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2. Diagnostic significance of TP53 gene polymorphism Pro72Arg in the development and progression of primary
open-angle glaucoma

Pedepar:

1. Iucepraist npucBsyeHa npobsemi MifBuineHHs epeKTUBHOCTI AiarHOCTUKY Ta [IPOTHO3YBaHHS PO3BUTKY Ta
[IporpecyBaHHsI [IEPBUHHOI BiIKpPUTOKYTOBO]I [J1ayKOMU LIJISIXOM BU3HAY€HHS [IiaTHOCTUYHOI 3HAYMMOCTI
nosimopdiamy Pro72Arg rena TP53 y nauieHTiB B ykpaiHcbKilt nonyssuii. ¥ nauienTiB Ha TIBKT cepesi roMO3UTOTHUX
reHotunis Pro72Pro 3yctpivyascs y 1,9 pasu yacTiie, HiX y KOHTpPOJIi,a reHoTun Arg72Arg y 1,6 pingme; noximopdizm
Pro72Arg 6yB acouiftoBaHuii i3 ii po3aBuTKoM. Y 4ososikiB 3 [1BKT nigBuinyBanacs 4yactoTa anei 72Pro ta reHOTUITy
Pro72Pro rena TP53; anenb 72Pro y 40JI0BIKIB i )KiHOK OyJ1a acouifioBaHa 3 po3BuTKoM [1BKT', a pusuk ii po3BUTKY
0yB nigBumeHnii. [IpoanontosHa aness 72Arg Majna aToreHeTU4Hy poJib y po3BuTKy I1BKI' y 5xiHOK 10 60 poKiB,
IpenKoBa aznenb 72Pro - y yosnosikis crapiue 60 pokis. [y ouinku nporpecyBanss [IBKI' po3po6eHi Ta



pospaxosani HoBi iHgekcu (I1IC, ITIC ta IIBOT). Y 3,5% xBopux ¢ HopMoTeH3uBHOIO [IOYT' 6yB IIpeiKOBUIA T€HOTUIL
Pro72Pro; y HOCiiB reHoTuiB Pro72Arg i Arg72Arg 6ys Bumuii piseb BOT i cTpimKilue fioro 36isbimeHHs (3a
BesinuuHoMo [JIBOT) no mipi nporpecysanss [1BKT; y HociiB renotuny Pro72Pro IIBOT 6yB MiHiMa/lbHUM Ta He
3asiexkaB Bif cTari. Haii6inpie 3HauyeHHs ais nporaosysanHs IT1IC mas BOT, garni (3a 3MeHIIEHHIM KoedilieHTiB
perpecii 6eta) - ctagis [IBKI' Ha o4aTKy AOCTiIKEHHS, TPUBAJIICTb 3aXBOPIOBaHHS Ta BiK. Jl0 rpynu pU3UKy
BXOAUM Hocii reHoTumny Pro72Pro Tta anesi 72Pro nonimopdizmy Pro72Arg rena TP53. BusHaueHui iHoUBinyaapHUN
pusuk nporpecysanHss [1BKI: MaloTh >XiHKU BikoM Mostofie 60 pokiB Ipy HasiBHOCTI reHoTUuny Arg72Arg (y 2,7
pasn), aneni 72Arg (y 1,9 pasn) y NOpiBHSHHI 3 )KiHKaMM CTapIIOro BiKy; )KiHKHU BikoM 10 60 poKiB, HOCii reHOTUITy
Arg72Arg MaloThb B IOPiBHSIHHI 3 YOJIOBIKaMU TOTO X BiKYy; YOJIOBiKM cTapuie 60 pOKiB IIPY HasIBHOCTi TEHOTUITY
Pro72Pro (y 3,3 pasu) Ta anesi 72Pro (y 1,9 pa3u) y nopiBHsSIHHI 3 )KiHKaMM TOTO X BiKy; 40JI0Biku cTapuie 60 pokis,
Hocii reHotuny Pro72Pro (y 7,0 pa3u) Ta anesni 72Pro (y 3,6 pa3u) y NOPiBHSIHHI 3 Y0JIOBiKaMU MOJIOALIOTO BiKYy.
Po3pob6sieHa i BnpoBajpkeHa B IPAKTUKY OpUTiHaJIbHA MOZEJIb MHOKMHHOI perpecii BusHavyeHHs II1C, sika mae

BHACOKY ITIPOTHOCTUYHY LIiHHICTb.

