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Pedepar:

1. Inceprauifina po60Ta IpUCBIYEHA aKTyaslbHil IPO6sIeMi IPOrHO3yBaHHS PO3BUTKY OBYJIITOPHOI JUC@YHKLII y
JKIHOK paHHBOT'O PENPOAYKTUBHOTO BiKy 3 OOTSDKEHMM aHaMHE30M 10/10 MeTabO0JIiUHUX [1I0PYIIEeHb y raysi
MeJMIMHYU, 30KpeMa aKyllepcTBa Ta rinekoJiorii. [Ipo6yema 36epeskeHHsl PENPOAYKTUBHOTO 30POB’sl KiHOK
HabyBa€ 0CcO6IMBOI akTyasibHOCTI. OJIHi€I0 3 IPOBIIHUX MPUYKMH 6e3ITiTIs € TPHUBaJIa OBYJISITOPHA TUCQYHKILS,
30KpeMa CUHJPOM MoJikicTo3HUX sieuyHuKiB (CIIKA). OpHuM i3 pyHIaMeHTalbHUX NaTOT€HETUYHUX MEXaHi3MiB
aHosysauii npu CIIKS e incyniHope3ucTteHTHICTS (IP), cTaH 10 nopyuye HopMajabHy PeryJsililo TOPMOHAIBHOIO
0ajylaHCy B sleYHMKaX Ta CIPUSIE TinepaHaporeHii. 3anumaeTscst HEJOCTATHBO BUBYEHMM CTaH iHCYJIiIHOBOTO OOMiHYy

