O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0825U000444
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpaunii: 06-02-2025

Craryc: 3amanoBana

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Opimaxk Ipuna KocTtsaHTHHIBHA

2. Iryna K. Orishchak

KBasmigikamis:

InenTudikarop ORCID ID: 0000-0003-0528-7613

Bupg, pucepranii: nokrop dinocodii

AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna

T'asy3p / rasysi 3HaHB. 0XOpOHA 3710POB's

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: 222 Meuuuna

Jara 3axucrTy: 11-11-2022

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 34,00yBaya: Isano-OpaHKiBCHKMIT HALLIOHAILHYI MEIMYHUI YHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

Micue3HaxoaKeHHS: ByJ1. ['anuupka, 6y1. 2, IBano-®paskiBeek, 76018, Yrpaina
dopma ByacHOCTI: [lepkasna

Cdepa ynpaBiIiHHS: MiHiCTEPCTBO 0XOPOHY 340POB's YKpaiHu

InmenTudikarop ROR:




I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHoi BYEHOI pagH (Pa30Boi CIeliaJai30BaHOi BY€HOI pagH). PhD 20601033
IloBHe HaliIMeHYBaHHS IOPUAHYHOL 0C00H: IBaHO-PpaHKiBCHKUI HAl[iOHATLHUI MEIUYHUI yHIBEPCUTET
Kopg 3a € IPIIOY: 02010758

Micue3HaxoaKeHHS: By ['anuipka, 6y, 2, IBano-PpaHkiBebk, 76018, Vkpaina

dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR:

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0C00H: IBanO-PpaHKiBCHKUI HAI[IOHATLHUI MEIUYHUI yHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

Micue3HaxoaKeHHS: ByJL. ['annubka, 6yq. 2, IBano-®pankiBeek, 76018, Ykpaina

dopma BracHOCTI: JlepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepcTBO 0XOpOHM 31,0pOB st YKpaiHu

InenTudikarop ROR:

V. BizomocTi npo gucepraniio
MoBga guceprTallii: Vkpaincoka
Koau TemaTHYHHUX PYOpPHK: 34.31.32, 76, 76.29.48

Tema gucepranii:
1. PenmpoiyKTHBHE 3[10POB’sl y XIHOK i3 rinepjlaCTUYHUMU [IPOLLECAMU €HIOMETPIIO: IPO(INaKTUKA Ta KOPEKLisl

[OPYILIEHb.

2. Reproductive health in women with hyperplastic processes of the endometrium: prevention and correction of
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Pedepar:

1. MeTo0 JocaiaKeHHs 6yJ10 NOKPAIIATH PENPOAYKTUBHE 3[I0POB’Sl Ta 3HU3UTHU YaCTOTY PENIPOAYKTUBHUX HEBIAY Y
KIHOK i3 TilepryiacTUMHUMU [IPOLieCaMy €HIOMETPIIo MIIIXOM PO3POOKY Ta BIPOBAIKEHHS HAYKOBO-
OOI'PYHTOBAHOTO KOMILJIEKCY NIiarHOCTUYHUX Ta JIiKyBaslbHO-peabisiTalifiHuX 3aXoiB i onTuMisalii nperpasigapHoi
IiATOTOBKYU Ha OCHOBi BUBYEHHSI OKPEMUX IIOKA3HUKIB €HIOKPUHHOTrO, META00IiYHOr0 Ta iIMyHOJIOT{YHOTO
rOMEOCTa3y opraHiamy. Jlucepraiiifina poboTa € CaMOCTiITHOI0 HAYKOBOIO Ipallelo. 3a pe3yIbTaTaMu JOCTiIKEHHS
aBTOPOM BCTQHOBJIEHO BUCOKY 4YacCTKY rinepriyiasii eHJOMETPIIo SIK OLHY i3 IPUYMH Cy6depTUIbHOCTiI (44,19 %) y
CTPYKTYpi BHYTPIlIHBOMATKOBOI I1aTOJIOTI]. BUZiZIeHO OCHOBHI ITPEINKTOPU 3HKEHHS PENIPOAYKTUBHOTO
NoTeHLiany: Bik nauieHTku (crapue 35 pokis) (OR=2,59; 95%,; CI: (1,54-4,35); p<0,05), XxpoHiuHUI1 3anajbHUIL MTpolLieC
opraHiB mMasioro Tasy i3 enizogamu peuunusis (OR=5,17; 95 % CI: (1,68-15,98); p<0,05), oxxupinns I-1I ctynens
(OR=8,31; 95 %,; CI: 2,99-23,01; p<0,05) Ta engoxpunarii (tupeonartii) (OR=5,29; 95 %; CI: 1,26-20,53; p<0,05),),



