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Pedepar:

1. Inceprauifina po60oTa IpUCBIYeHa MTpeeKyIaMIICii y BariTHUX i3 XpOHIYHOIO rinepTeHsielo. AKTyalabHICTh TEMU
3yMOBJIEHA IOIIMPEHHAM XPOHIYHOI rifepTeHsii cepel] BariTHUX, BUCOKUM PU3UKOM PO3BUTKY IIPEEKIIAMIICIE Ta
IIOB'I3aHUX i3 HEIO YCKJIaiHEeHb. Yepes CKIQHICTb IPOTHO3yBAaHHS Ta BIIJIMB BUXiJHOTO CTaHy MaTepi Ha PO3BUTOK
HaKJIa/IeHoi NIpeeKJIaMIICii iCHye moTpe6a B OAa/bIIOMY BUBYEHHI [IaTOT€HEe3y LIbOTO CTaHy i MOIIYKy HOTo
npeguKTopiB. Ha ocHOBI sliTepaTypHUX AaHUX Ta MONEPEHIX AOCIiIpKeHb BUCYHYTa TinoTesa, siKa nependavyana
nifgBUILEHHS G6i/IKiB TenyoBoro mokKy mMacoto 70 kJla (heat shock proteins 70, HSP70), anTuTin 1o 6iKiB TENJIOBOrO
mwoky mMacoro 60 k/la (antu-HSP60 aHTUTIN) Ta aHTUTIN 00 6akTepianbHuX 6inkiB GroEL (anTu-GroEL aHTuTiN),
3pocTaHHs po3urHeHoi fms-nozi6Hoi Tpo3uHkKiHaszu 1 (soluble fms-like tyrosine kinase 1, sFlt-1) Ta 3HM>XeHHS



