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Pedepar:

1. Inceprariist npucBsYeHa BUBYEHHIO PoJii eHpoTenionbHoi gucdyHkuii (EMl) y maroresi BUHUKHEHHS IIPEEKIaMIICiH
(TTE) y BariTHUX XiHOK Ha (OHI CYIIyTHbOIO OKUPiHHS. Y AucepTaliii HaBeieHe TEOPETUYHE y3araJbHEeHHS Ta HOBI
igxony AJisl BUPIlIeHHs Liel akTyaJlbHOI HAyKOBO-TIPAKTUYHOI 3a7a4i B aKyLIEPCTBI, 110 M0JIArae y JOCIiIKEeHHI
piBHs akTopa pocty engotenito cyauH (VEGF) i nigpaxyHKy LUPKYJIIOIOUNX €HA0TEeiaIbHUX MiKPOYaCTUHOK
(LIEM) y KpOBi, sIK TPOrHOCTUYHUX KpUTePiiB po3BUTKY [1E, Ta BU3HaUeHHs nosisipuaalii Makpodaris MianeHTy npu
[1E, a TakoX B po3po61i e(peKTUBHUX 3aX0[IiB 1O ii podinakTULli y BariTHUX XiHOK 3 oxxupiHHaM. Ha cporonHi I1E
IIPOJIOBXKYE 3aJIMMIATUCS aKTyaJIbHOIO IPOOJIEMOI0 Cy4aCHOTO aKyIIepCTBA Ta HEOHATOJIOTI, 1[0 OOYMOBJIEHO
BHCOKVMM IOKa3HMKAMU MaT€PUHCHKUX Ta MePUHATAIbHUX YCKIaAHEHb, 3aXBOPIOBAHOCTI, CMEPTHOCTI,
PENPONYKTUBHUMU BTPATaMU Ta BUTPATaMU Ha JIIKyBaHHS BariTHUX, POJiJib, IOPOLiib Ta HOBOHAPOIKEHUX,
coljia/IbHUMU Ta €EKOHOMIYHMMH 36uTKaMuU. [Tpobaema BuHUKHEHHS [1E € 0c0611MBO rOCTPOIO cepe]l BariTHUX i3
CYIYTHIM OXXUPIHHSAM, OCKUJIBKM 1151 KATETOPisl )KIHOK CKJIaJjae rpPyIy BUCOKOIO PU3UKY 10 BUHUKHEHHIO JAHOTO

aKylIepCbKOro yCKJIAJHEHHS. BaKIMBUM 3aBJIaHHSAM Cy4aCHOTO aKyIlePCTBa € 6inbu norinbieHe BuBdeHHs: [1E 3a