penponyKTuBHi BTpaTu B aHamHesi (OR=4,27; 95 %; CI: 1,53-11,89; p<0,05), BUCOKUI1 IAapUTET BHYTPilIHLOMATKOBUX
BTpy4anb (OR=4,75; 95 % CI: 1,04-23,98; p<0,05). lonoBHEHO Nepesiik OCHOBHUX YMHHUKIB PE3UCTEHTHOCTI 10
Teparnii Ta iMOBIpHOCTI pelnIuBIB, cepe], IKUX: KOMOPOigHICTh TposidhepaTUBHUX IIPOIECiB €HA0-MiOMeTpilo
(OR=7,82; 95 %: 1,78-43,42; p<0,05), HasiBHICTb JOOPOSIKICHUX MyXJIMH Ta PeTEHLINHUX YTBOPIB sieyHuKiB (OR=13,78;
95 %: 4,71-40,28; p<0,05), a Takox meTabosiuHi nopymenHs (OR=8,31; 95 %,; CI: 2,99-23,01; p<0,05) Ta
eHJloKprHonarii (tupeonartii) (OR=5,29; 95 %; CI: 1,26-20,53; p<0,05). [liarHOCTUYHHUI1 aJITOPUTM JIOIIOBHEHO
BMKOPHMCTaHHSIM KOMIIPECIHOI cOHOoesacTtorpadii, o J03B0MI0 NOKPAIUTH OLHKY IJIMOVMHU YPaXkKeHHS, CTaHy
MiOMETPII0, 4iTKiCTh JIOKaJli3alii IpoLecy Ta 3MEHLUTH KiJIbKiCTh XMOHO-TIO3UTHUBHUX pe3ysbTaTiB. Ha 0CHOBI
OTPUMAaHUX PE3YJIbTATIB JOMOBHEHO Ta PO3LMIMPEHO HAYKOBY KOHILIEIILLIO [1aTOr€HE3y MOPYIIEHHS PENPOLYKTUBHOTO
3/10POB'sl )KiHOK i3 rineprazsielo eHJJoMeTpilo, 6araTorpaHHICTh MPOSIBIB SIKOTO 3aJI€XKUTh Bifl, KOMILJIEKCY
napaMeTpiB, 1€, Opsi], i3 IOKa3HUKaMU COMATUYHOrO 3[J0POB'sl Ta METa00JIiYHOIO TOMEOCTa3y, BaroMy poJib
Bizlirpae penpoayKTUBHA NOBEiHKA, iH(EKUiHN CTaTyC Ta KOMOPOiIHICTb MiHEKOJIOTIYHUX 3aXBOPIOBaHb. Y POOOTI
BIIEpLIE BUJIEHO OCHOBHI NPEIUKTOPHY 3POCTAHHS YaCTKU TillepIIaCTUYHUX IIPOLIECIB €EHIOMETPIIO, SIK IPUYMHU
Ccy6(depTUIBLHOCTI, JaHO XapaKTEPUCTUKY OCHOBHUX [TapaMeTpPiB PENPOLYKTUBHOTIO 3J0POB’Sl T BCTAHOBJIEHO
IIPOBiHI KpUTEPii (POpMyBaHHS IPyIl PU3UKY PELUAUBY Ta PE3UCTEHTHOCTI 10 CTaHAAPTHUX TEPAl€BTUYHUX
IiAX0[iB, a TAaKOX JOIIOBHEHO HayKOBi JaHi 1070 0co6IMBOCTe Iepebiry rineprjacTUYHUX IPOoLieciB eHIOMETPIlo
y JKiHOK PENpOAYyKTHMBHOIO BiKY Ta iX BIUIMBY Ha XapaKTep Ta 4aCTOTY PENPOAYKTUBHUX HeBla4d. OTpUMaHO HOBI
IaHi Wono poJi iH@eKuinHoro GakTopy y reHesi rineprjacTUYHUX NPOLECiB €HIOMETPIIo, 0 6a3yI0ThCs Ha
IiarHOCTHUI aKTUBALl MPO3anaJbHOrO MyJly LATOKIHIB, Jenpecii cuHTe3y sIg A i BUCHa)KeHHi QyHKI[iOHaIbHOI
aktuBHOCTi IFN-n, a Takox nedinuTi 10KanpHOI NpoayKuii 1akTodepuny, SIK O4HOTO i3 MPOBIIHUX PaKTOPIB
npoTuiHQEeKUiiHOTo 3aXUCTy. YIleplle BCTaHOBJIEHO BifMiHHOCTI y piBHI AMGF (3HIDKeHHS ioro piBHS y 2,5 pasa,
p<0,05) Ta oKkpeMux MapKkepiB HeoaHrioreHesy - aktusauis cunre3y VEGF Ta HIF-1o Ha etani ¢popmyBaHHS
IMITAHTAL[iHOrO BiKHA, IO CIIY>)KATb BATOMUMMU MIPEIVKTOPAMY PU3UKY PaHHIX pENPOAYKTUBHUX BTPAT i MOXKE
OyTy MIPOTHOCTUYHUM KpPUTEPieM e(PEeKTHBHOCTI IPEKOHUENLINHNX NPOiaKTUYHUX 3aX0iB. Yiiepiue
BCTaHOBJIEHO iMOBIipHicTb Bepu@ikalii kinacrepy gudepenuianii 138+ (y 61,7 %) Ta HU3bKUI1 BMiCT
iMyHOKOMIIETEHTHHUX KJITUH CD56+, IK OCHOBHMX iMYHOTICTOXIMIUHMX MapKepiB 3arajbHOi BiIOBifi y NallieHTOK 3
pi3HUMU KJIiHIYHMMHU HOpMaMU rinepruiasii eHIoMeTpilo, 1110 JO3BOJIUIIO IOPS], 3 OLiHKOIO iH(EKLiHOro cTaTycy
IOTIOBHUTU NAaTOT€HETUYHY KOHLIEI10 peakKTUBHOI ITpodlipepaliii, Ik HacsIiiKy XpOHIYHOTO 3arajlbHOrO IIPOLECY
€HIOMEeTpIIo Ta ONTUMI3yBaTH Iporpamy TepaneBTUYHUX OMNLiM i peabinitaniiiHux 3axofis. Po3po6iaeHo Ta
BIIPOBAPKEHO Y IIPAKTHUKY JIiKyBaJIbHO-TIPOMINaKTUYHNI KOMILJIEKC, 110 BKJII0UYa€ BUKOPUCTAHHS MiHiiHBa3MBHUX
XipypriyHux MeTOAMK, ONITUMI3allil0 aHTMOIOTUKOTEParlii, JONI0OBHEHY 3aCTOCYBaHHSAM OakTepiodaris,
(depMeHTOTEpaIlii Ta iIMyHOMOAYJ/II0OYMX CEPEHYKIB, IEPCOHI(IKOBaHy IpOrpaMy NperpapiapHoi MiirOTOBKHY, 110
IIO3BOJIUJIO HE TiJIbKU 3HU3UTU YaCTOTY PELIMAUBIB TiNepriaCTUYHUX NIPOLIECIB EHIIOMETPIIO, ajie i MOKpaIuTI
PENpOAYyKTUBHUM [IPOTHO3 y AaHOi KaTeropii nauieHToK. Kio4oBsi cji0Ba: penponyKTUBHE 30POB 1, 6e3Iifas,
[OPYIIEHHSI MEHCTPYAJIbHOTO LIUKJIY, TiE€PIJIaCTUYHI IPOLeCH, XPOHIYHUIN €HOOMETPUT, META0O0JIiuHi IOPYLIEHHS
Ta TUpeomnarii, MOP(POMETPUYHI XapaKTEPHUCTUKU SIEYHUKIB Ta IMOJIiKiCTO3, MiKPOOiOLIEHO3, MAPKEPHU 3allajl€HHs Ta
LIMTOKIHM, JIiKyBaJIbHO-peabiniTauifiHi 3axoqu, NperpasigapHa niaroroska. ['any3s-Menuunsa.

