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1. IlporHo3yBaHHS yCIIMIHOCTI BEA,EHHS BariTHUX 3 KJIIHIYHMMU O3HAKaMU €KCTPEMAJIbHO PaHHIX [Tepeg4acHUxX

II0JIOTiB Ha TJIi BHYTPIlTHbOYTPOOHOTO iH(iKyBaHHS



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

Pedepar:

1. IucepraniiiHa po60Ta MpUCBAYEHA YAOCKOHANIEHHIO aJITOPUTMY BeJl€HHS BariTHOCTI Y KiHOK i3 KJIiHIYHUMU
O3HaKaMU €KCTPEMasbHO PAHHIX epeaYacHUX M0JIOTiB Ha TJIi BHYTPIlIHbOYTPOOHOTO iH(pIKyBaHHS IISIXOM
IiABUILEHHS TOYHOCTI IIPOTrHO3YBaHHS PU3MKY Ta ONTHUMI3alii KJiHiYHOI TaKTUKKU. BHYTpilIHPOYTPOOHE iH(IKyBaHHS
Biflirpae KJII0YOBY pOJIb y NATOT€HE3i Iepe4acHUX M0JIOriB. JJoBeeHO, 1o caMe iH(eKUiiHO-3aalbHU MPOLEC €
npuanHOIo 40-75 % eKcTpeMasbHO PaHHIX Iepeg4acHUX I10JIOTIB, IO MiIKPECIOE HOoro MPOoBifHe 3HAYeHHS Y
3aIycKy 610XiMIiYHMX i IMyHHUX peaklii, sIKi IpU3BOISTh 10 IIepeJ4acHOrO PO3PUBY IIJIOOBUX OO0JIOHOK,
1[epPBiKaJIbHOI HEIOCTATHOCTI Ta aKTHBAllii OJIOTOBOI HissbHOCTI [2, 4, 9, 32,86, 105]. TicTonoriyHo migTBEpAKEeHU !
XOPi0OaMHIOHIT BUSIBJISIOTh Y 2575 % BUMNAJKIB [lepeJ4aCHUX [OJIOTiB, IPUYOMY MOT0 4YaCTOTa 3POCTaE 3i
3MEHIIEHHSIM TEPMiHy BariTHOCTI [9, 17, 18, 86, 131].0co611By He6e3MeKy CTaHOBJISATh CYOKIIiHIYHI GopMU
BHYTPIIIHbOYTPOOHOTO 3amajleHHs, sIKi TPUBaJINil Yac NPOTIKaTh 6€3 CUMIITOMIB i He IiarHOCTYIOThCS
CTaHJAapTHUMHU MeTogamu. JlocainxeHnHs Romero, Chaemsaithong Ta iH. nokasanu, mwo 10 60 % BUNanKiB
BHYTPIIIHbOAMHIOTMYHO] iH(eKLii nepebiraioTs 6€3 BUPake€HOI KIIiHIYHOI CUMIITOMATUKHU . OKpiM TOTo Ipu
IIPOBEJEeHHI KJIAaCUYHUX MIKPOO6iOJIOTiYHUX 10CIBIiB ineHTUdiKallis NaTOreHHOrO areHTy yTPyJHEHA B 3B'I3KY 3
HU3bKMM HaBaHT@KEHHSIM MiKPOOPraHi3miB Ta iX HEPiIBHOMiIpHUM PO3IOJiNIOM, 10 0OMEXY€E UyTIUBICTb HaBiTh
Cy4daCHUX KyJbTypanbHUuX MeToziB (Lockwoodetal., 2021; Carteretal., 2023). Kpim Toro, 3HauHa yacTKa BUIIAJIKiB
BHYTPIIIHbOYTPOOGHOTO 3amajieHHs MTOB’s13aHAa 3 aKTUBALli€I0 iIMyHHOI BiANOBini 6€3 HassBHOCTI 30yQHHUKA, 110
niaTBepAKeHO MOPQOJIOTiYHUMHU Ta MOJIEKYJIIPHUMMU fociimxkeHHsMu (Ahmedetal., 2023; Carteretal.,
2023).CyyacHi HaCTaHOBU NiJIKPECJIOI0Th HEOOXIIHICTh PAHHBOTO BUSBJIEHHS BHYTPIlIHBOYTPOOHOI iHeKIi],
OLIiHKM [IOBXMHU MWK MaTKH, 3aCTOCYBaHHS OLiHKY PiBHIB 6ioMapKepiB 111 MPOTHO3yBaHHS Ta KOMILJIEKCHOTO
BEJIEHHS BaTiTHUX i3 PU3NKOM €KCTPEeMabHO PaHHIX IepegdyacHuX MoJsoriB [26, 82-84, 95, 96, 117, 118]. biomapkepu
3arna’sieHHs, Taki SIK iHTepJsielikiH-6, MpokanbuTOHiH, C-peakTuBHUM 6i10K, HSP60 i GroEL po3risaaioTbes K
Hau6inbm iHpOPMATHBHI TOKA3HUKYU BHYTPIIITHOYTPOOHOrO 3aMayIeHHs, 34aTHI IPOTHO3YBAaTH PU3UK €KCTPEMAJIBHO
PaHHIX NlepeIyacHuUX I10JIOTiB 3a/10BrO 1O PO3BUTKY KiliHiuHKMX cumnToMiB [108, 110, 137, 138]. InTerpauii KIiHiYHUX,