y XIHOK i3 MeTaboIiYHMMU IOPYLIEHHSIMU Y 6JIU3bKUX POAUYIB. [IpoBeieHO peTPOCIeKTUBHO-TIPOCIIEKTUBHE



KOTOPTHE JOCJIiIKEHHS i3 3a7y4yeHHIM 82 )XiHOK paHHBOTO PENPOLYKTUBHOTO BiKy. OCHOBHY IpyIy CKJanu 52
y4YaCHUI 3 OOTS)KEHNM aHaMHEe30M 1070 MeTaboIiYHUX [IOPYLIeHb, KOHTPOJIbHY — 30 KiHOK 6€3 Takux
ocobsuBocTeil. Kputepii BKII0YeHHS Ta BUKJIIOYEHHSI YiTKO BU3HAY€HO 17151 3a0e3MeUyeHHs penpe3eHTaTUBHOCTI
BUGipKuU. 1151 360py JaHUX PO3POOJIEHO aHKETH, SIKi BK/IIOYAJIM NACIIOPTHI JAaHi, IeTajli AUTSIY0ro aHaMHe3Yy,
aJIepriyHui CTaTyc, ONepaTUBHI BTPy4YaHHS], @ TAKOX JE€TaJIbHY XapaKTePUCTUKY MEHCTPYaJbHOTO LIUKITY.
JJoaTKOBO AOCIIIKEHO CIIOCIO XXUTTSI, TPOAHali30BaHO CIIaIKOBUI aHaMHe3 11010 HassBHOCTI y 6JIM3bKUX POIUYiB
ceplLeBO-CyAUHHUX 3axBopioBaHb (CC3), 111, o>xxupiHH4. Yci yyacHuULi Hafanyu o6poBiiibHYy iHQOPMOBaHy 3roay.
31iicCHeHO BUMIPIOBaHHS aHTPOIIOMETPUYHUX [TIOKA3HUKIB (3picT, Maca Tina, okpyxkHictio Tazii (OT), ingexc macu
tina (IMT)) Ta mpoBeeHO 1ab0paTOPHY AiarHOCTUKY JIIOTeiHi3yIouoro ropmony (JII'), posiky10CTUMYIII0I090Tr0
ropmony (OCT), cexc-3B'a3yrouoro rnobymniny (C3T'), TupeorpornHoro ropmony (TTT), nposnakruny,
nerigpoeniangpocrepony-cynbdar (II'EA-c), 3araibHOro TeCTOCTEPOHY, iHIEKCY BiILHOTO TECTOCTEPOHY, iHAEKCY
HOMA-IR (Homeostasis Model Assessment of Insulin Resistance), rioko3o-TonepanTHoro tecty (I'TT) mmoc
BM3HAYEHHS IHCYJIiHY 3 HaBaHTa>KEHHS 75 T [JII0KO3HU i3 IOBTOPHUM 3a00pOM KPOBi uepes 2 TOAUHH, iHAeKCy
Marcypa. OTxe, pe3ysbTaTy AAHOTO JUCEPTaLiHOIO AOCiIPKEHHS IIPOJIEMOHCTPYBAJIHY, 110 32 JaHUMU
CIIaJIKOBOTO aHAMHe3Y 6YyJI0 BCTAHOBJIEHO BUCOKY 4YaCTOTy METab0IiYHMX IOpyLIeHb, a came: CC3 — 44,23 %,
o>XupiHHS — 36,5 %, LII1 2 Tuny — 26,9 %, TakoX BOHU BigMidany B ciMefiHOMy aHaMHe3i HasiBHICTb naToJiorii [1[3—
21,2 % Ta 3axBoproBaHHS HUPOK — 11,5 %. 1li dhbakTOpu MO>KHA BBaXKaTH 3a eMireHeTUYHi, 10 BiANOBiAHO BimoOpakae
3MiHM y XiHOK OCHOBHOI I'pPyIH, Ha BiIMiHY Bifj KOHTPOsbHOI. I1if 4ac aHani3y JUCKPENTUBHUX JaHUX OYJI0
BCTaHOBJIEHO, 110 Bik MeHapxe (12,7 + 1,2 poku B 0OCHOBHil1 rpymi npotu 12,46 + 1,2 y KoHTpoJbHiH, p = 0,385) Ta
TPUBAJIICTh MEHCTPYaJIbHOTO LUKy (28,3 + 2,8 mpotu 27,4 + 2,5 nHi, p = 0,137) He Bifpi3HsANUCS MiX rpynaMu.
PerysisipHiCTb LIUKJy BCTAHOBJIIOBAJIACs €10 MOBibHilIe B OCHOBHIM rpymi (15,3 % npotu 23,3 % 3a 1 pik, p = 0,371).
[TopymenHs cny (57,7 % npotu 60,0 %, p = 0,838) Ta ¢pisnuna akTuBHICcTb (40,4 % npotu 43,3 %, p = 0,794) 6ynu
NOAIiGHMMU B 000X rpymnax. IIpu gocimkeHHi 1a60paTOpHUX NaHUX 6YJI0 BCTAHOBJIEHO, 110 TOPMOHAJIbHI
IIOKa3HMKHY, TaKi sk JII' BuIumii B ocHOBHi# rpymi (5,3 + 0,4 npotu 4,7 + 0,5 MkMO /M1, p < 0,0001), 3aranpHuit
TecTocTepoH Hwxkuuii (0,8 + 0,2 npotu 1,2 + 0,2 HMonb /11, p = 0,0001), Toni sik TTT, nponakrun i AI'EA-c cyTTeBO He
BigpizHsanucsa. OcHoBHa rpyna mana sumuit HOMA-IR (2,7 + 0,9 mpotu 1,2 + 0,5, p < 0,0001) Ta H1>K4Mii ingexc
Matsuda (4,4 = 0,5 npotu 6,5 = 0,7, p < 0,0001), mwo cBiguuts npo IP. PieHi riokosu (4,58 + 0,5 npotu 4,0 + 0,3
mmoas /1 1o I'TT, p < 0,0001; 5,1 + 0,5 npotu 4,5 + 0,3 mmoab /a1 nicast I'TT, p < 0,0001) Ta incyniny (12,8 + 3,7 npotu
6,7 +2,9MO0n/n o I'TT, p < 0,0001; 30,4 + 12,5 npotu 17,7 + 4,7 MOp /5 micst T'TT, p < 0,0001) 6y 3HaYHO BULUMUA
B OCHOBHI1 rpymi. [Ipu aHanizi kopesnsauiiHux 3B's13KiB BusBieHo: HOMA-IR: cia6ki kopessnii 3 IMT (r = 0,3609), OT
(r = 0,3536), TpUBaiCTIO BCTAHOBJIEHHSI PETyJIsIpHOCTI MeHcTpyalii (r = -0,2755), TTT (r = 0,2126), AT'EA-c (r = -
0,2396) Ta 3arajibHUM TecToCcTePOHOM (r = 0,2415). Ingexc Matsuda: ciabki Kopessiii 3 TpuBasicTio KpoBoTedi (r =
0,2638), OCT (r = -0,2225) Ta 3aranbHUM TecTocTepoHOM (r = -0,3513). IHcyiH 10 HaBaHTaXKeHHS 75 T IJII0KO3K:
cnabki kopensuii 3 IMT (r = 0,3335), okpyxHicTio Tazii (r = 0,3219) Ta iHIMMYK TOKa3HUKAMU. [HCYJIiH micis
HaBaHTaXEHHS 75 T IVIIOKO3U: CJ1abKi KopesisLii 3 Macolo Tijia Ipyu HapopKeHHi (r = -0,2385), TuKHeM recrauii (r = -
0,2430) ta OCT (r = 0,2914). 3 HayKOBOi TOUYKU 30pY, HOBUM y JAHOMY JOCJIiIKEHHI MOXKHA BBRXXKaTH BU3HAYEHHSI
daxTopiB pusuky IP, sk npegukTopa oBynaTOpHOI JucdyHKuii. Haribinpme manciB (RR = 1,641, OR = 7,412, p =
0,0045) Ha po3BUTOK IP MaIOTh KiHKU 3 OXKUPIHHAM Yy 61M3bKUX poaMyiB. l04aTKOBO BCTAHOBJIEHO, 110 Y >KiHOK
OCHOBHOI rpynu B 7,78 pasa 6inbuie maHciB giarnoctyBaru IP (RR = 1,565, OR = 7,78, p = 0,0279). [IpakTU4HAM
3HAYEHHSM JaHOi pobOTH CTaso paHHE BUsiBJIeHHS [P, me Ha NOKJiHIYHOMY eTarli, Ta HaJaHHS MO>KJINBOCTEN
1podinakTUKU OBYJISTOPHOI AuC@YHKIII.

