O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0825U004207
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 03-12-2025

Craryc: 3amanoBana

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. flpomyk Osnena bopucisHa
2. Olena B. Yaroshchuk

KBasmigikamis:

InenTudikarop ORCHID ID: 0009-0004-8882-2056

Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna

T'asy3p / rasysi 3HaHB. 0XOpOHA 3710POB's
OcBiTHBO-HayKOBa IIporpama 3i cneniajbHOCTi: Mexununa
Jara 3axucrTy: 31-12-2025

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTu 3m06yBaya: KOMYHAJIBHE HEKOMEPUIVHE MIATTPUEMCTBO "TIEPUHATAJIbHUN LIEHTP
M. KMIE€BA" BUKOHABYOT'O OPTAHY KMIBCbKOI MICBKOI PAJTV (KUIBCHKOT MICHKOI JIEPYKABHOI
AIMIHICTPALIIT)

Kopg 3a €PIIOY: 22964365

Micuesﬂaxo,rm(eHHﬂ: ByJ. [IpencnaBuHceka, Kuis, 03150, Ykpaina
dopma BiracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHM 3[0POB'd YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: [anyseBuii



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOi BYEHOI pazu). PhD 11414

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOM: HaujoHnanbuuii menuynuii yHiBepeurer imeni O. O.

boromosbiis

Kopg 3a €IPIIOY: 02010787

Micue3HaxoO KeHHS: 6yibeap Tapaca Illesyenka, Kuis, 01601, Vkpaina
dopma ByracHOCTI: Jlepxasna

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: YHIBEpCUTETCHKUI

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

IloBHe HaliMeHYBaHHSI IOPHUAUYHOI 0CO0H: KOMYHAJIBHE HEKOMEPUIVHE MIAITPUEMCTBO
"TIEPUHATAJIBHVM LIEHTP M. KMEBA" BUKOHABUYOT'O OPTAHY KMIBChKOI MICHKOI PAIIV (KUIBCHKOI
MICBKOI JTEP’KABHOI AZIMIHICTPALIIT)

Kopg 3a €IPIIOY: 22964365

Micue3HaxoaKeHHS: ByJ. [IpencnaBuHceka, Kuis, 03150, Ykpaina
dopma BiracHOCTI: /lepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3[0POB'd YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: [anyseBuil

IlIoBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘{HOi 0COOM: HauioHambHUI MeUYHUIT yHiBepcureT imeHi O. O.

Bboromonbus

Kopg 3a €IPIIOY: 02010787

Micue3Haxoa KeHHS: Gynbsap Tapaca Illepuenka, Kuis, 01601, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu
InenTudikarop ROR:

CeKTOop HayKH: YHIBEPCUTETCHKUI

V. BimomocTi npo guceprariio
MoBga auceprTaliii: Vkpaincoka

Koau TemaTHYHHUX PYOPHK: 76.29.48, 76.29.48.15



Tema gucepranii:
1. TIporHo3yBaHHS YCIIIIHOCTI BE,EHHS BariTHUX 3 KJIiHIYHMMU O3HAKaMU €KCTPEMAJIBHO PAHHIX MTepeIYacHUxX

I10JIOTiB Ha TJIi BHYTPIlIHbOYTPOOHOTO iH(DiKyBaHHS

2. Prediction of Successful Management of Pregnant Women with Clinical Signs of Extremely Preterm Birth on the
Background of Intrauterine Infection

Pedepar:

