O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0421U102002
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peecrtpamnii: 25-05-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. 'pubanoB Axppiit BomogumupoBud

2. Hrybanov Andrii Volodymyrovych

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs

Bup, pucepranii: kanguuaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi creniaIbHOCTI: 14.01.01

Ha3Ba HayKOBOIi CIeIiaIbHOCTI: AKylEPCTBO Ta MHEKOJIOTis
T'asy3sp / rasysi 3HaHb. He 3acTOCOBy€THCS
OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3actocoByeTsbcs
JlaTa 3axHcCTy: 12-05-2021

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTu 3400yBaya: KOMYHAJIBHE HEKOMEPLIVHE MIAITPMEMCTBO MUKOJIAIBCHKOI MICBKOI
PAJI "TIOJIOTOBUMM BYJMHOK N23"

Kopg 3a €IPIIOY: 02774349

Micuesﬂaxo,lI)KeHHﬂ: BYJINIIS KUMBCDBKA, 6ynuHOK 3, M. MuKosaiB, MukosaiBcbkuii p-H., MukosaiBcbka
0671., 54058, YkpaiHna

dopma Bi1acHoCTI:
Cdepa ynpasiriHHS:
InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOI BYEHOI pazu): [l 26.553.01

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHa ycTaHoBa "[HCTUTYT TeiaTpii, akymepcTsa i

rinekouiorii im. akagemika O. M. Jlyk'ssHoBoi HanjionasnbHOI akageMii MEJUYHUX HAyK YKpaiHu"
Kog, 3a €IPIIOY: 02012022

Micue3Haxoa KeHHS: sy [1. Mait6opoau, 6yz. 8, M. Kuis, 04050, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu
InenTugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

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

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHa ycTaHOBa "[HCTUTYT TeiaTpii, akymepcTsa i

rinekouiorii im. akagemika O. M. Jlyk'ssHoBoi HanionasnbHOI akazgeMii MEJUYHUX HAyK YKpaiHu"
Kog, 3a €IPIIOY: 02012022

Micue3HaxoO KeHHS: By [1. Mait6opoau, 6yz. 8, M. Kuis, 04050, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HayK YKpaiHu
InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Koau TeMaTHYHHX PyOPHK: 76.29.48

Tema gucepranii:
1. OnrTuMmisanis 1iarHOCTHUKM Ta JIiIKyBaHHS NPEEKJIAMIICIi y KiHOK 3 IIyKPOBUM ZiabeToM 1-T0 TuIy.

2. Optimization of preeclampsia diagnosis and management in women with pre-existing type 1 diabetes mellitus.

Pedepar:

1. Inceprauis npucBg4YeHa BaKIMUBii IPO6IE€Mi Cy4aCHOTO aKylIepCTBa, a CaMe 3HIDKEHHIO 4YaCTOTU aKylIePChbKUX
Ta [ePUHATAJbHUX YCKJIAJHEHD y BariTHUX 3 LI/I1 msXomM po3po6KM Ta BIPOBAIKEHHS KOMILIEKCY JIiKyBaJlbHO-
podinakTUYHMUX 3aXO0iB, CIPSIMOBAHUX Ha MONEepeIKeHHs Ta JiKyBaHH4 [1E, Ha OCHOBI BUBYEHHS NI0J1IMOP(Pi3My
reHiB Ta KOPEKIlil CyIMHHUX NOpPYyLIeHb. BCTaHOBJIEHA TPOBiIHA POJIb OKPEMUX KIIiHIYHUX PakTopiB (IMT,
TPUBAJIOCTi 3aXBOPIOBAHHS, [1iabeTUYHMX BaCKYJISIPHUX YpaXkeHb) B [1I0€JHaHHiI 3 noyimopdizmamu rexis ACE, PON1

BussineHo, 10 0OfHUM 3 NaTOPiz3ioN0oTiYHMX MEXaHi3MiB, 3aBIISIKY IKUM Peali3yeThCs BIIJIUB I'€HiB HA BUHUKHEHHS



