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Pedepar:

1. Inceprarist npucBsyeHa po3po61ii JIiKyBasbHO-AiarHOCTUYHOIO aJITOPUTMY Ha OCHOBI KJIiHIYHUX, 6i0XiMiYHKX Ta
CcoHorpa(iyHuX 3MiH Yy KiHOK i3 peTpoxopiaJbHUMU reMaToMaMu | TpuMecTpy [jist IpodinakTUKYA PO3BUTKY B HUX
NpeekaMIncii. [Iyst BOCSITHEHHS ITIOCTABJIEHOI METH [0 LOCIiIKEHHS BKIIIOUYEHO 164 >KiHKH i3 3arpo3010
HEBUHOIIYBaHHS 3 PaHHIX TepMiHiB BariTHOCTI, SIKUX 0yJIO PO3/iJIeHO Ha 3 TPYNMU: [IBi IPyNU MIPOCIIEKTUBHOTO
CIIOCTEPEsKEHHS Ta IPyIly peTPOCIEeKTUBHOTO aHasizy. [y BUpillleHHs 10CTaBJIeHUX 3aBJaHb OyJIM CTBOPEHi IBi
Iapu MOPiBHSHHSL: Neplia - [1Bi NpocneKTuBHi rpynu (I rpyna — 60 XiHOK 3 NigTBEPIPKEHOI0 PETPOXOPiaIbHOIO
rematomolo (PXI') y I tpumecrtpi ta Il rpyna - 77 XiHOK i3 3arpo3010 HeBuHOIYBaHHs 6e3 PXT); apyra - [ rpymna
nopiBHIOBasacs i3 rpynoro 11, saxy cknanu 27 BaritHuX XiHOK i3 PXT" B I pumMecTpi Ta npeeknamrciero (T1E), sika
yCKJIaHUa 1epedir BariTHOCTi. MeToio CTBOPEHHSI [1ap NOPiBHIHHS OyJla HeOOXiIHICTh NOBeIeHHS 3HaYYIOCTi
BIIMBY (popmyBaHHs PXI" B I TpumecTpi Ha popMyBaHHS pU3UKiB po3BUTKY I1E, a TaKOX, 3 METOIO OLiHKU
NepUHATAJIbHUX HACJIIIKIB y IMX KiHOK 3aJI€XKHO BiJ JIIKyBaJIbHOTO aJITOPUTMY, SIKUI O6YB 3aCTOCOBAHUI TIiJ] Yac

BeJleHHsI BariTHOCTI. KpuTepisiMu BKJIIOYEHHS BariTHUX JIO MPOCIIEKTUBHUX IPyIl OyJia: KJIiHiYHA KapTHHA 3arpo3u