1. Incepranifina po60Ta IPUCBIYeHA YIOCKOHAJIEHHIO aJITOPUTMY BeI€HHSI BariTHOCTI y KIHOK i3 KJIiHIYHIMU
03HaKaMU eKCTpeMaJlbHO PaHHIX IepeyacHUX I10JI0TiB Ha TJIi BHYTPIlIHbOYTPOOHOT0 iHPIKyBaHHS LJISIXOM
IiIBUIIEHHS TOYHOCTI IIPOrHO3yBAaHHS PU3MKY Ta ONTUMi3allii KJIiHiYHOI TaKTUKU. BHYTpilIHLOyTpOOHE iH(iKyBaHHS
Biflirpae KJII0YOBY pOJib y NaTOT€HEe3i Iepef4acHUX MoJIoriB. [JoBeneHo, mo came iHdeKLiiHO-3aanbHuil TPOLeC €
npuunHoIo 40-75 % eKcTpeMasbHO PaHHIX IepeJyacHUX I10JI0TiB, IO MiIKPeCIoe Moro NpoBifHe 3HaUeHHS Y
3aIycKy 0i0XiMiYHMX i IMyHHUX peakLii, sIKi IpU3BOAATh 10 IEPENYaCHOTO PO3PUBY IIJIONOBUX OO0JIOHOK,
L[epBiKaJbHOI HEJOCTATHOCTI Ta aKTHBallii I0JI0TOBOI HistmbHOCTI [2, 4, 9, 32,86, 105]. licTonoriyHo migTBEpAKeHN !
XOPiOAMHIOHIT BUABIAIOTH ¥ 25-75 % BUNAAKIB ITepeqyacHUX I10JIOTiB, IPUIOMY MOTr0 4acTOTa 3POCTAE 3i
3MEHIIEHHSIM TepMiHy BariTHoOCTi [9, 17, 18, 86, 131].OcobsuBy Hebe3IeKy CTaHOBJISITh CyOKJIiHIuHI popmu
BHYTPIIIHbOYTPOOHOTO 3aNajleHHS, SIKi TPUBAJINI Yac NMPOTIKATh 6€3 CUMIITOMIB i HEe IiarHOCTYIOThCS
CTaHJApPTHUMU MeTogaMu. JlocaimxkenHs Romero, Chaemsaithong Ta iH. mokasanu, o no 60 % Bunankis
BHYTPIilIHbOAMHIOTUYHOI iH(peKLii nepebiraloTs 6€3 BUpakeHoi KiIiHiyHOi cumnToMaTuku . OKpiM TOTO IIpU
IIPOBEJEHHI KJIaCMYHUX MiKpPOO6iOJIOTiYHUX N1OCIBIiB ieHTUdiKallis NIaTOreHHOrO areHTy yTPyJHEHA B 3B'3KY 3
HU3bKMM HAaBAaHTAKEHHSIM MiKPOOPraHi3MiB Ta iX HEPIBHOMiIPHAM PO3IOLiNIOM, O OOMEXY€E YyTIUBICTb HABiTh
Cy4yacHUX KynbTypanbHux MeTogiB (Lockwoodetal., 2021; Carteretal., 2023). Kpim Toro, 3Ha4yHa 4acTKa BUMAIKIB
BHYTPIIIHbOYTPOOHOTO 3amajieHHs MOB's13aHa 3 aKTUBalli€lo iMyHHOI BiAANOBii 6€3 HasgBHOCTI 30y4HUKA, 1110
niATBEPAKEHO MOP(OJIOTiYHUMU Ta MOJIEKYJIIPHUMMU JociigxeHHsaMu (Ahmedetal., 2023; Carteretal.,
2023).CyuacHi HaCTaHOBH ITiIKPECIOI0Th HEOOXiTHICTh PAHHBOTO BUSIBJIEHHSI BHYTPIIHBOYTPOOHOI iH(eK1ii,
OLIiHKM [IOBXXMHU IIUWKYU MaTKH, 3aCTOCYBaHHS OLiHKM PiBHIB 6ioMapKepiB 11 MPOTrHO3yBaHHS Ta KOMILJIEKCHOTO
BeJI€HHSI BariTHUX i3 pU3MKOM €KCTPEeMaJIbHO PaHHIX NepeyacHUX MoJIoriB [26, 82-84, 95, 96, 117, 118]. Biomapkepu
3anajieHHs, TaKi sIK iHTepJIelKiH-6, MpoKanbUUTOHIH, C-peakTuBHUM 6in10K, HSP60 i GroEL po3risgaioTses sk
Han6inbm iHpOpMaTHBHI TOKA3HUKY BHYTPILITHOYTPOOHOrO 3allajleHHs, 34aTHi IPOrHO3yBaT! PU3UK €KCTPEMAJIbHO
PaHHIX IlepeyacHuUX I10JIOTiB 33/10BrO 10 PO3BUTKY KiliHiYHKMX cumnToMiB [108, 110, 137, 138]. InTerpauii KaiHiYHUX,
J1ab0paTOPHUX, YIbTPA3BYKOBUX Ta MOP(OJIOriYHMX MapKepiB € IEPCIEKTUBHOIO B PO3PO0JIEHH] IPOTHOCTUYHUX
Mogesieil. MeToo po6oTu 6yJI0 YOOCKOHAIUTH aJITOPUTM BeJleHHSI BaTiTHUX i3 KIIIHIYHUMHU 03HAaKaMH €KCTPEMAaJIbHO
PaHHIX Ilepe4acHUX I10JIOTiB MIJIIXOM PO3POOJIEHHS Ta BasijaLii MOJiesli IPOrHO3yBaHHS PO3BUTKY
BHYTPIIIHbOYTPOOHOTO iH(iKyBaHHS, 3aHOBAHOI Ha iHTerpallii KJIiHiYHUX, 1a00PaTOPHUX, YIbTPa3BYKOBUX Ta
MOP(OJIOTriYHUX NOKA3HUKIB. 3aBIaHHS NOCiIKeHHs 1. BU3HaUMTH 4acTOTy, CTPYKTYPY, KJIiHi4HI IPOSIBU BUNIAOKIB
neperyacHuUX MOJIOTiB i3 BUOKpEMJIEHHSIM ITiATPYIIU MAlieHTOK, Y SIKUX XOPioaMHiOHIT 6YB i TBEpIyKeHN
MOP(OJIOTiYHUM [IOCIiI>KEHHIM IIJIalleHTH Ta [IJI0A0BUX 000JI0HOK. 32 HasIBHOCTI OL[iHUTH PiBHI pyTUHHUX
Ipo3anajbHUX MapKepiB, a CaMe PiBHi JIEMKOLMTIB Ta C- PEAKTUBHOTO 6iJIKa B [171a3Mi KPOBi. 2. BusHauuTu piBHi
6iomapkepiB (iHTepseiKiny-6, C-peakTUBHOrO 6ijIKa, TPOKAJIbLUTOHIHY, TI€KOLUTIB), PiBHI BHYTPIIIHbOKJII TUHHUX
ctpecoBux 6iskiB (HSP60, GroEL) Ta KOpTH30J1y, OL[iHUTH IICUXOEMOLIHNI CTaH, IPOBECTU TPAHC BariHaJIbHY
LI€PBIKOMETPIIO y BariTHUX i3 pU3MKOM peaisallii eKCTpeMaJbHO PaHHIX [lepelyacHUX MOJIOTiB 6€3 KIIiHIYHMUX 03HaK
XOpioamHioHiITy. 3. OLiHUTY MPOTHOCTUYHY LiHHICTb KJIiHIKO-J1a00paTOPHUX ITOKA3HMUKIB, 4 CAME CUCTEMHUX
3anajabHUX MapKepiB (iHTepyelkiny-6, C-peakTUBHOTO 6ijIKa, IPOKAIbLUUTOHIHY, efikonuTo3y), HSP60, GroEL Ta
KOPTU30JIy [1J151 BUSIBJIEHHS CYOKJIiHIYHOTrO XOpioaMHIOHITy. 4. Po3po6uTu Ta BasifyBaTu 6araToakTopHy
[IPOTHOCTUYHY MOZEJIb PU3UKY PO3BUTKY XOPiOaMHIOHITY Ta peasisallii eKCTpeMasIbHO PaHHIX NepenYacHUX I10JI0TIiB
Ha OCHOBI iHTerpauii KJIiHiYHNX, 1a60paTOPHUX, MOP(OJIOTIYHUX [TOKA3HUKIB. [I71s1 peasnisanii MeTu Ta po3B’a3aHHS
[TOCTaBJIEHUX 3aBJIaHb JOCJIIKEHHS ITPOBEEHO Y YOTUPH NOCIILOBHI €Tany i OTprMaHi HaCTyIHi pe3yJbTaTu. Y