2. The dissertation is devoted to the urgent problem of predicting the development of ovulatory dysfunction in
women of early reproductive age with a burdened history of metabolic disorders in the field of medicine, in
particular obstetrics and gynaecology. The problem of preserving women's reproductive health is of particular
relevance. One of the leading causes of infertility is prolonged ovulatory dysfunction, in particular polycystic ovary
syndrome (PCOS). One of the fundamental pathogenetic mechanisms of anovulation in PCOS is insulin resistance
(IR), a condition that disrupts the normal regulation of hormonal balance in the ovaries and contributes to

hyperandrogenism. The state of insulin metabolism in women with metabolic disorders in close relatives remains



insufficiently studied. A retrospective prospective cohort study was conducted involving 82 women of early
reproductive age. The main group consisted of 52 participants with a burdened history of metabolic disorders, and
the control group consisted of 30 women without such features. The inclusion and exclusion criteria were clearly
defined to ensure the representativeness of the sample. For data collection, questionnaires were developed that
included passport data, details of childhood history, allergic status, surgical interventions, and detailed menstrual
cycle characteristics. Additionally, lifestyle was studied, and a family history of cardiovascular disease (CVD),
diabetes mellitus, and obesity was analysed. All participants provided voluntary informed consent. Anthropometric
parameters (height, body weight, waist circumference (WC), body mass index (BMI)) were measured and laboratory
diagnostics of luteinising hormone (LH), follicle stimulating hormone (FSH), sex binding globulin (SBG), thyroid
stimulating hormone (TSH), prolactin dehydroepiandrosterone sulfate (DHEA-s), total testosterone, free
testosterone index, HOMA-IR (Homeostasis Model Assessment of Insulin Resistance), glucose tolerance test (GTT)
plus insulin determination from a 75 g glucose load with repeated blood sampling in 2 hours, Matsuda index. Thus,
the results of this dissertation study have demonstrated that according to the hereditary history, a high frequency
of metabolic disorders was found, namely: CVD - 44.23 %, obesity - 36.5 %, type 2 diabetes - 26.9 %, they also
noted the presence of thyroid pathology in the family history - 21.2 % and kidney disease - 11.5 %. These factors
can be considered epigenetic, which accordingly reflects the changes in women of the main group, in contrast to
the control group. When analysing the discrete data, it was found that the age of menarche (12.7 + 1.2 years in the
main group vs. 12.46 + 1.2 in the control group, p = 0.385) and the duration of the menstrual cycle (28.3 + 2.8 vs. 27.4
+ 2.5 days, p = 0.137) did not differ between the groups. Cycle regularity was established somewhat more slowly in
the main group (15.3% vs. 23.3% over 1 year, p = 0.371). Sleep disturbances (57.7 % vs. 60.0 %, p = 0.838) and
physical activity (40.4 % vs. 43.3 %, p = 0.794) were similar in both groups. When examining laboratory data, it was
found that hormonal parameters such as LH were higher in the main group (5.3 + 0.4 vs. 4.7 + 0.5 uIU/ml, p <
0.0001), total testosterone was lower (0.8 + 0.2 vs. 1.2 + 0.2 nmol /1, p = 0.0001), while TSH, prolactin and DHEA-c
were not significantly different. The main group had a higher HOMA-IR (2.7 + 0.9 vs. 1.2 £ 0.5, p < 0.0001) and a
lower Matsuda index (4.4 + 0.5 vs. 6.5 + 0.7, p < 0.0001), indicative of IR. Glucose levels (4.58 + 0.5 vs. 4.0 + 0.3
mmol /1 before HTT, p < 0.0001; 5.1 + 0.5 vs. 4.5 + 0.3 mmol /1 after HTT, p < 0.0001) and insulin levels (12.8 + 3.7 vs;
304 £12.5vs. 17.7 + 4.7 mU /1 after HTT, p < 0.0001) were significantly higher in the main group. The analysis of
correlations revealed: HOMA-IR: weak correlations with BMI (r = 0.3609), OT (r = 0.3536), duration of menstrual
regularity (r = -0.2755), TSH (r = 0.2126), DHEA-c (r = -0.2396) and total testosterone (r = 0.2415). Matsuda index:
weak correlations with bleeding duration (r = 0.2638), FSH (r = -0.2225) and total testosterone (r = -0.3513). Pre-
load insulin with 75 g glucose: weak correlations with BMI (r = 0.3335), waist circumference (r = 0.3219) and other
indicators. Insulin after 75 g of glucose: weak correlations with birth weight (r = -0.2385), gestational week (r = -
0.2430) and FSH (r = 0.2914). From a scientific point of view, the identification of risk factors for IR as a predictor of
ovulatory dysfunction can be considered new in this study. Women with obesity in close relatives have the highest
chances (RR = 1.641, OR = 7.412, p = 0.0045) of developing IR. Additionally, it was found that women in the main
group were 7.78 times more likely to be diagnosed with IR (RR = 1.565, OR = 7.78, p = 0.0279).
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PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. KimuBak Bitanit BacunboBuy