J1abopaTOPHUX, Y/IbTPA3BYKOBUX Ta MOP(OJIOriYHMX MapKepiB € IepPCIeKTUBHOIO B pO3PO06JIEHH] IPOrHOCTUYHUX
Mogeseil. MeTolo po6oTu 0yJs10 YIOCKOHAIUTH AJITOPUTM BEJIEHHS! BaTiTHUX i3 KJIIHIYHMMHU 03HAaKaMU €KCTPEMAaJIbHO
PaHHIX epegyacHUX MOJIOTIB WIJIIXOM pOo3pO6JIeHHS Ta Balifallii Mojesii MPOrHO3yBaHHS PO3BUTKY
BHYTPIIIHbOYTPOOHOTO iH(DiKyBaHHS, 3aHOBAHOI Ha iHTerpalii KJIiHiYHUX, 1a00PaTOPHUX, YIbTPa3ByYKOBUX Ta
MOpP(]oJIOriYHUX TOKA3HUKIB. 3aBIaHH NOCiIKeHHs 1. BU3HaUMTU 4acToTy, CTPYKTYPY, KJIiHi4UHI IPOSIBU BUNIAAKIB
nepenyacHUX MOJIOTiB i3 BUOKPEMJIEHHSIM MiATPYIU NallieHTOK, Y SIKUX XOPiOaMHIOHIT OYB HiATBEepIKEHNN
MOPQOJIOTiYHAM AOCIiIKEHHSIM IJIALIEHTHU Ta MI0J0BUX 000JOHOK. 32 HAassBHOCTI OLIIHUTY PiBHI pyTMHHUX
Mpo3anajbHUX MapKepiB, a caMe PiBHi IEMKOLMTIB Ta C- PEAKTUBHOTO 6ifiKa B 1171a3Mi KPOBi. 2. BusHauuTu piBHi
6iomapkepis (iHTepJelKiHy-6, C-peakTUBHOTO 6i/IKa, IPOKAJIbLUUTOHIHY, IEMKOLUTIB), PiBHI BHYTPIlIHbOKJIITUHHUX
crpecoBux 6inkiB (HSP60, GroEL) Ta KOpTU30J1y, OLiHUTH ICUXOE€MOLIITHUI CTaH, TPOBECTU TPAHC BariHajbHY
LIepBIKOMETPIIO y BariTHUX i3 pU3MKOM peasisaliii eKCTpeMasbHO paHHIX [lepefyacHUX M0JIoTiB 6e3 KIIiHIYHNUX 03HaK
xopioamHioHiTy. 3. OLiHUTY NPOTHOCTUYHY LiHHICTb KJIiHIKO-J1a00paTOPHUX ITOKA3HKUKIB, 2 CAME CUCTEMHUX
3anasibHUX MapKepiB (iHTepselikiny-6, C-peakTUBHOrO 6isiKa, MIPOKaJIbIUTOHIHY, TeiikouuTo3y), HSP60, GroEL Tta
KOPTU30J1y [1J1s1 BUSIBJIEHHS CYOKJIIHIYHOTO XOpioaMHiOHITy. 4. Po3po6uTu Ta BaligyBaTu 6araToakTopHy
IIPOTHOCTUYHY MOZEJIb PU3UKY PO3BUTKY XOPiOAMHIOHITY Ta peasisallii EKCTpeMaJbHO PaHHIX NepeYyaCHUX IOJIOTIiB
Ha OCHOBI iHTerpaljii KJIiHiYHUX, 1ab0paTOPHUX, MOPQOJIOriYHMX NTOKA3HUKIB. [lJ1s peasniszallii MeTH Ta po3B'a3aHHS
[IOCTaBJIEHUX 3aBIaHb JOCJIIKEHHS IIPOBENEHO Y YOTUPH IIOCIIAOBHI eTany i OTprMaHi HaCTYIIHI pe3yabTaTu. Y
IIPOBELIEHOMY JOCIIiIKEHHI 6YJI0 KOMILJIEKCHO ITPOaHasi30BaHO KIIiHiYHi, 1a60paTopHi, iHCTpyMeHTasbHi,
Mop(oJIorivHi Ta ICUX0EMOLLiliHI TapameTpu 3544 BariTHUX, 1O J03BOJIMJIO BCTAHOBUTU YaCTOTY MepeAYacHUX
II0JIOTiB, OLiHWUTY POJIb BHYTPILTHBOYTPOOHOTO 3aMa/IeHHS Ta BU3HAYUTU NIPEIUKTOPU €KCTPEMAJIbHO PAHHIX

nepeayacHuX MOJIOTiB. Y PETPOCIEKTUBHII KOrOPTi 4aCcTOTa NepeAyacHuX MOJIoTiB cTaHoBUIIA 5,6% (n=198), i3 Kux



7,6% (n=15) nmpumnany Ha eKCTPEMaJIbHO PaHHi TepMiHu 22-28 TIDKHIB, 10 Y3TOKYETHCS 3 €IieMioNoriYHNMEI
Mi’KHAPOJHUMU JaHUMHU. 3rifHO MOP(OJIOriYHOro JOCiIKEHHS MIIaleHTH 1 TIJI0J0BUX 000JIOHOK, y 33% (66 i3 198
IOCJTiIKeHUX BUNAIKIB) OyJIO MiATBEPIKEHO TiCTOJIONYHUI XOPiOaMHIOHIT, 1110 40JaTKOBO BKa3ye Ha BUCOKY YaCTKy

CyOKJIiHIYHMX ()OPM BHYTPIIIHPOAMHIOTUYHOTO 3aNaJIeHHs B CTPYKTYpi I€PeJ4acCHUX MOJIOTIB.

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-
amniotic inflammation among preterm births.
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