[1E y nanienTox i3 LI]I1 € ix MOXUINBICTb (POPMYBATU HECIIPUSTIIMBU MTATEPH 3MiH LEHTPAJIbHOI FeMOAVHAMIKA
Matepi BXe B I TpumecTpi BariTHOCTI. [I[poBeneHe ¢apMaKkoreHeTUYHE AOCTiIKeHHSI BCTAHOBUJIO HECIPUSATINBUN
BB D-anesto 3a reHoMm ACE(I /D), Ala-anesnto 3a reHom MGP (Thr83Ala) ra T-anesnto 3a renom PON1(C108T) Ha
napaMeTpu e(QeKTUBHOCTI aHTUTINepTEeH3MBHOI Tepanii. OTpuMaHi JaHi J03BOJIWIA PO3POOUTH aJTOPUTM
nporHo3yBaHHs [1E y nanienTok 3 LI/[1 Ta naToreHeTU4HO OOI'PYHTOBAHUI KOMILTIEKC POPiIaKTUYHO-JIiKyBaJIbHUX
3aX0JiB, IEPEIJISIHYTU MiTXOIX [0 IPOBEIEHHS aHTUTINIEPTEH3UBHOI Tepartii 3 ypaxyBaHHSIM iHAMBILyalbHOTO

npodisno HOCINCTBA NOJIMOP(HUX BapiaHTIB reHiB.

2. Thesis is devoted to contemporary issue of modern obstetrics, i.e. reduction of obstetric and perinatal
complications in women with pre-existing type 1 diabetes mellitus (T1IDM) through development and
implementation of complex of preventive and treatment measures based on the study of polymorphic variants of
genes and correction of vascular disorders and which is aimed at preeclampsia (PE) prevention and treatment. In
order to achieve the established goal, we studied clinical parameters, prevalence of polymorphic variants of
studied genes, as well as existed gene-gene and gene-environment interactions, correlated with PE development
in TIDM, its severity/ terms of onset, as well as parameters of antihypertensive therapy efficacy in 76 patients with
T1DM and superimposed PE and in 60 diabetic women without PE. It was found that in TIDM patients PE
developed in the presence of the following factors: pre-existing diabetic nephropathy (DN), BMI>24 kg /m2 and
ID- or DD-genotype of ACE gene. The best gene-gene interaction model included three loci -
ACE_ID/PON1_C108T/eNOS_G894T. The study of different combinations of polymorphic variants of genes
within the above-mentioned model, as well as investigation of other genes and clinical factors disclosed significant
predictors of PE development in different subpopulations of pregnant women with pre-existing TIDM. The
following risk factors were found to be the main contributors to mild PE development. Combinaton of
ACE_II/PON1_CC genotypes provides protective effect on PE development, while ACE_ID/PON1_CT
combination is associated with development of mild PE. In heterozygous carriers of PON1108CT genotype clinical
parameters exert modifying effect: when this genotype is combined with DN, or duration of diabetes<8,5 years, or
BMI<23,8 kg/m2 mild PE develops; in the presence of the same genotype moderate /severe PE develops when
duration of diabetes is >13,5 years and the value of BMI>25,17 kg /m2. That were long duration of diabetes;
presence of vascular complications (in particular, angiopathy of lower extremities and DN) and ID-genotype of
ACE gene which influenced early-onset (<32 weeks) PE development in pregnant women with pre-existing DM1.
The most significant genotype combinations associated with early-onset PE development were as follows:
ACE(ID)/AT2R1(1166AA); ACE(ID) /eNOS(4b /4b); ACE(ID)/eNOS(894GG). Genetic factor influenced the
development of late-onset PE to a much lesser extent; only one statistically significant combination of genotypes
was detected to be associated with PE debut after 32 weeks of pregnancy - ACE(ID)/MGP(138TC). The strong
involvement of ACE and MGP gene polymorphisms in PE development may be explained by their impact on
maternal central hemodynamics parameters during the first trimester of pregnancy. For instance, as compared to
[I- and ID-genotypes, DD-genotype of ACE gene was associated with the lowest values of stroke volume and
stroke index. Whilst 83Ala/Ala genotype of MGP gene Thr83Ala polymorphism correlated with minimal values of
circulating blood volume (and, as a result, with more pronounced hypovolemia). Thus, the above-mentioned
polymorphic variants of genes are involved in formation of pathogenic pattern of central hemodynamics, which, in
its turn, predispose to early-onset PE formation. Pharmacogenetic study revealed unfavorable allele-dose
dependent impact of causative D-allele of ACE(I/D) gene, Ala-allele of MGP (Thr83Ala) gene and T-allele of PONI1
(C108T) gene on efficacy of antihypertensive therapy. The latter necessitated earlier prescription of first- and
second-line (combination) therapy, required more time to achieve appropriate therapeutic effect and showed
higher pre- and post-treatment levels of systolic and diastolic blood pressure. Data obtained in the study let us
develop the optimized complex of preventive and treatment measures, as well as to revise approaches to
antihypertensive therapy in pregnant women with pre-existing DM1 at high risk for PE development based on
individual profile of polymorphic variants of genes. The suggested approach allowed to reduce the prevalence of
different complications of pregnancy (early gestosis - by 21,0%; miscarriage - by 34,8%; preterm labour - by 19,6%;
fetal distress - by 17,5%; polyhydramnios - by 25,4%; PE - by 27%,; early-onset PE - by 13,3% and moderate /severe



