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Pedepar:

1. Incepraniiina po60Ta IpUCBIYEHA MPEEKJIaMIICii y BariTHUX i3 XpOHIYHOIO rinepTeH3ielo. AKTyaabHICTh TEMU
3YMOBJIEHA MOIINPEHHAM XPOHIYHOI rifepTeHsii cepel BariTHUX, BUCOKUM PU3UKOM PO3BUTKY IIPEEKIIAMIICIE Ta
[IOB'SI3aHUX i3 HEI0 yCKJIaiHeHb. Yepes CKIaAHICTh IPOTHO3YBAHHS Ta BIJIMB BUXiJHOTO CTaHy MaTepi Ha PO3BUTOK
HaKJIa/IeHOi NPeEKJIaMIICii iCHye oTpe6a B N0AaIbIIOMY BUBYEHHI [1aTOT€HE3Y LIbOTO CTaHy i MOIMIYKy AOro

npenuKTopiB. Ha 0CHOBI JliTepaTypHUX JAHMX Ta NONEPEIHIX JOCIiIPKEHb BUCYHYTA TiNIOTE3a, SIKa ependayana



niagBuIeHHs 6isKiB TeryoBoro moKy Macoto 70 klla (heat shock proteins 70, HSP70), anTuTin 0o 6iskiB TEIJI0BOro
oKy Macoto 60 kJla (anTu-HSP60 aHTUTIN) Ta aHTUTIN o G6akTepianbHuX 6isKiB GroEL (anTu-GroEL anTuTin),
3pocTaHHs po3urHeHoi fms-nozi6Hoi Tpo3uHkinasu 1 (soluble fms-like tyrosine kinase 1, sFlt-1) Ta 3HM>XeHHS
maneHTapHoro ¢axkropy pocty (placental growth factor, PIGF) y cupoBaTLi KpOBi sIK IIpy HaKJIaeHil
IpeeKJIaMIICii, Tak i Ipyu XpOHiYHiil rinepTexsii, 3 6iy1bl BUpaXXeHUMU 3MiHAMU y BUIAIKy HAaKJIaAeHOoi
npeexsiamIcii. MeToo po60TH € yOCKOHAJIEHHSI IPOrHO3yBaHHS ITpeekyaMIIcii Ha TepMiHi 28~ 36 TUXKHIB y
BariTHUX i3 XpOHIYHOIO rinepTeH3iel0 Ha OCHOBI KJIIHIYHUX, IMyHHUX, CTPECOBUX (PAKTOPiB Ta MApKEPiB aHTiOTE€HEe3Yy.
OG’eKT HOCiIKEeHHS: [1epebir mpeeKaMIIcii Tpy XpoHivHiil rineprensii. [IpeaMeT BOCiIXKEHHS: KOHLEHTPaLlii
HSP70, antu-HSP60 Ta antu-GroEL anturina, sFlt-1Tta PIGF, cran nianeHT, nepuHaTajbHi pe3yabTaTy Ta KIiHidHi
0COOJIMBOCTI y BariTHUX i3 IpeekyiamIicielo Ha oHi XpoHiuHOI rineprensii. 3aBgaHHs gocaimxkeHHs 1. Ha nigcrasi
iCHYI0YMX HAyYKOBUX JOCJiIKE€Hb OOIPYHTYBATU JOLIJIBbHICTE BUKOPUCTaHHS cupoBatkoBux HSP70, antu-HSP60 i
anTu-GroEL anturin, sFlt-1ta PIGF gk mapkepiB HaknageHoi npeekaamcii. 2. [JocaiguTtu nepeobir BariTHOCTI Ta
ITOJIOTIB Y >KiHOK i3 XPOHIYHOIO TillepTEeH3i€10 Ta HaKJIaEeHOO NPEEKJIAMIICI€10, CTaH iX HOBOHAPOIKEHUX Ta
niaueHT. 3. Busnauutu piBHi cupoBatkoBux HSP70, antu-HSP60 i antu-GroEL anTutin, sFlt-1, PIGF ta
criBBigHomeHH SFlt-1/PIGF y BariTHUX i3 XpOHIYHOIO TinepTeH3i€lo Ta HaKJIaJeHOI NpeekyiamIciero y 111
tpumectpi. 4. Ouinutu edexrusHicTs HSP70, antu-HSP60 Ta anTu-GroEL aATuTiN, a Takox sFlt-11i PIGF sax