IepepUBaHHs BariTHOCTI B | TpUMeCTpi BariTHOCTI 3 a60 6e3 yTBopeHHs PXI'; pernpoiyKTUBHUM BiK XKiHOK.
Kputepiem BKIIOUEHHS BariTHUX [0 PETPOCIEKTHUBHOI Ipynu 6yB noBeneHui (akT 3arpo3u IepeprBaHHs BariTHOCTI
B I TpumMecTpi BariTHOCTI i3 yrBopeHHsM PXT', BinnoBinHui Bik, ¢pakrt ycknanHeHHs BaritHocTi [1E. Kpurepii
BUKJIIOYEHHS MAalli€HTOK i3 IOCiIKeHHS: BiK )KiHKU cTapiie 45 pOKiB; recTaliliHuiA Bik cTapiuui 3a 12 TUKHIB Ha
MOMEHT 3BEPHEHHS 32 JOIIOMOTOI0; BifJICYTHICTb 3roAU MALi€HTKU HA Y4aCThb B AOCIIIKEHHI; HASIBHICTb TSIKKUX
eKCTpareHiTaJbHUX 3aXBOPIOBaHb; 6araToIIiIHA BaTiTHICTD; AiarHOCTOBaHI BPOJKEHi Ta XpOMOCOMHI aHOMaii
mroga. HaykoBa HOBM3HA OTPUMAHUX PE3yJIbTaTiB. PO3IMPEHO YABIEHHS IIPO 3HAYYLLICTh OLIHKU HE TiJIbKU
KJIiHIKO-aHaMHECTUYHHUX (PAKTOPIB, SIK MOKJIMBUX NpeaukTopis [1E, a i1 BIIMB aHaTeHaTalbHOI KPOBOTEUi y XKIiHOK i3
3arpo3010 NepEepUBaHHS BATiTHOCTI B IEPLUIOMY TPUMECTPi Ha pu3uku po3sutky [1E. Brepiie BcTaHOBIEHI Ta
OOrpyHTOBaHI 3aKOHOMIPHOCT] 1010 CYTTEBO 3HIKeHUX piBHIB PAPP-A Ta PIGF y xiHOK 3 3arpo301o
HEBMHOUIYBAaHHS BariTHOCTI, YCKJIAAHEHOIO YTBOpeHHAM PXI', B TepMiHax recrauii 11+1-13+6, 19-23+6 ta 32-33+6
TDKHIB. BUSIBJIEHO IOCTOBIPHI acowjanii Mix MigBUIIEHUM ITOKa3HUKOM [1I MA Ta BUSIBJIEHHS B HUX JUKPOTUYHUX
BUIMOK y XiHOK 3 yTBopeHHsM PXI' B | TpumecTpi BariTHOCTI; 3HM>KeHUM piBHEM PAPP-A y I tpumecTpi Ta
Bunagkamu I1E B aHamHe3i; BiporigHuil 3BOPOTHI 3B's130K MK piBHeEM PIGF Ta nokasHukamu I1E B aHamHesi.
Posmupeni HayKOBi ysIBJIEHHS ITPO 3HAYYLIiCThb OLiHKY piBHS ADII 3 no3uuii norssay Ha 3B’130K HOTo MiBUIIEHOTr0
PiBHS 3 HETIOBHUM PEMOIE/IIOBAHHSIM CIipaJlbHUX apTepiil, sIKi BXOASTb O IPyNU pU3UKy Po3BUTKY [1E, 110 6ysi0
IOBEJEHO B HayKOBill po6oTi: piBeHb ADII npsimo acolitoBascs 3 nigsuineHumMy pisHsamu 11 B MA. [lonoBHEHO
HAYyKOBI IaHi 040 BaXJIMBOCTI BHECEHHS [IO KJIiHIYHOI IPAKTUKY BU3HAYEHHS IIOKa3HMKA CliBBifHOmeEeHHs sFlt-1 /
PIGF 3 MeToOI0 BUsIBJIEHHS TPYI PU3MKY BUHMKHEHHS PaHHbOI Ta Mi3HbOI [1E. [JoBeIeHO 10r0 BUCOKY IPOTHOCTUYHY
3HauyLicTb: nigpuieHuit piseHs sFlt-1 / PIGF y TepmiHi 19-23+6 acouitoBaBcs 3 HasiBHiCTIO PXT', BUCOKUM PU3UKOM
pozsutky I1E 3a anropurmom FMF, nigsuienum pisHem I1I 8 MA, B ToMy uuciti npu piBHax I1I Buie 95 nepueHTus
Ta 1nokasHukoM AQIT; sumwkeHnmu piBHsImu PIGF, PAPP-A Ta E3BinbHOrO. BcTaHOBI/IEHMI BIJIMB HAsSIBHOCTI
nosnimop@diamiB rexis Tpombodinii Ta aHriorenesy y xiHok i3 PXI' Ha pusuk po3BuTKy B Hux I1E. TeopeTuyHa Ta
IIpakTHM4Ha LiHHICTh po6oTH. 17151 BU3HauYeHHs rpynu pusuky [1E (oco6auBo paHHBOI) y KiHOK i3 PXT', kpim
YTOYHEHHS KJIiHIKO-aHaMHECTUYHHUX (PAKTOPiB, pEKOMEHIOBAHO 3aCTOCOBYBATU AZIAaNITOBAHY LKAy
nepuHaTaJbHOro pusuKy Alberta Perinatal Health Program a1 po3paxyHKy pu3uKiB ii pO3BUTKY; IPOBOAUTHU
nociimkeHHs came Astraia, a He PRISCA-I a6o po3paxoByBaTU pyU3UKU ii pO3BUTKY 3 BUKOPUCTAHHSIM KaJIbKyJIsSITOpa
Fetal medicine foundacion (FMF) «Preeclampsia risk assessment first and second trimester». [l;1s1 3a6e3neyeHHs
anexkBaTHOI npodisakTuky BUHUKHEHHS [1E y XKiHOK i3 BUCOKMM ii pU3MKOM PEKOMEHI0BAHO 6iJIbIll pAHHE
[IPM3HAYEHHS alleTHUJICATIIUIIOBOI KMCJIOTU B CIIOIy4eHHi 3 a6o 6e3 HMI' B mpodinakTHYHMX [03aX 3 OIJISIAY Ha

r€HETUYHY I€TEPMiHOBAHICTb.