njaneHTapHoro ¢akropy pocty (placental growth factor, PIGF) y cupoBaTii KpoBi SIK Ipy HakJIaieHin
IIpeeKJIaMIICii, Tak i IpY XPOHIYHIi rinepTeHsii, 3 6ibLI BUPa)KEHUMU 3MiHAMU Y BUIIANIKy HaKJIaleHOol
npeexsamIcii. MeToo po60TH € Y OCKOHAJIEHHSI IPOTHO3yBaHHS ITpeeksaMIIcii Ha TepMiHi 28— 36 THXKHIB y
BariTHUX i3 XpOHIYHOIO riNepTEH3i€l0 Ha OCHOBI KJIIHIYHUX, IMyHHUX, CTPECOBUX (PAKTOPIiB Ta MApKePiB aHTiOTE€HEe3Yy.
O6’eKT HOCiIKEHHS: [1epebir mpeeKIaMIICii TpY XpoHivHii rineprensii. [IpeaMeT gocCiiKeHHs: KOHLEHTPaLlii
HSP70, antu-HSP60 Ta antu-GroEL anturina, sFlt-1Tta PIGF, cran nnaueHT, nepuHaTajbHi pe3yabTaTy Ta KJiHiYHi
0COOJIMBOCTI y BariTHUX i3 IpeekyiaMIicielo Ha PoHi XpOHIUHOI rineprensii. 3aBganHs gocaigxkeHHs 1. Ha nigcrasi
iCHYI0UMX HAyKOBUX JOCJIIPKEHb OOIPYHTYBATHU AOLIbHICT BUKOPUCTaHHS cupoBaTkoBux HSP70, antu-HSP60 i
antu-GroEL antutin, sFlt-1Ta PIGF sk MapkepiB HakafeHoi npeekaaMIicii. 2. [JocmiguTy nepebir BariTHOCTI Ta
ITOJIOTIB Y >KiHOK i3 XPOHIYHOIO TillepTEeH3i€10 Ta HaKJIaJEeHOO NIPEEKIIAMIICI€I0, CTaH iX HOBOHAPOIKEHUX Ta
niaueHT. 3. BusnauuTu piBHi cupoBatkoBux HSP70, antu-HSP60 i antu-GroEL antutin, sFlt-1, PIGF ta
crniBBigHOmMeHHS sFIt-1/PIGF y BariTHUX i3 XpOHIUHOIO rinepTeHsielo Ta HaKJIAEeHOIO MpeekaMIciero y 111
tpumectpi. 4. Oninutu edexrusHicTs HSP70, antuu-HSP60 Ta anTu-GroEL anTuTin, a Takox sFlt-1i PIGF sax
IIpeJVKTOPIB HaK/IaleHOi IPeeKIaMIICii; BpaxyBaTy BHECOK JOJaTKOBUX MAaTEPUHCBKUX (PAKTOPIB Y PO3BUTOK
npeeksIaMICcii Ipyu XpoHivHil rineprexsii Ta nobyayBaTu 6araTopakTOpHY JOTiCTUYHY PerpeciiHy Moesb s
[IPOTHO3YBAHHS HaKJIaZeHol ITpeeKsaMIIcii Ha TepMiHi 28—36 THXKHIB. 5. PO3po6uTy aaropuTm NporHo3yBaHHS
HaKJIaleHoi npeeksaMIicii. Ha nepmomy erarni 34iliCHEHO MOLIYK i aHaJi3 JiiTepaTypy MOL0 MOKIIMBUX IIPENUKTOPIB
HaKJIa[IEHOi ITpeeksaMIicii. [IpoBeieHo cucTeMaTUYHUM OIJIA], i MeTaaHasli3 JociI)KeHb cupoBatkosux HSP70 npu
IpeeKsIaMIICcii Ta 06IPYHTOBAHO JOLiMBHICTD iX BUBYEHHS Y BariTHUX i3 HAKJIaZ€HOIO IpeeKIaMIICi€eo.
[TpoananizoBaHo gaHi mono antu-HSP60 ta anTu-GroEL aHTUTIN IpU XPOHIYHIN rinepTeHsii i peekIaMIcii,
apryMeHTOBaHa ixX OLjiHKa [pY HaKJaJEeHil [IpeeKIaMIICii. BAKOHaHO CUCTEMATUYHUI OIJI], i MeTaaHasli3
nocaigxens sFlt-1, PIGF, cniBeinHomeHHs sFlt-1/PIGF npu HakiaaeHil npeeksaMIICii, IpOAEMOHCTPOBAHO
nepcriekTuBy Bukopuctanss sFlt-1/PIGF sk npenukropa HakIafeHoi peexaamiicii. Ha gpyromy erari nposezieHO
MIPOCIIEKTUBHE KOTOPTHE OJIHOLIEHTPOBEe 06cepBallilfiHe JOCTiIKeHHs, ke BKIo4yaso 105 BariTHUX i3 XPOHIYHOIO
rinepTeHsielo Ta 34 3M0POBUX BariTHUX Y KOHTPOJIbHIN rpyii. [lepina Toyka gociifgkeHHd 0 Bu3HadeHHs HSP70,
antn-HSP60, antu-GroEL anTutin, sFlt-1, PIGF i cniBBinHOmenHs sFlt-1/PIGF BcTranoBneHa Ha 28 TkHi. [Ipyra
MpeeKJIaMIICii 3'aBsimncs nicyst 36 TVKHS, N0JAaTKOBI BUMipIOBaHHS He npoBoaunuck. PiBHi HSP70, antu-HSP60 Ta
antu-GroEL anTutis, sFlt-11i PIGF Bu3Hayanu iMmyHO(pE€pMEHTHUM METOOM ITiCJIsl IIOJIOTIB YCiX yYaCHUIb, a
criBBigHomeHH SFlt-1/PIGF po3paxoByBasnu. Po3nozin yqsacHuLp Ha Migrpynuy 3iACHIOBABCS IIiCIs TIOJIOTIB. ¥
rpy1i pocuimpkenHs 30 nopoginb 6ys0 BilHECEHO [0 HiArpynu HakaaeHoi npeexyamIicii, a 75 — 1o nigrpynu
XPOHIYHOI rineprexsii. Y KOHTPOJIbHIN Ipyni 3 NOPOLiUI YBIMILIY A0 MiATPYIY IIPEEKIIaMIICii, ToAi K 31
3anumuiIacs y nigrpymi 3g0poBux. MeToau NOCiIKeHHS: 3ara/IbHOKJIiHIUHI, crielianbHi, MOp(OJIOriuHi Ta

CTaTUCTUYHI; CTATUCTUYHUI aHAJIi3 NaHUX BUKOHYBa/IU y NakeTi EZR v.4.4.1.

