXOM BU3HAY€HHS poJli (paKTOPiB PUBUKY Ta FEHETUYHOTO MOJIiMOP(i3aMy reHiB-KaHAUAATIB
(ARMS2, CFH Ta VEGFA) y ii BUHUKHEHHI Ta IDOrpeCyBaHHi y NallieHTiB B YKpaiHi. Biepiuie B YKpaiHi BU3BHa4Y€HO
IaTOreHeTUYHY 3HauyicTh noaiMmopdizmiB ARMS2, rs 10490924; CFH, rs800292; VEGFA, rs2010963 ta rs699947 ta
BCTAHOBJIEHO acolliallilo 3 PO3BUTKOM BiKOBOi JiereHepalii Maky/u [jisl oiMOp(HUX TeHOTHUIIIB Ta ajnesen
rs10490924 rena ARMS2, rs800292 rena CFH ta rs2010963 rena VEGFA. BcTaHOB/IEHO acoLliallilo pO3BUTKY "CyXoi"
dopmu BIIM Ta naTOrHOMOHIYHUX 3MiH MOpdoJIOridHOi CTPYKTYpHY MaKynu Ajst anesneit rs2010963 rena VEGFA.
I[Tpu crpaTudikauii 3a HasgBHicTIO "Bojsioroi’ ¢popmu BIIM B VkpaiHi cusa 3B's13Ky 36isbIyBaacs [1jis nosiMopdiamis
rs10490924 rena ARMS2 i rs800292 rena CFH. 15 nonimopdismy rs2010963 rena VEGFA 3B'5130K 3 "B0JIOr010"
¢dopmoro MaB Miclie i 1151 anesielt, i 7151 TeHOTHUIIIB. Briepie CTBOPeHO MaTeMATHUYHY MOJIeJIb IPOTHO3YBAHHS

reHeTUYHOI CXUJIPHOCTI Ta IMOBIPHOI'O PU3UKY PO3BUTKY "Bosoroi" popmu BJIM 3 ypaxyBaHHSIM OTPUMaHUX



pe3yJIbTaTiB acouianii Mixk reHoTUNIaMu Ta asnensMu nosidopmizmis: 1s10490924 rena ARMS2, rs800292 rena CFH,
rs2010963 rena VEGFA i rs699947 rena VEGFA Ta mapkepamu MOpQo0JIOTidYHOi CTPYKTYPY MaKyJy Y XBOPUX Ha
"Bosiory" (oopMy BiKOBOI JiereHepallii Makysu. BcTaHOBJIE€HO, 110 IIpU [IOPiBHSIHHI TPyl 3 "cyxoio" Ta "Bosiorow” BIM
MiX co6oto came nosimopdizmu rs800292 rena CFH ta rs699947 rena VEGFA Busnavanu ¢popmy BIM. BussieHo,

mwo npu "cyxiit" popmi BIM nonimopdizmu rs10490924 rena ARMS2 i rs800292 rena CFH manu naToreHeTU4YHe
3HaYeHHS (PU3KUKOBE 110 BUHUKHEHHIO 10 B/IM), ocKinbku Cipusiiu rinepxosiecTepuHeMii, aTeporeHHiin
nuciinigemii Ta 3ryleHHIo KpoBi. Po3po61eHo MaTeMaTU4Hy MOJieJib IIPOTHO3YBaHHS BiKy po3BUTKY BJIM. Briepiie
BM3HAYEHO, 1I0 MiHOPHI FTOMO3UTOTHI FEHOTUIU BCiX JOCiIKEHUX MOIIMOPQi3MiB CYTTEBO 30iIbIIYIOTH PU3KUK
IBOGIYHOrO ypakeHHs nipu BJIM. Briepiie Bu3Hau€HO, 1o B YkpaiHi Tpu reHotunu (ARMS2 rs10490924, CFH
rs800292 i VEGFA rs2010963) Bu3Ha4aoTh PO3BUTOK BJIM 3 6€3[10MUJIKOBUM IIPOTHO30M Ha PiBHi 78,0% Ta nBa
regotunu (CFH rs800292 i VEGFA rs699947) Bu3sHa4aloTh PO3BUTOK "BOsIOroi" (popmu BIM 3 6€311OMUIIKOBUM
IIPOTHO30M Ha PiBHi 63,9%. Briepie CTBOpEHO MaTEMATUYHY MOZI€JIb [IPOrHO3YBaHHS MOBIPHOTO PU3UKY PO3BUTKY

BJIM 3 ypaxyBaHHSM TrarjOTHIIIB.

2. The dissertation is devoted to the problem of increasing the effectiveness of diagnosis and predicting the
development of age-related macular degeneration by determining the role of risk factors and genetic
polymorphism of candidate genes (ARMS2, CFH and VEGFA) in its occurrence and progression within patients of
the Ukrainian population. In course of this dissertation research the main task of the work was to study the role of
polymorphism of candidate genes (ARMSZ2, rs10490924, CFH, rs800292, VEGFA, rs2010963 and rs699947) in the
predisposition to the occurrence and progression of various stages of age-related macular degeneration in
Ukraine. This dissertation research gave the grounds to establish for the first time in Ukraine the pathogenic
significance of polymorphisms ARMS2, rs10490924; CFH, rs800292; VEGFA, rs2010963 and rs699947 and to
determine an association with the development of age-related macular degeneration for the polymorphic
genotypes alleles rs10490924 of gene ARMS2, rs 800292 of gene CFH and rs2010963 of gene VEGFA. It was
established that there is an association between the development of the "dry" form of AMD and the
pathognomonic changes in the morphological structure of the maculae for the alleles rs2010963 of gene VEGFA . It
was established in course of the studies that in case of stratification by the presence of the "wet" form of AMD in
Ukraine the force of association increased for polymorphisms rs 10490924 of gene ARMS2 and rs800292 of gene
CFH. For polymorphism rs2010963 of gene VEGFA there was an association with the "wet" form for alleles, as well
as for genotypes. For the first time a mathematical model was developed for predicting genetic predisposition and
probable risk of "wet" form of AMD in the light of the results on the association between genotypes and alleles of
polymorphisms: rs10490924 of gene ARMS2, rs800292 of gene CFH, rs2010963 of gene VEGFA and rs699947 of
gene VEGFA and markers of the morphological structure of maculae within the patients with the " wet" form of
age-related macular degeneration. It was established that in course of comparing the groups with "dry" and "wet"
AMD as between themselves the polymorphisms rs800292 of gene CFH and rs699947 of gene VEGFA determined
the form of AMD. It was established that in case of the "dry" form of AMD the polymorphisms rs10490924 of gene
ARMS?2 and rs800292 of gene CFH had a pathogenic significance, since they contributed to hypercholesterolemia,
atherogenic dyslipidemia and blood condensation. Furthermore, we have developed a mathematical model for
predicting the age of development of AMD, which includes the haplotype.
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