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Pedepar:

1. Incepraliist pUCBsAY€HA NONEPEIPKEHHIO aKYIIEPChKUX Ta IEPUHATANIbHUX YCKJIAAHEHD IIPU NIEPeAYaCHOMY
PO3pUBI IJIOOBUX OO0JIOHOK IIPY HEJOHOMIEHIH BariTHOCTI IJISIXOM IPOrHO3YBaHHS Ha IiCTaBi KIIiHIKO-
aHaMHEeCTUYHUX NIOKa3HUKIB [1epebiry BariTHOCTI Ta I0JIOTiB, iarHOCTUYHUX 3MiH PiBHSI CUPOBAaTKOBOTO 25-
rizpokcusiTaminy D (25(OH)D) Ta noKa3HUKIB aHTUMIKPOOHUX MENTUIB (10[ICbKOTO O-AedeH3uny 2). [Is
IOCSITHEHHS IIOCTaBJIEHOI METH Y JOCJiIPKeHHs BKIIoueHi 109 xiHOK BikoM Bif 15 1o 52 pokiB (Meniana (IQR) - 31
(28; 36) pik), 3 HEJJOHOLIEHOIO OHOILIIIHOIO BaTiTHICTIO, YCKJIATHEHOIO IlepeldacCHUM PO3PUBOM IJIOJIOBUX
06010HOK ([TPTIO) y Tepminax BariTHOCTi 23+0 — 36+6 TrKHIB (y cepegHbomy — 31 (27; 34) TwokzeHb). KOHTpOJIbHY

TpyIly IJ1s1 BUBHaYEHHs (paKToOpiB pru3uKy po3BUTKy [1PTIO i nepenyacHux noJioris ckany 30 BariTHUX KiHOK, BIKOM