IIPOBEIEHOMY JOCJIiKEHHI 6YJ10 KOMIIJIEKCHO IIPOAHasi30BaHO KJiHivYHi, 1a60paTOpHi, iHCTpyMeHTaIbHI,



MOPQOJIOriuHi Ta ICMXOEMOLilHI napameTpu 3544 BariTHUX, 110 JO3BOJIMJIO BCTAHOBUTH YaCTOTY epeAdacHuX
I10JIOTiB, OLiIHUTY POJIb BHYTPILIHPOYTPOOHOTO 3arajieHHs Ta BUSHAYUTH NIPEeIUKTOPY €KCTPEMAJIbHO PaHHIX
nepefyacHUX MoJIoriB. Y peTpOCIeKTUBHINM KOrOpTi YacToTa NepeAYacHuUX [10JI0TiB cTaHoBuIIa 5,6% (n=198), i3 sikux
7,6% (n=15) mpunanu Ha eKCTPeMaJIbHO PaHHi TepMiHM 22-28 TIXKHIB, 110 Y3rOAXKY€EThCS 3 eMileMiooriYHUMU
Mi’KHAPOJHUMHU JaHUMHU. 3rifHO MOP(OJIOTriYHOrO AOCTiIKEHHS IIJIaleHTH 1 TIJI00BUX 000JIOHOK, y 33% (66 i3 198
IOCJiI)KeHUX BUINAIKIB) 6yJIO MiATBEPIKEHO TiCTOJIOrYHUI XOPiOaMHIOHIT, 1110 J0J1aTKOBO BKa3ye Ha BUCOKY YaCTKy

CyOKJIiHIYHMX (POPM BHYTPIIIHPOAMHIOTUYHOTO 3allajJIeHHs B CTPYKTYpi IepeJ4acHUX I0JIOTIB.