PE - by 26,7%) and to lower the rates of perinatal morbidity (respiratory distress syndrome - by 18,5%, fetal
macrosomia - by 22,1%; IUGR - by 14,4%; episodes of hypoglycemia - by 31,5%). Thus, the proposed complex
should be recommended for a wider use within perinatal care facilities.

Jep>kaBHHHM peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHu# NpioOpHTETHHUI HAIIPSIM iHHOBaLiHHOI AiSJILHOCTI:
IlizcyMKH AOCIIiAKEHHS:

ITy6osrikamii:

HaykoBa (HayKOBO-TE€XHiYHa) MPOAYKILis:
ConuiasiIbHO-€KOHOMIYHA CIIPSIMOBaHIiCTh:

OxopoHHi goKymeHTH Ha OIIIB:

BrnpoBaaykeHHS pe3yJIbTaTiB AHCEpTalii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA/KEPiBHHUKIB (KOHCYJIbTAaHTA)

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. ABpamenko Tetgna BacuniBHa

2. Avramenko Tetyana V.

KBasigikamis: 14.01.01

InenTudikarop ORCHID ID: He 3actocoyerscs
JoparkoBa indopmamnist:

IloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiriHHS:

Inentudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

VII. BimomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Bnosuuenko FOpiit [leTpoBuy



2. Vdovychenko Yurij P

KBasigikamis: 14.01.01

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

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. Boosuuenko IOpii1 [leTpoBuy

2. Vdovychenko Yurij P

KBasigikamis: 14.01.01

InenTudikarop ORCHID ID: He 3actocoyerscs
JoparkoBa indpopmamnist:

IloBHe HallMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BaacHoOCTI:

Cdepa ynpasitiHHS:

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

BiacHe IIpizBuie Im'sa ITo-6aTbKOBI:
1. BenukiBcbka Ipnna bopucisHa

2. Ventskivska Iryna Borysivna

KBasigikamis: 14.01.01

InenTudirkarop ORCHID ID: He 3actocoyerbcs
JopaTrkoBa inHdpopmanist:

IloBHe HaMEHYBaHHS IOPHIHYHOI 0COOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:



dopma By1acHoCTI:
Cdepa ynpasiiHHS:
InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBY€ETHCS

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi

BiiacHe IIpisBuie Im'sa ITo-6aTbKOBI

roJIOBH pagu

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOTO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZasIbHUM 3a peecTpallilo HAayKOBOIi

OisIIBHOCTI

Anunkin IOpin ['eHHanifiosny

AnTurnkin IOpiit 'enHaninosny

IOpuenko T.A.