2. The thesis is devoted to the problem of improving the efficiency of diagnosis, prognosis and progression of
primary open-angle glaucoma by determining the diagnostic significance of gene polymorphism Pro72Arg TP53 of
patients in the Ukrainian population. Scientific novelty of the results. For the first time Ukrainian population
determined the diagnostic value of gene polymorphism Pro72Arg TP53 in patients with POAG. Obtained new
scientific knowledge about the molecular and genetic mechanisms of development and progression of POAG.
Advanced scientific information on the frequency distribution of genotypes. Found that in patients with POAG
among homozygous genotypes predominated genotype Pro72Pro, who met 1.9 times more likely (p (F) = 0,042).
Arg72Arg genotype frequency decreased in 1.6 times (p (F) = 0,006). Pro72Arg polymorphism was associated with
the development of POAG (2 = 9,49; p (X"™2) = 0,009). The risk of developing POAG Pro72Pro genotype carriers
were more than twice as high (OR = 2,17; CI = 1,02-4,61). Allele polymorphism had an association with the
development of POAG (X2 = 9,09; p (X"2) = 0,003): 72Pro allele increased the availability of risk (OR =1,79; CI =
1,24-2,60). Supplemented scientific evidence that men with increased incidence of POAG 72Pro allele and genotype
Pro72Pro gene TP53 (p <0.05). Having 72Pro allele in men and women has been associated with the development of
POAG, and the risk of development was increased (p <0,05). Proapoptose 72Arg allele had a pathogenic role in the
development of POAG in women under the age of 60 years, the ancestral allele 72Pro - in men aged over 60 years.
Developed and designed to assess the progression of POAG new indexes (IDS, IPS and IDVOT) that consistently
and statistically significantly raised according to the severity of the pathological process (p <0,01). The distribution
of genotypes and allele polymorphism was associated with Pro72Arg stage of POAG, namely the initial stages - with
the genotype and allele Pro72Pro 72Pro and stage III-IV - proapoptose of mutant genotype and allele Arg72Arg
72Arg (p <0,05). The value of ISS was above 1.2 times and IRS - 1.6 times at Arg72Arg genotype compared with
genotype Pro72Pro (p <0,05) and in carriers of the mutant allele 72Arg compared with native ancestral allele 72Pro
(p <0,005). The highest value was ICS women to 60 years, carriers proapoptose genotype and allele Arg72Arg
72Arg. The progression of POAG goes more rapidly in the presence proapoptose 72Arg alleles in patients younger.
Found that 3.5% of POAG patients were normotensive; they had ancestral genotype Pro72Pro. In primary
examination and normal IOP 72Pro allele distribution and 72Arg was the same (1: 1), in hypertensive POAG more
common allele 72Arg and rarer allele 72Pro. In the media and genotypes Pro72Arg Arg72Arg had higher levels of IOP
and its more rapid increase (in magnitude IDVOT) as the progression of POAG. In genotype carriers Pro72Pro
IDVOT was minimal compared to other genotypes and did not differ in men and women. The largest IDVOT (p
<0.05) was Arg72Arg genotype carriers (especially in women over 60). The smallest growth was noted in IDVOT
male genotype carriers Pro72Pro the age of 60 years. Correlation and regression analysis first showed that the
most important for predicting the IRS had IOP further (highest regression coefficient beta) - POAG in early stage
research, disease duration and age of the patient. Stage POAG determined at baseline genotype and disease
duration, the risk of severe stage patients with genotypes Pro72Arg (p = 0.01) and Arg72Arg (p = 0.04) higher by 3.5
and 3.2 times, respectively, compared with genotype Pro72Pro. The level of IOP is inversely dependent on the age
of the patient and directly - on the duration of the disease. In other standardization growth factors found (p =