2. The dissertation is devoted to improving the algorithm for managing pregnancy in women with clinical signs of
extremely early preterm birth in the context of intrauterine infection by enhancing the accuracy of risk prediction
and optimizing clinical decisionmaking. Intrauterine infection plays a key role in the pathogenesis of preterm birth.
It has been demonstrated that infection-inflammatory processes account for 40-75% of extremely early preterm
births, underscoring their crucial role in triggering biochemical and immune reactions that lead to premature
rupture of membranes, cervical insufficiency, and initiation of preterm labor [2, 4, 9, 32, 86, 105]. Histologically
confirmed chorioamnionitis is detected in 25-75% of preterm births, with its frequency increasing as gestational
age decreases [9, 17, 18, 86, 131]. Subclinical forms of intrauterine inflammation are particularly dangerous, as they
may remain asymptomatic for prolonged periods and are not detected by standard diagnostic methods. Studies by
Romero, Chaemsaithong et al. demonstrated that up to 60% of intra-amniotic infections occur without
pronounced clinical symptoms. Moreover, classical microbiological cultures often fail to identify the pathogenic
agent due to low microbial load and uneven distribution, which limits the sensitivity of even advanced culture-
based techniques (Lockwood et al., 2021; Carter et al., 2023). A substantial proportion of intrauterine inflammatory
cases are further associated with activation of the immune response in the absence of a detectable pathogen,
which has been confirmed by morphological and molecular investigations (Ahmed et al., 2023; Carter et al., 2023).
Contemporary guidelines emphasize the need for early detection of intrauterine infection, assessment of cervical
length, the use of inflammatory and hormonal biomarkers, and integrated management strategies for pregnant
women at risk of extremely early preterm birth [26, 82-84, 95, 96, 117, 118]. Inflammatory biomarkers such as
interleukin-6, procalcitonin, C-reactive protein, HSP60, and GroEL are considered among the most informative
indicators of intrauterine inflammation and can predict the risk of extremely early preterm birth long before
clinical symptoms appear [108, 110, 137, 138]. Integration of clinical, laboratory, ultrasound, and morphological
markers is a promising direction for the development of predictive models. The aim of the study was to improve
the algorithm for managing pregnant women with clinical signs of extremely early preterm birth by developing and
validating a predictive model for intrauterine infection based on the integration of clinical, laboratory, ultrasound,
and morphological parameters. Research Objectives 1. To determine the frequency, structure, and clinical
characteristics of preterm birth, identifying the subgroup of patients with chorioamnionitis confirmed by
morphological examination of the placenta and fetal membranes; and, where available, to assess levels of routine
inflammatory markers—leukocytes and C-reactive protein— in maternal plasma. 2. To determine levels of
biomarkers (interleukin-6, C-reactive protein, procalcitonin, leukocytes), intracellular stress proteins (HSP60,
GroEL), and cortisol; to assess psychological status; and to perform transvaginal cervicometry in pregnant women
at risk of extremely early preterm birth without clinical signs of chorioamnionitis. 3. To evaluate the predictive
value of clinical and laboratory indicators— including systemic inflammatory markers (interleukin-6, C-reactive
protein, procalcitonin, leukocytosis), HSP60, GroEL, and cortisol—for detecting subclinical chorioamnionitis. 4. To
develop and validate a multifactorial model predicting the risk of chorioamnionitis and the occurrence of
extremely early preterm birth through the integration of clinical, laboratory, and morphological parameters.
Results The study analyzed clinical, laboratory, instrumental, morphological, and psychological parameters in 3544
pregnant women in order to determine the frequency of preterm birth, assess the contribution of intrauterine
inflammation, and identify predictors of extremely early preterm birth. In the retrospective cohort, the frequency
of preterm birth was 5.6% (n = 198), of which 7.6% (n = 15) occurred at 22-28 weeks, consistent with global
epidemiological estimates. Morphological examination of the placenta and membranes confirmed histological
chorioamnionitis in 33% (66 of 198 evaluated cases), indicating a substantial proportion of subclinical intra-
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