2. Vitaliy V. Klyvak

KBasigikanis: k. men,. 1., noi,, 14.01.01
InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa indpopmamuist:

IToBHE HaﬁMeHyBaHHSI lOpI/I,qH'{HOi 0COOH: BiHHUIBKUIT HAI[IOHAIBHUI MEIIYHUN yHiBepcureT iMmeHi M. 1.

[Tuporosa

Kopg 3a €IPIIOY: 02010669

Micuesnaxo;pxeum:: ByJL. [luporosa, 6yz. 56, Binnuug, Binuunpkuil p-4., 21018, YkpaiHa
dopma BiracHOCTI: JlepxasHa

Cdepa ynpaBiriHHS: MiHicTEPCTBO 0XOPOHY 3140POB's YKpaiHu

InenTudikarop ROR:

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Tapan OxcaHa AHaToJiiBHa

2. Oksana A. Taran

KBasidikanis: 1. men. 1., npodecop, 14.01.01
InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaﬁMeHyBaHHSI lOpI/I,qH'{HOi OCOOM: BiHHMIbKMI HAI[IOHATbHUI MEIUIHUI yHiBepcureT iMmeHi M. 1.

[Tuporosa

Kopg 3a €IPIIOY: 02010669

Micuesnaxo;pxeﬂnﬂ: ByJL. [luporosa, 6yz. 56, Binnug, Binuunpkuil p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBriHHS: MiHiCTEPCTBO 0XOPOHY 340POB's YKpaiHu

InenTudikarop ROR:

VIII. 3aKkJII04Hi BiZoMOCTi

ByiacHe IlpizBumie Im's ITo-6aThKOBI Bynasetko Osbra BacusnisHa
rOJIOBH pagu

BaacHe IlpizBuie Im's [10-6aTbKOBI Bynasetko Onbra BacusnisHa
rOJIOBYIOYOTO Ha 3aCiflaHHi

BignoBigasibHuUI 3a MiATOTOBKY I'pebentok [IMutpo Iroposird

00JIiIKOBHX JOKYMEHTIB



PeecTtpaTop VYKpIHTEI

KepiBHuk Bigginy YKpIHTEI, mo €
BiZITIOBiZAaILHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

OistJIBHOCTI