2. The dissertation considers preeclampsia in pregnant women with chronic hypertension. The relevance of this
topic is due to the increasing prevalence of chronic hypertension among pregnant women, high risk of developing
preeclampsia and associated complications. Given the complexity of prediction and influence of the mother's
baseline condition on the development of superimposed preeclampsia, there is a need for further study of this
condition’s pathogenesis and identifying its predictors. Based on literature data and previous studies, a hypothesis
was proposed that suggested an increase in 70 kDa heat shock proteins (HSP70), antibodies to 60 kDa heat shock
proteins (anti-HSP60 antibodies), and antibodies to bacterial GroEL proteins (anti-GroEL antibodies), elevated
soluble fms-like tyrosine kinase 1 (sFlt-1), and decreased placental growth factor (PIGF) serum levels in cases of
both superimposed preeclampsia and chronic hypertension, with more pronounced changes in superimposed
preeclampsia. The aim of study is to improve the prediction of preeclampsia at 28-36 weeks of gestation in
pregnant women with chronic hypertension using clinical, immune, stress factors, and angiogenic markers. Object
of study: the course of preeclampsia in chronic hypertension. Subject of study: concentrations of HSP70, anti-
HSP60 and anti-GroEL antibodies, sFlt-1 and PIGF, placental condition, perinatal outcomes and clinical
characteristics in pregnant women with preeclampsia superimposed upon chronic hypertension. Objectives of the



study 1. To substantiate the relevance of using serum HSP70, anti-HSP60 and antiGroEL antibodies, sFlt-1 and PIGF
as markers of superimposed preeclampsia on the base of existing scientific research. 2. To investigate the course
of pregnancy and delivery in women with chronic hypertension and superimposed preeclampsia, their newborns
and placentas condition. 3. To determine the levels of serum HSP70, anti-HSP60 and anti-GroEL antibodies, sFlt-1,
PIGF and sFlt-1/PIGF ratio in pregnant women with chronic hypertension and superimposed preeclampsia in the
third trimester. 4. To evaluate the effectiveness of HSP70, anti-HSP60, and anti-GroEL antibodies, sFlt-1 and PIGF
as predictors of superimposed preeclampsia; to consider the contribution of additional maternal factors in the
development of preeclampsia in chronic hypertension; and to create a multivariate logistic regression model for
predicting superimposed preeclampsia at 28-36 weeks of gestation. 5. To develop an algorithm of early detection
of superimposed preeclampsia. In the first stage, a search and analysis of the literature on possible predictors of
superimposed preeclampsia. A systematic review and meta-analysis of studies on serum HSP70 in preeclampsia
were carried out, justifying the relevance of studying these markers in pregnant women with superimposed
preeclampsia. Data on antiHSP60 and anti-GroEL antibodies in chronic hypertension and preeclampsia was
analyzed, and their assessment in the context of superimposed preeclampsia was substantiated. A systematic
review and meta-analysis of studies on sFlt-1, PIGF, and sFlt-1/PIGF ratio in superimposed preeclampsia were
performed, demonstrating the potential of using the sFlt-1/PIGF ratio as a predictor of superimposed
preeclampsia. In the second stage, a prospective cohort single-center observational study was conducted, which
included 105 pregnant women with chronic hypertension and 34 healthy pregnant women in the control group.
The first study point for determining HSP70, anti-HSP60 and anti-GroEL antibodies, sFlt-1, PIGF, and the sFlt-
1/PIGF ratio was set at 28 weeks. The second point was at 36 weeks in the absence of preeclampsia or between
29-36 weeks upon the onset of symptoms. If signs of preeclampsia appeared after 36 weeks, no additional
measurements were conducted. Levels of HSP70, anti-HSP60 and anti-GroEL antibodies, sFlt-1, and PIGF were
measured using the immunoenzymatic technique after delivery for all participants, and the sFlt-1/PIGF ratio was
calculated. Participants were distributed into subgroups after delivery. In the study group, 30 women were
classified into the superimposed preeclampsia subgroup, and 75 into the chronic hypertension subgroup. In the
control group, 3 women were included in the preeclampsia subgroup, whereas 31 remained in the healthy
subgroup. Research methods: general clinical, special, morphological, and statistical methods; statistical analysis
was performed using the EZR v.4.4.1 software package.
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