2. This dissertation is dedicated to the development of a therapeutic and diagnostic algorithm based on clinical,
biochemical and sonographic changes in women with retrochorionic hematomas of the first trimester to prevent
the development of preeclampsia. To achieve the set goal, the study included 164 women with early pregnancy loss
threats, divided into three groups: two prospective observation groups and one retrospective analysis group. Two
pairs of comparisons were created to address the objectives: the first — between two prospective groups (Group I -
60 women with confirmed retrochorial hematoma (RCH) in the first trimester and Group II - 77 women with early
pregnancy loss threat without RCH); the second - Group I compared with Group III, which consisted of 27
pregnant women with RCH in the first trimester and complicated by preeclampsia (PE) during pregnancy. The
purpose of creating comparison pairs was to prove the significance of RCH formation in the first trimester on PE
development risks and to evaluate perinatal outcomes in these women depending on the treatment algorithm
applied during pregnancy. Inclusion criteria for pregnant women in the prospective groups were: clinical signs of
early pregnancy loss threat with or without RCH formation; reproductive age. The inclusion criterion for the
retrospective group was confirmed early pregnancy loss threat with RCH formation, appropriate age, and
complication of pregnancy by PE. Exclusion criteria for participants: age over 45 years; gestational age more than
12 weeks at the time of enrollment; refusal to participate in the study for any reason; severe extragenital diseases;
multiple pregnancies; diagnosed congenital and chromosomal fetal anomalies. Significant associations in Group III
women were found between the polymorphism of the ITGA2-02 integrin gene and elevated AFP level (rs=0.555,



p=0.004), changes in UA (rs=0.356, p=0.068). Significant differences between Groups I and IIl were detected for
the presence of ITGB3-o gene polymorphisms (pI-111=0.018 by n2), indicating a direct correlation between ITGB3-no
gene mutation and PE development in Group III patients (rv=0.305, p=0.018). A predominance of multigenic
thrombophilia form was found, especially in pregnant women of Group III, where mutation by 4 or more genetic
markers was noted in 14 (51.9%) women compared to 10 (16.7%) pregnant women in Group I (pI-111<0.001 by 02). The
study of angiogenesis gene polymorphism in women of Groups I and II revealed a tendency towards increased PE
risk in carriers of the vascular endothelial growth factor (VEGF-A -634 C>G) gene polymorphism (rv=0.226,
p=0.08). The presence of nitric oxide synthase 3 (NOS3 -786 C>T) gene polymorphism was clearly associated with
losses during the current pregnancy (rv=0.463, p=0.001), increased sFlt-1level (rs=0.252, p=0.063) and sFlt-1 /
PIGF ratio at 32-33+6 weeks of pregnancy (rs=0.239, p=0.079). Comparison of results between Groups I and III did
not reveal significant differences in the number of heterozygous and homozygous polymorphism cases (pI-
I11>0.05). This proved that RCH formation during placentation has genetic determinants. Prospective group
patients: 51 (85.0%) and 15 (19.5%) women respectively in Groups I and II received anticoagulant therapy
throughout the gestational process from an early term, and in 9 (15.0%) and 9 (11.7%) cases respectively, the
aforementioned therapy was combined with the administration of 50 mg of acetylsalicylic acid (ASA) up to 12
weeks, and in 28 (46.7%) and 23 (29.9%) patients from 12 weeks, a combination of LMWH + ASA (100-150 mg) was
used. However, blood loss in Group III women was higher, even without the use of the aforementioned therapy
(pI-111=0.038 and pII-1I1=0.049 by U-test with Bonferroni correction). 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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InenTudikarop ROR:

VIII. 3ak/1104Hi BiZOMOCTI
BaacHe IlpizBuie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiacHe IIpizBuie Im'sa Ilo-6aTbKOBi

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasibHUI 3a HiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBuuk Bigzainy YKpIHTEI mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

Jlockytosa Terana OsnexkcanapiBHa

JlockytoBa Tersana OnekcanapiBHa

Makapenko Onbra BosiogumupiBHa

VKpIHTEI

Opuenko TersiHa AHaToJIiBHA



