O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0421U101756
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpamnii: 19-05-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

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

2. MArchenko Iryna V

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs
Bup, pucepranii: kanguuaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi cHIeniaIbHOCTI: 14.03.04

Ha3zBa HayKoBoi creniaIbHOCTi: [Tatomoriyna ¢isiomnoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3actocoByeTsbcs

JlaTa 3axHCTy: 16-04-2021

CneniaJbHICTh 3a OCBITOIO: JliKyBabHa CIIPaBa

Micue po6oTu 3400yBaya: KOMYHAJIBHE HEKOMEPLIVHE MIAITPUEMCTBO CYMCBKOI OBJIACHOI

PAII CYMCBKA OBJIACHA KJITHIYHA JIIKAPHS
Kog, 3a €IPIIOY: 02000381

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

dopma ByracHOCTI:

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

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS



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

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMeHYBaHHSI 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: MinictrepcTBo ocBiTH i HayKu YKpainu

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Koau TemaTHYHHUX PYOPHK: 76.03.53

Tema gucepranii:

1. Anani3 acouniauii nosiMop¢dHUX BapiaHTIB reHa eKTOHykKIeoTus nipodocdarasu/dpocdopiecrepasu 1 (ENPP1) 3
PO3BUTKOM LIYKPOBOTO JiabeTy 2-ro TuIy Ta GaKTOpaMu HOTO PU3UKY

2. Association analysis of the polymorphic variants of the ectonucleotide pyrophosphatase /phosphodiesterase 1
(ENPPI1) gene with the development of type 2 diabetes mellitus and its risk factors

Pedepar:

1. Incepralist pUCBsA4Y€HA BUBYEHHIO BIIMBY I10JiMOP(HUX BapiaHTiB 'eHa €KTOHYKJIEOTU]]
nipopocdarasu/pocdoniecrepasu 1 (ENPPI) (rs997509 ta rs1044498) Ha po3BUTOK LyKPOBOTO AiabeTy 2-TO THUILY.
YcTaHOBIIEHO, 10 B IPEICTaBHUKIB YKPAIHCHKOI MOMy L] iCHye 3B'S130K Mi>K 4aCTOTOIO F€HOTHIIIB 32
nosimoppHuMu cattamu rs997509 ta rs1044498 i pusukom po3sutky LIJI 2-ro Tuny. Hocii minopHoro T-aness

(rs997509) matoTh yBidi 6ibITy MIMOBIPHICTb 3aXBOPIOBAHOCTI HA 1IyKPOBUH JliabeT, Hi’k TOMO3UTOTH 32 OCHOBHUM



C-anenem. 3a3HauyeHUI PU3UK 3POCTA€E B OCi0 >)KiHOYO] CTaTi, NalieHTiB i3 HaIMipHOIO Barolo, OXXUPiHHIM Ta
apTepianbHOIO rifepTeHsielo. YCTaHOBJIEHO, 1110 cepel, 0cib crapiie 75 PokiB, HOCIiB MiHOpHOTO T-asness, pusuK
BMHUKHEHHS JijabeTy B 4,5 pa3a BUILMI IIOPiBHSIHO 3 TOMO3UTOTaMu 32 OCHOBHUM C-anesieM. Pusuk po3sutky L]] 2-
ro TUIY B HOCiiB MiHOpHOTrO Q-aners (rs1044498) y 1,4 pasa BuIuii, HiX y HOCIiiB ocHOBHOrO K-anesns. 3a3HayeHnit
PHBHK 3pOCTa€ B 0Ci6 XiHOYOi cTaTi. AHaJI3 MO€IHAHOTO BIJIMBY 3aCBi4uB, o ramsotun CT 3a JoCTiIKyBaHUMU
nosnimop@dizmamu rena ENPP1 nioB's3anuii i3 ninBuiieHUM prusukom po3BuTKy L] 2-ro tumy, a ramiorun AC,
HaBIIaK{, Ma€ MPOTEeKTUBHE 3HaueHHs. [loenHaHHs B ofHiei ocobou 3 IMT = 25 kr /M2 HocilicTBa MiHOpHOTO T-anens
nosiimopdiamy 1-ro inTpoHa Ta ogHoro 3 BapianTis reHotunis K/K, K/Q a6o Q/Q 3a nonimop@izmom 4-ro ek30Ha

IOCJIiI)KYBaHOTO Te€Ha € 3HAYYIIUM IIPEeIUKTOPOM MiIBUILIEHOTO PU3UKY PO3BUTKY LIyKPOBOT'O AiabeTy 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.

Jep>kaBHHHM peecTpaniiiHuii Homep [iP:

IIpiopuTeTHHH HANIPpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHu# NpiopUTETHHUI HAIIPSIM iHHOBaLLiMHOI AigJILHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iyo6sikarii:

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

OxopoHHi goKymeHTH Ha OIIIB:

BrnpoBaaKeHHS pe3yJIbTaTiB AHCEpPTalii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:

1. Tap6y3soBa Bikropis IOpiiBHa



2. Harbuzova Victoriia Yu.

KBasigikamis: 14.03.04

ImenTudikarop ORCHID ID: He zactocosyetbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BiracHocTi:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

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

1. 3s6siues Cepriit Bonogumuposny

2. Ziablitcev Sergiy V

KBasigikamis: 14.03.04

InenTudirkarop ORCHID ID: He sactocoByerbcs
JoparkoBa iHdpopmamnist:

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

Micue3HaxoO KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Cupgopuyk Jlapuca IlerpiBHa
2. Sydorchuk Larysa P

KBasmigikamis: 14.01.11
InenTudikarop ORCHID ID: He sactocoyerbcs

JopaTrkoBa iHdpopmamist:



TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Penensentu

VIII. 3aKkJII04Hi BiZmoMOCTi

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBi

TOJIOBH pajgu

Baache IlpizBuiie Im's ITo-6aTbKOBI

rOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasbHUIH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

Cikopa Biraniit 3iHoBili0BUY

Cikopa Biraniit 3iHOBili0BUY

IOpuenko T.A.