YMOBHU HasIBHOCTi CYIIyTHbOT'O O>KUPiHHS Ta (POPMYBAHHS B PAHHI TEPMiHM BariTHOCTI IPYIl BUCOKOTO PU3UKY I10
BrUHUKHeHH!O [1E Ta iHmuxX akymepchbKUX YCKIagHEHb [IOB'SI3aHUX i3 TporpecyBaHHsaM EJl, mo no3soanso 6
CBOEYACHO PO3I10YaTH 3aCTOCYBAHHS HEOOXiAHUX MPOQINaKTUIHUX 3aX0iB. KJII0OUOBUM €J1EMEHTOM J1JIs1
3abe3nedyeHHs (Pi3iosoriYHoro nepeobiry BariTHOCTI SIBJISIETbCS IIEPEBa’KaHHS [IPOAHTiOreHHUX (PaKTOPiB POCTY,
takux sk VEGF, Hayy aHTraHrioreHHUMHA (paKTopamu (KOHLEHTPaLis SIKUX goMinye npu [1E), mo e HeooxigHUM 1151
peryJisuii PyHKIiOHAaZIBbHOTO CTaHy IJIALLEHTH Ta PO3BUTKY IJI0AA. He MeHI BAKIMBUM 3a/IMIIAETHCS CTaH CAMOT0O
€HJIOTeJIi10, IOPYLEHHS Y PYHKIiOHYBaHHI SIKOTO IPU3BOAUTD JO LijI0i HU3KM aKyIIepChbKUX YCKIAJHEHb Ta
BUKJIMKAa€ HEOOXIIHICTh y KOMIIETEHTHIN OLiHLi BUpaskeHOCTi EJl mpu BariTHOCTI, 0 MPOTiKa€e Ha (POHI CYIyTHBOTO
O>XUPiHHA. TakKUM BaroMuM JiarHOCTUYHUM MapKepPOM OL[iHKU CTaHy €HOTEJII0 TOTENED 3alNIIAEThCS MiAPaXyHOK
LEM. BasksiiBy poJib y perysislii BariTHOCTI Ta MiATPUMaHHI FTOMEOCTa3y B CUCTEMI «MaTU-TIJIALleHTA-TIJIiI»
BigirpaioTh Makpo@aru. [lopymeHHs nossipusauii Makpogaris MIaLeHTH CIIOCTePiraeThCs pU MlaleHTapHIN
nucyHKii 3 ycima ii Hacaigkamu Ta npu [1E. OTke goTtenep TpruBae NOUIYK HOBUX IPOTHOCTUYHUX MAapKepiB
paHHboi fmiarHoctuku [1E cepeq, BariTHUX SKiHOK i3 CYIIyTHIM OKMpPIiHHSIM Ta I0CTae rnoTpeda B po3pooLii MeTO/iB
n1po¢isIaKTUKY LIbOTO 3aXBOPIOBAHHS, SIKi 6 Aalyu MOKJIMBICTh CTaHIAPTU3YBATH €(PEKTUBHY TAaKTUKY BEJEHHS BariTHUX
i3 CyNyTHIM O>KUPiHHSM, LiJIECIIPSIMOBAHO HANIPABJIEHY HA MMOKPAIIEHHS CTaHYy €HIOTEJIiI0 Ta 3HMKEHHS BifICOTKY
BUIIaJIKiB BUHMKHEHH4 [1E cepes 1aHOr0 KOHTUHTEHTY MallieHTOK. B pe3ysibTaTi BAKOHAHOTO JOCJiIPKEHHS
3'1COBaHO 3B'130K MixX HasiBHicTIO EJl Ta MmoxknuBicTio BUHMKHeHHS [1E. [IpoBeneHo ananis nokasHukis VEGF Ta
LHEM CD32+CD40+ y I TpuMecTpi BariTHOCTI y 5KiHOK i3 CYIIyTHIM OKUPIHHAM, 10 Hala€ 3MOTY IIPOTHO3yBaTU
po3BuToK [1E y npyriit noyjoBuHI BariTHOCTI. BUusABIeHO CyTTeBE 3HIKEHHA KOHLeHTpauii VEGF y cupoBaTii KpoBi Ta
3pocTtanHs Kinbkocti HEM CD32+CD40+ y nepudepunyHiil KpoBi cepej, BariTHUX i3 CYIyTHIM OXUPIHHSM,
3iCTaBJISIIOYN i3 JAaHMMU BariTHUX i3 ¢isiosoriyHoro macoro Tina. Tak, konuenrtpauist VEGF y cuposarii Kposi
BariTHUX i3 oxxupiHHaMm I ctynens B 1,5 pasa (p<0,05) € HUXU0I0, HIX Y 5KiHOK 3 (Pi3i07I0riYHO0 MACoIo Tifna, a'y
BariTHUX i3 o>xxupinHam II-1II ctyneHiB y 2,7 paza (p<0,001), mo nigTBepaxye 3B's130K o>xupinHs Ta EI. V 111
TPUMECTPI BariTHOCTI OyJ10 BUSBJIEHO, 10 piBeHb KoHUeHTpalii VEGF y cupoBaTii KpoBi BariTHUX 3 OKUPiHHSM [
CTYIIEHIO € JOCTOBIPHO HIDKYMMU Y 3,7 pa3a Ha BiIMiHY Bif IOKa3HMKIB I'PYIIX XKiHOK 3 (Pi3iosorivHUM nepedirom
BariTHOCTI Ta ¢isiosoriunoo Maco Tina (p<0,001). AHasmoriyHa 3aKOHOMIPHICTb CTIOCTepiranach i y BariTHUX XiHOK
i3 oxxupinHam II-11I ctyneHis, ne piBeHb KoHUeHTpalii VEGF BiporigHo HuX4e y 6,2 pa3a, HiK y rpymi XKiHOK i3
¢isiosoriuHoro macoro Ttina (p<0,001). [Tig yac oLiHIOBaHHS OJl€ep>KaHUX HAaMU [10Ka3HUKiB KoHUeHTpalii VEGFE y
CHUpOBaTLi KPOBi BariTHuX i3 [1E, BCTaHOBJIEHO, 110 JaHUM [TOKa3HUK y 1,8 pa3a meHmMH y BariTHux i3 I1E Ta
O>KUPIiHHSM | CTyneHs OPiBHSIHO 3 IPyIIoo XiHOK i3 ITE Ta ¢izionoriynoo macoro Tina (p<0,005). Toxi sk piBeHb
koHueHTpauii VEGF y BariTHux 3 I1E, o6TskeHoto oxupinHsam II-11I ctyneHis, [ocToBipHO y 2,2 pa3a HUXKYE, HIK Y
rpymi BaritHux 3 [1E Ta ¢izionoriynoro macoro Tina (p<0,0001). Kito4oBsi cioBa: eHfoTemianbHa AuCcpyHKLS,
[IPEEKJIAMIICIsl, OKUPIHHS, BariTHICTb, aHTIOT€HE3, II0JIOTH, aKYLIEPChKI Ta TE€PUHATAJIbHI YCKIAQLHEHHS, TilIepTeH3sis,
(daxkTOp POCTY €HAOTEJIiI0 CYIUH, HUPKYJIoo4i eHoTesnianbHi MikpoyacTuHky CD32+CD40+, M1 ta M2
cy6nonyssii naaneHTapHUX Makpogaris.