2. Endometrial hyperplasia accounts for almost 15,0 % to 50,0 % of women of reproductive age among all
gynecological pathologies. Its frequency depends on the morphological form and age of patients (10,0 - 30,0 %),
progressively increasing during periods of hormonal changes and creating prerequisites for recurrence,
reproductive health disorders and reduced reproductive potential. The dissertation is an independent scientific
work. According to the results of the study, the author established a high proportion of endometrial hyperplasia as
one of the causes of subfertility (44.19 %) in the structure of intrauterine pathology. The following main predictors
of reduced reproductive potential were identified: patient’s age (over 35 years old) (OR=2,59; 95% CI: (1,54-4,35);
p<0,05), chronic pelvic inflammatory disease with relapse (OR=5,17; 95 % CI: (1,68-15,98); p<0,05), obesity I-II
degree (OR=8,31; 95 %,; CI: 2,99-23,01; p<0,05) and endocrinopathy (thyropathy) (OR=5,29; 95 %; CI: 1,26-20,53;
p<0,05), reproductive losses in anamnesis (OR=4,27; 95 %; CI: 1,53-11,89; p<0,05), high parity of intrauterine
interventions (OR=4,75; 95 % CI: 1,04-23,98; p<0,05), The list of the main factors of resistance to therapy and the