IIpeJMKTOPiB HaKk/IaleHoi IpeeKIaMIICii; BpaxyBaTy BHECOK JOJaTKOBUX MAaTEPUHCBKUX (PAKTOPIB y PO3BUTOK
IIpeeKJIaMIICii TPy XPOHIYHil rinepTeHsii Ta mobyayBaTy 6araToQpakTOPHY JIOTiCTUYHY PETPECIHY MOJEJIb 1J1s
IIPOrHO3yBaHHS HAKJIaZeHoi IpeeKaamIIcii Ha TepMini 28—36 ToKHIB. 5. PO3po6UTH anropuTm NpoOrHO3yBaHHS
HaKJIaleHoi IpeeksaMIicii. Ha nepmomy eramni 34iliCHEHO MOLIYK i aHaJi3 JiiTepaTypy M0N0 MOKIIMBUAX IIPEIUKTOPIB
HaKJIa[IeHOi nIpeeksaMIicii. [IpoBeieHo cucTeMaTUYHUM OIJIA], i MeTaaHasli3 JociIKeHb cupoBatkosux HSP70 npu
IpeeKsIaMIICcii Ta 06IPYHTOBAHO IOLIIBHICTD IX BUBYEHHS Y BariTHUX i3 HAKJIaeHOIO IpeeKIaMIICieo.
[TpoananizoBaHo gaHi mono antu-HSP60 ta anTu-GroEL aHTUTIN TpU XPOHIYHIN rinepTeHsii i peekIaMIcii,
apryMEeHTOBaHA iX OLjiHKa MpY HAKJIAJEHil [IpeeKIaMIICii. BAKOHaHO CUCTeMATUYHUI OIJI], i MeTaaHaJli3
nocaigxens sFlt-1, PIGF, cniBigHomeHHs sFlt-1/PIGF npu HakiaaeHil npeeksaMIICii, TpOAEMOHCTPOBAHO
nepcrnektuBy BukopucrtanHs sFlt-1/PIGF gk npegukTopa HakiageHoi npeeksamicii. Ha gpyromy erari nposeeHo
MIPOCIIEKTUBHE KOTOPTHE OJIHOLIEHTPOBE 0OCepBalliiiHe JOCTiIKeHHs, ke BKIo4yaso 105 BariTHUX i3 XPOHIYHOIO
rinepTeHsielo Ta 34 3M0POBUX BariTHUX Y KOHTPOJIbHIN rpyi. [lepia Toyka gociifskeHHs 01 Bu3HadeHHs HSP70,
antu-HSP60, antu-GroEL anrurin, sFlt-1, PIGF i cniBBinHOmenHs sFlt-1/PIGF BcTanoBieHa Ha 28 TvkHi. [Ipyra
npeekJiaMIncii 3'aBsimcs nicyst 36 TVKHS, T0JAaTKOBI BUMipIOBaHHS He rpoBogunuck. PiBHi HSP70, antu-HSP60 Ta
antu-GroEL anTutis, sFlt-11i PIGF Bu3anavyanu iMyHO(p€pMEHTHUM METOMOM ITiCJIs II0JIOTIB YCiX yYacHUIb, a
cniBBigHOmeHHS sFIt-1/PIGF pospaxoBysanu. Po3nofin ydacHuLb Ha NiArpynu 34iliCHIOBABCS MiCIsl TIOJIOTIB. Y
rpy1i pociimpkenHs 30 nopofinb 6yJ0 BiiHeCeHOo [0 HiArpynu HakjaaeHoi npeekyamIicii, a 75 — 1o nigrpynu
XPOHIYHOI rineprexsii. Y KOHTPOJIbHIN IpyHi 3 OPOLUI YBIMIIIY A0 MiAIPYIY IIPEEKIIaMIICii, ToAi K 31
3anumuiIacs y nigrpymi 34opoBux. MeToau NOCiKeHHS: 3araJlbHOKJIiHIUHI, crielianbHi, MOpdoJIoriuHi Ta

CTaTUCTUYHI; CTATUCTUYHUI aHAJIi3 NaHWX BUKOHYBa/IM 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 sFIt-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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