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I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. MapueHko Ipuna BacusniBHa

2. MArchenko Iryna V

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
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PAII CYMCBKA OBJIACHA KJITHIYHA JIIKAPHS
Kog, 3a €IPIIOY: 02000381

Micue3Haxoa KeHHS: By Tpoilibka, 48, M. Cymu, CyMmcbKuii p-H., CymcbKa 0671., 40022, Vkpaina

dopma ByracHOCTI:

Cdepa yIIpaBJ'IiHHﬂ: MiHiCTepCTBO OXOPOHU 3I0POB'S YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIudp cnenianizoBaHOi BYEHOI pagH (Pa30Boi CleNiagai30BaHOi BY€HOI pagH): [ 55.051.05
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOHM: CyMChKMIi €PKAaBHUIA YHIBEPCUTET

Kopg 3a €IPIIOY: 05408289

Micue3HaxoaKeHHS: ByJ1. Pumcbkoro-Kopcakosa, 6y, 2, M. Cymu, Cymcbkuii p-H., Cymcbka 061., 40007,
Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBitiHHS: MinictepcTBo oCBiTH i HayKu YKpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI OPHUIHUYHOI 0COOHM: CyMChKUIi IePKAaBHUIA YHIBEPCUTET

Kopg 3a €IPIIOY: 05408289

MicuesnaxomerHﬂ: ByJl. Pumcbkoro-Kopcakosa, 6ya. 2, M. Cymu, Cymcpkuii p-H., Cymcbka 0641, 40007,
Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOpPHK: 76.03.53

Tema guceprauii:
1. Anani3 acouniauii noniMmopdHUX BapiaHTIiB reHa eKToHykieotus nipodocdarasu/docdoniecrepasu 1 (ENPP1) 3

PO3BUTKOM LIyKPOBOTO AiiabeTy 2-ro TUIly Ta (aKTopaMu HOTo pU3UKy

2. Association analysis of the polymorphic variants of the ectonucleotide pyrophosphatase /phosphodiesterase 1
(ENPP1) gene with the development of type 2 diabetes mellitus and its risk factors

Pedepar:

1. Incepralist npucBsY€Ha BUBYEHHIO BIJIMBY I10J1iIMOPQHUX BapiaHTiB reHa eKTOHYKJIEOTU]]
nipodocdarasu/pocdoniecrepasu 1 (ENPPI) (rs997509 ta rs1044498) Ha po3BUTOK I[yKPOBOTO /iabeTy 2-TO THUILY.
YCTaHOBJIEHO, 1O B IPEICTABHYUKIB YKPAIHCBKOI IOIYJIsALIi iCHye 3B'SS30K MK 4aCTOTOIO I'€HOTHUIIIB 32
nosnimopduuMu caitamu rs997509 ta rs1044498 i pusukom po3ButKy LI 2-ro Tuny. Hocii miHopHOro T-anens
(rs997509) maroTb y[Bidi 6ibIIly IMOBIpPHICTb 3aXBOPIOBAHOCTI Ha LIyKPOBUH JliabeT, Hi’K TOMO3UTOTH 32 OCHOBHUM
C-aneneM. 3a3HaueHUI PU3KK 3pOCTAE B OCi6 KiHOYO]I CTaTi, NalieHTiB i3 HAIMIPHOIO Barolo, OKUPiHHSIM Ta
apTepiasibHOIO TinepTeHsiel0. YCTaHOBIIEHO, IO cepefi 0Cib cTaplie 75 poKiB, HOCIiB MiHOpHOTO T-anesns, pu3nuk

BHMHUKHEHHS JiiabeTy B 4,5 pasa BUILMI IIOPiBHSIHO 3 TOMO3UTOTaMu 32 OCHOBHUM C-asesieM. Pusuk po3sutky L] 2-



ro TUIy B HOCIiB MiHOpHOTO Q-anens (rs1044498) y 1,4 paza Bumuii, HiXX y HociiB ocHOBHOro K-asnesns. 3a3HayeHun
PH3UK 3pOCTa€ B 0Cib XiHOYOi cTaTi. AHaJIi3 MO€IHAHOrO BIJIMBY 3aCBiI4uB, o ramsotun CT 3a JocliIKyBaHUMU
nosnimop@dizmamu rena ENPP1 nios's3aHuii i3 ninBuiieHnM pyusukom po3BuTky L] 2-ro tumy, a ranorun AC,
HaBIIaKW, Ma€ IPOTEKTUBHE 3HaYeHHS. [loetHaHHS B ofHiel ocobu 3 IMT = 25 kr/m2 HocilicTBa MiHOpHOTO T-anens
nosiimopdismy 1-ro inTpoHa Ta ogHoro 3 BapianTis reHotunis K/K, K/Q a6o Q/Q 3a nonimopdizmom 4-ro eK30Ha
JOCJIiZIPKYBAaHOTO I'€Ha € 3HAa4yLIUM [TPEAUKTOPOM IiIBULLEHOTO PU3MKY PO3BUTKY LyKPOBOTO J1iabeTy 2-TO THUILY.

2. Thesis is dedicated to the study of of the ectonucleotide pyrophosphatase /phosphodiesterase 1 (ENPP1)
polymorphic variants impact on the development of type 2 diabetes mellitus (T2DM). The ENPP1 gene (rs997509-,
rs1044498-polymorphism) is associated with the development of type 2 diabetes mellitus in the Ukrainian
population The influence of ENPP1 gene polymorphic variants on the development of type 2 diabetes mellitus has
age-specific features. It was discovered that among people older than 75 years, carriers of the minor T-allele by
rs997509-polymorphism, have 4.5 times (OR = 4,561; CI = 1,040-20,014) higher the risk of diabetes than
homozygotes for the main C-allele. As a result of our studies, we found that among women with CT-genotype by
rs997509 polymorphism the risk of developing diabetes is 3 times higher (P = 0.031; OR = 3.038). Analysis within
the dominant model (KQ/QQ vs K/K) of inheritance by rs1044498 polymorphism has also revealed the association
of this polymorphic locus with the risk of diabetes in women (P = 0.033; OR = 1.750). Studying the association of
gene polymorphic variants of the ENPP1 with the development of type 2 diabetes mellitus and its risk factors, we
found out that there is a significant difference in the distribution of genotypes by ENPP1 gene rs997509-
polymorphism among obese individuals in diabetes and control groups (P = 0.024). It was discovered that in obese
carriers of the minor T-allele the risk of developing type 2 diabetes is much higher than in homozygotes with the
main C-allele (OR = 3.230; P = 0.023). The combination in one individual with a BMI = 25 kg /m2 of the minor T-
allele of the 1st intron polymorphism and one of the variants of genotypes K/K, K/Q or Q/Q by the 4th exon
polymorphism of the studied gene is a significant predictor of increased risk development of type 2 diabetes.
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JoparkoBa iHdpopmamnist:
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dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizmomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
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InenTudikarop ORCID ID: He 3acrocosyetbcs
JopaTrkoBa iHdpopmamnist:
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Penensentu

VIII. 3ak1104Hi BiZOMOCTI
BaacHe IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pagu

Biiacue IIpizBuie Im's I1o-6aTbKOBi
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZINOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

Cikopa Biraniit 3iHOBili0OBUY

Cikopa BiTaniit 3iHOBili0BUY

IOpuenko T.A.