probability of recurrence includes comorbidity of proliferative processes of the endomyometrium (OR=7,82; 95 %:
1,78-43,42; p<0,05), benign tumors and ovarian retention formations (OR=13,78; 95 %: 4,71-40,28; p<0,05), as well as
metabolic disorders (OR=8,31; 95%; CI:2,99-23,01; p<0,05) and endocrinopathy (thyropathy) (OR=5,29; 95 %;
CI:1,26-20,53; p<0,05). The diagnostic algorithm was supplemented with the use of compression sonoelastography,
which allowed to improve the assessment of the depth of the lesion, the state of the myometrium, the clarity of the
localization of the process and to reduce the number of false-positive results. Based on the obtained results, the
scientific concept of the pathogenesis of reproductive health disorders in women with endometrial hyperplasia,
the multifaceted manifestations of which depend on a complex of parameters, where, along with indicators of
somatic health and metabolic homeostasis, reproductive behavior, infectious status and comorbidity of
gynecological diseases play an important role, was supplemented and expanded. In the study, for the first time, the
main predictors of the increase in the share of hyperplastic processes of the endometrium as a cause of subfertility
were identified. New data were obtained regarding the role of an infectious factor in the genesis of endometrial
hyperplastic processes, based on the diagnosis of activation of the pro-inflammatory cytokine pool, depression of
slg A synthesis and exhaustion of the functional activity of IFN-n, as well as a deficiency of local production of
lactoferrin as one of the leading factors of anti-infective protection. For the first time, differences in the level of
alpha2-microglobulin of fertility (decrease in its level by 2.5 times, p<0.05) and certain markers of neoangiogenesis
- activation of the synthesis of vascular endothelial growth factor (VEGF) and hypoxia-inducible factor (HIF-1o) at
the stage of formation of the implantation window, which serves as a significant predictor of the risk of early
reproductive losses and can be a prognostic criterion for the effectiveness of preconceptional preventive measures
were established. For the first time, the probability of verification of the differentiation cluster 138+ (in 61.7 %) and
a low content of immunocompetent CD56+ cells as the main immunohistochemical markers of the inflammatory
response in patients with various clinical forms of endometrial hyperplasia was established, which allowed, along
with the assessment of the infectious status, to supplement the pathogenetic concept of reactive proliferation as a
consequence chronic inflammatory process of the endometrium and to optimize the program of therapeutic
options and rehabilitation measures. A treatment-prophylactic complex was developed and implemented into
practice, which includes the use of minimally invasive surgical techniques, optimization of antibiotic therapy,
supplemented by the use of bacteriophages, enzyme therapy and immunomodulatory agents, a personalized
program of preconception preparation, which allowed not only to reduce the frequency of recurrences of
hyperplastic processes of the endometrium, but also to improve the reproductive prognosis in this category of
patients. Key words: reproductive health, infertility, menstrual cycle disorders, hyperplastic processes, chronic
endometritis, metabolic disorders and thyropathies, morphometric characteristics of ovaries and polycystosis,
microbiocenosis, inflammatory markers and cytokines, medical and rehabilitation measures, pregravid
preparation. Branch- Medicine.
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IloBHE HaliIMeHYBaHHS IOPUAHYHOL 0C00H: IBaHo-PpaHKiBCHKUI Hal[iOHATLHUI MEIMYHUI yHIBEPCUTET

Kopg 3a € IPIIOY: 02010758

Micueanaxo,zm(efma: ByJ. ['annubka, 6yx. 2, IBano-®pankiBeek, 76018, Yrpaina

dopma ByacHOCTI: [lepxasna

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTudikarop ROR:

VIII. 3ak1104Hi BiZOMOCTI
ByacHe IlpizBume Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCimaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

Peectparop

KepiBHuK Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisIIBHOCTI

KpwxaniBceka AHHa €BcTaxiiBHa

KpuxkaHiBcbka AHHa €BCTaxiiBHa

Kynnnwnd I'anist borpaHiBHa

VKpIHTEI

[Opuenko TersiHa AHaToJiiBHA