Biz 17 go 38 pokiB (MeniaHa - 27 (24; 30) poKiB), 3 LiJIMM IJIOJOBUM MiXypOM, $IKi 3rOJJOM HapOAWIN JOHOLIEHNX
niteil. Kputepisimuy BKIIIOUEHHS NAL[i€HTOK y JocinkeHHs 6yau HasBHicTs [IPITIO y Tepmini rectauii Big 23+0 no
36+6 TMKHIB IpY OAHOILIIIHINM BariTHOCTI Ta iH(popMoOBaHa 3rojia NalieHTKY Ha Y4acTb y AOCJiI)KEHHI, AiarHo3
[TPTIO nigTBEpAKEHUH KIiHIYHUMH, iIHCTPYMEHTAJIbHUMU Ta JIA0OPAaTOPHUMU MeTogaMu. KpuTtepisiMy BUK/IIOYEHHS
OyJsiz 6araToIIigHA BaTiTHICTD; YCKIIAAHEHHS MTiCJIsSl BUJINTTS HAaBKOJIOIJIOJOBUX BOJ, SIKi OYJIM MIOKa3aHHSIMU J1JISI
YPreHTHOTO ONEPATUBHOTO PO3POIKEHHS (BUMAiHHS IIETeJb IIyIIOBUHH, IIepeI4acHe BifllapyBaHHS IIalleHTH,
nepejie’KaHHs MIaleHTHy, IUCTPEC IJI0Ja TOIIO); 3allajlbHi eKCTpareHiTaabHi 3aXBOPIOBaHHS Y rOCTPiit (pasi;
nepenyoyni HyKpOBUH AiabeT Ta recTaliiiHIi yKPOBUI 1iabeT, 0 He KOPUTYETHCS Hi€TO0; iHPOpMOBaHa
BiIMOBa MallieHTOK Bif, y4acTi y JOCHimKeHHi. HaykoBa HOBM3HA OTPUMAaHUX PE3yJbTaTiB. PO3MMPEHO YSIBIEHHS
IIPO KJIiHIKO-aHaMHeCTU4Hi (pakTopu sIK MoxxnBi npeguktopu I[TPITIO npu HelOHOIIEHI BariTHOCTI y TEPMiHi Bif,
23+0 no 36+6 TKHIB recraii. Biepuie BCTaHOBJIEHI Ta OGIPYHTOBaHi 3aKOHOMIPHOCTI OO0 CYTTEBO 3HMKEHUX
piBHiB BiTaminy 25(OH)D i ekcnipecii 0-gedeHnsuny 2 y cupoBartii KpoBi )KiHOK 3 HEIOHOLIEHOIO BariTHICTIO,
ycknanHeHoro [1PT10, 3 HallMeHIIUMMU PiBHAMU B TEPMiHM recrauii 23-27 TKHIB, TOPiBHSIHO 3 HOPMAaJIbHOIO
IIOHOLIEHOIO BariTHiCTIO. BUusiBJIeHO NOCTOBIpHI acoujanii 3H>KeHoro piBHS ekcrpecii 0-gedeH3nny 2 y KpoBi
Man6yTHBOI MaTepi 3 TepMiHOM BariTHOCTi Ha MoMeHT [P0, 3 ycK1aiHEHUM I1epe6irom BariTHOCTI Ta MOJIOTIB.
JIOITOBHEHO HAYKOBI JaHi 00 NaTOJIOTYHUX CTaHiB, BUSIBJIEHUX Y PAHHbOMY HEOHATaJIbHOMY II€piofi B
HEJIOHOLIEHUX JiTeH, HapoKeHuX XiHkamu 3 [IPT1O B 3aye>XHOCTI Big, TepMiHy recraiii. JloBeieHO TiCHUM
B32€MO3B'SI30K TPUBAJIOCTI JIATEHTHOTO TEPiofy Ta 3HMKEHOT0 piBHS eKcripecii {$-nedeH3uHy 2 y KpoBi BariTHUX 3
[TPI1O 3 maToJIoriYHMMU 3MiHAMU MOCIIiAY: TOCTPOIO IJIALEHTAPHOK HELOCTATHICTIO, IO TiCHO aCOLI0BAJIaCs 3
[IepUHATaJIbHOI0 CMEPTHICTIO, Ta iHPeKLifHO-3ala/lbHUMU YPaKeHHSIMU: QYHIKYJIiTOM, iHTepPBily3UTOM Ta
OJJHOYACHUM YPaKEHHSM KiJIbKOX €JIEMEHTIB Ta CTPYKTYp Nociny. JJoBeJeHO BUCOKY ITIPOTHOCTUYHY 3HAUYLIiCTh
TTPI1O Ha TepmiHax recratii 23-27 TUXKHIB, HU3bKUX PiBHIB ekcnpecii 0-gedensuny 2 i Bitaminy 25(OH)D y kpoBi
BariTHOI SIK BipOTiTHUX MIPEOUKTOPIiB IepUHATAJIbHUX BTPAT IPY HEQOHOUIEHI BariTHOCTI, Ha MifCTaBi LIbOTO
po3pobseHo Tpu H6araTodakTOPHi NPOrHOCTUYHI Moferi. TeopeThyHa Ta mpakTU4YHA LiHHICTh po6oTU. JJ1s
BU3HaYeHHA rpynu pusuky [TPI1O npu HemoOHOLIEHIN BariTHOCTI y TepMmiHi Bing 23+0 1o 36+6 TUKHIB recratii, Kpim
YTOYHEHHS KJIiHIKO-aHaMHEeCTUYHUX (PAKTOPiB, peKOMEHI0BaHO Bu3HavyaTu piseHb 25(OH)D Ta exkcnpecii o-
nedeHs3uHy 2 y cupoBarli KpoBi. 151 3a6e3nedyeHHs afleKBaTHOTrO PiBHs cupoBaTkoBoro Bitaminy 25(OH)D i
npodinakTUKY NepUHATANbHUX BTPAT Y BariTHUX, SIKi MaloTh ¢akropu pusuky [1PI1I0, pekoMeHn0BaHUH WOLeHHUI
IIPUIOM JIiIKapChKUX 3aCc06iB BiTaMiny D3 (xosnekanbuudeposty) y npodinakTUYHUX a60 JiKyBaJbHUX 033X B
3aJIeXKHOCTI Bif BuxigHoro piBHA 25(0OH)D y cupoBaTLi KpOBi Ha eTarli nperpasigapHoi miarotosku ado 3 I
TPUMECTPY BariTHOCTI. PEKOMEHI,0BAHO BIIPOBAKEHHS B MEIUYHY IIPAKTUKY IepruHaTaabHux LeHTpiB II Ta III piBHS
TPbOX MOJieJiel 6araTo(pakTOPHOI JIOTICTUYHOI perpecii 11 MPOTrHO3yBaHHSI IMOBIPHOCTI I€PHUHATAJIBHUX BTPAT
IIpYU HEJJOHOMIEHIl BariTHOCTI (23-36 TixHiB), ycknanHeHii [TIPTIO, 3 mokasHUKamu [iarHOCTUYHOI €(DeKTUBHOCTI —
qyTaUBICTb (62,5-75,0 %), cienudiynicTs (100 %), TouHicTh porHosy (97,3-98,2 %).