0,04) higher risk of IOP in patients with genotype Arg72Arg 2.6 times compared with genotype Pro72Arg or
Pro72Pro. In primary examination of patients with genotype Pro72Pro was not even with high IOP. The practical
significance of the results. Results of the study allowed for the first time in the Ukrainian population to formulate
criteria for the formation of risk for developing POAG. It includes media genotype and allele Pro72Pro 72Pro gene
polymorphism Pro72Arg TP53. Given that the genotype does not change with age, this definition should be done as
early as possible. First identified individual risk of progression of POAG women aged less than 60 years in the
presence of genotype Arg72Arg (2.7 times), allele 72Arg (1.9 times) compared to older women; women aged less
than 60 years, carriers have Arg72Arg genotype compared with men of the same age; men over 60 in the presence
of genotype Pro72Pro (3.3 times) and allele 72Pro (1.9 times) compared with women of the same age; men over 60
years, carriers of genotype Pro72Pro (in 7.0 times) and allele 72Pro (3.6 times) compared to younger men.
Developed and implemented in practice the original model of multiple regression ICS definition, which has a high
predictive value. With increasing duration of disease progression POAG chances and go to the next step of growing
more than 4 times per year. The chances of III-1V stages of POAG patients with genotype Pro72Arg increased 3.5
times, and for patients with genotype Arg72Arg - 3 times compared with genotype Pro72Pro. In patients with
genotype Arg72Arg compared to other high-level risk genotypes IOP increases 2.6 times.

Jep>kaBHHH peecTpaniiiHuil Homep [iP:

IIpiopuTeTHHI HanIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHUI HAIIPSIM iHHOBaLilHOI AiJIBHOCTI:
ITizcyMKH BOCTiI>KEeHHS:

Iyo6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasiIbHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxoponHi gokymeHTH Ha OIIIB:

BrnpoBaaykeHHs pe3yJIbTaTiB AHcepTalii:

3B'A130K 3 HAYKOBHMH TEMaMH:

VI. BizoMmocCTi Ipo HayKOBOr0 KePiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Morinescbkuii Ceprii1 IOpiitoBu4

2. Mohilevskyi S. Yu.

KBasidikamis: n.menn., 14.01.18
InenTudikarop ORCID ID: He 3acrocosyerncs
JoparkoBa iHdpopmamnist:

IloBHEe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoAKeHHSI:

dopma BiracHoCTI:



Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€HTiB
OdiuiiiHi OIOHEHTH
BaacHe IlpizBume Im's I1o-6aThKOBI:

1. BaBropopns Harasnis I'puropisna

2. 3aBropogHs Harasis ['puropiBHa
KBasigikanis: n.menn., 14.01.18
InenTudikarop ORCID ID: He 3acrocosyerscs
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3HaxoO KeHHS:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Cepmrok Basnepiit MukosnaitoBuy

2. Cepaiok Banepiit MukosnaioBny

KBasidikamis: n.menn., 14.01.18
InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa indpopmamuist:

IloBHEe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KEeHHSI:

dopma BiracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

VIII. 3aKkJII04Hi BiZoOMOCTi



BaacHe IlpizBumie Im's ITo-6aTbKOBI
TOJIOBH pajgu

BiiacHe IIpisBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acCimaHHi
BignoBigasbHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peeCTpallilo HayKOBOIi

OisIIBHOCTI

Puxos Cepriit OsieKCaHIPOBUY

Pukos Ceprii1 OnekcaHgpoBuy

IOpuenko T.A.