2. This dissertation is devoted to investigating the role of endothelial dysfunction (ED) in the pathogenesis of
preeclampsia (PE) in pregnant women with concomitant obesity. The dissertation presents a theoretical
generalization and new approaches to solve one of the most pressing scientific and practical problems in
obstetrics. The aim of the research is to study the changes in the level of vascular endothelial growth factor (VEGF)
and to count circulating microparticles as prognostic criteria for PE development, to determine the role of
macrophage polarization in PE, as well as to elaborate effective measures for PE prevention. At present, PE is still
remaining one of the pressing issues of modern obstetrics and neonatology that results in high rates of maternal
and perinatal complications, morbidity, mortality, reproductive losses and costs for the treatment of gravida,
parturient women and newborns, social and economic losses. The problem of PE is especially acute among
pregnant women with concomitant obesity, as this category of women is at high risk for this obstetric
complication. One of the challenging tasks the modern obstetrics is facing is to further explore this pregnancy
complication in the presence of concomitant obesity on order to detect individuals at high risk for PE and other
obstetric complications associated with the ED progression in early pregnancy that would enable to begin



preventive measures thus averting serious consequences. A key element in ensuring the physiological course of
pregnancy is the predominance of pro-angiogenic growth factors, such as vascular endothelial growth factor over
antiangiogenic factors (whose concentration dominates in cases of PE): this is critical for the regulation of the
placental function and foetal development. Equally important is the condition of the endothelium itself, the
dysfunction of which leads to a number of obstetric complications and necessitates a careful assessment of the ED
severity in pregnant women with concomitant obesity. So far, the counting of circulating endothelial
microparticles (CEM) is still remaining as an important diagnostic marker for assessing the state of the
endothelium. Macrophages also play an important role in the pregnancy regulation and the homeostasis
maintenance in the mother-placenta-foetus system. Impairment of macrophage polarization is observed in cases
of placental dysfunction with all its consequences and in PE cases. Therefore, the search for new prognostic
markers of early PE diagnosis in pregnant women with concomitant obesity is ongoing and identifies the need to
develop methods for the prevention of this disease, which would enable to provide an effective management of
pregnant women with obesity and to cut down the risk of PE occurrence among this group of patients. This
research has established the link between the presence of extragenital pathology and the PE risks, has analyzed
VEGF and CEM CD32+CD40+ values in early pregnancy that allows us to predict the PE development in the second
half of pregnancy. There has been found out a significant decrease in the serum VEGF concentration and an
increase in the CEM CD32+CD40+ number in the peripheral blood in pregnant women with concomitant obesity,
comparing with the findings in the pregnant women with physiological body weight. Key words: endothelial
dysfunction, preeclampsia, obesity, pregnancy, angiogenesis, delivery, obstetric and perinatal complications,
hypertension, vascular endothelial growth factor, circulating endothelial microparticles CD32+CD40+, M1 and M2
subpopulations of placental macrophages.
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