2. Similar patterns of a significant association with perinatal losses were found for serum vitamin 25(OH)D levels: rs
= -0.306; p<0.001. The median level of vitamin 25(OH)D in the blood of women with live birth was 28.3 (21.7; 33.8)
ng/ml, which was 2.4 times higher than in mothers with fetal loss - 11.9 (4.0; 18.8) ng/ml (p<0.001). According to
the results of correlation and comparative analysis of the levels of o-defensin 2 expression in the blood of the
expectant mother and histological characteristics of the infectious and inflammatory nature of the placenta,
inverse relationships between these indicators were established. Thus, the acute placental insufficiency (PI)
according to the results of pathological examination of the placenta was associated with a 1.2-fold lower level of {3-
defensin 2 expression in the mother’s blood serum (rs=-0.263; p=0.05), which averaged 68.6 (33.7; 80.7) pg/ml in
the development of acute PI versus 81.2 (77.2; 90.3) pg/ml in other cases (p=0.038). Against the background of a
reduced level of f8-defensin 2 expression in the blood of pregnant women, the frequency of involvement of the
umbilical cord vessels and stroma in the inflammatory process (rs=-0.367; p=0.005), the placental intervillous
space (rs=-0.264; p=0.05) and other elements of the placenta (rs=-0.283; p=0.035) is significantly increased. The
median level of {3-defensin 2 expression in the blood of mothers with funiculitis in histological preparations of the
umbilical cord was 78.6 (62.5; 80.9) pg/ml, while in the absence of inflammation in the umbilical cord the index was



1.1 times higher - 82.9 (79.0; 91.1) pg/ml (p = 0.007). It was noted that morphological changes of the inflammatory
nature in the membranes, placenta and umbilical cord structures were inversely correlated with the Apgar score at
the 1st and 5th minute (rs from -0.265 to -0.469) and the weight of the newborn baby (rs from -0.262 to 0.304) and
were directly associated with the development of neonatal respiratory distress syndrome (rs from 0.270 to 0.437).
According to the results of univariate logistic regression analysis, it was determined that the risk (odds) of stillbirth
increased when the discriminating criterion determined by ROC analysis was met at gestational age up to 27 weeks
- by 18.6 (95% CI: 3.4-103.7) times, at o-defensin 2 expression level <79 pg/ml - by 37.2 (95% CI: 1.9-718.1) times, at
serum vitamin 25(OH)D level <15.1 ng/ml - by 22.3 (95% CI: 3.9-125.5) times at p<0.001. Thus, the following may be
reliable predictors of perinatal losses in pregnancy complicated by PPROM gestational age of 23 to 27 weeks, o-
defensin 2 expression level in the pregnant woman's serum <79 pg/ml and vitamin 25(OH)D <15.1 ng/ml, presence
of moderate anaemia at the time of delivery, premature abruption of placenta, and lack of preventive measures for
neonatal respiratory distress syndrome. Multivariate prognostic models were built to calculate the individual risk
(probability) of perinatal loss using multiple logistic regression analysis with relatively high diagnostic performance
indicators - sensitivity (62.5-75.0%), specificity (100%), prognostic accuracy (97.3-98.2%). All studies were
conducted in accordance with the principles of bioethics and the moral and ethical standards of the Helsinki
Declaration. All procedures, including the collection of personal data, were carried out after obtaining the patient's
informed agreement.
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