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Pedepar:

1. Incepranist npucBsyeHa po3pob1ii J1iKyBasbHO-AiarHOCTUYHOIO aJITOPUTMY Ha OCHOBI KJIiHIYHUX, 6i0XiMiuHKX Ta
COHOTrpa(ivYHUX 3MiH Y XiHOK i3 peTpOXOpiaJlbHUMU reMaToMaMu | TpuMecTpy [jisl IpoQilakTUKYA PO3BUTKY B HUX
NpeeKIaMInCii. [Iyist BOCSATHEHHS ITIOCTABJIEHOI METH [0 SOCIIIKEHHS BKIIIOUYEHO 164 KiHKU i3 3arpo3010
HEBUHOUIYBaHHS 3 PaHHIX T€PMiHIB BariTHOCTI, 1KuX 0yJI0 pO3[isieHo Ha 3 IPyNu: ABi IPyNny MPOCHEKTUBHOTO
CIIOCTEPE’KEHHS Ta IPYyIly PETPOCIEKTUBHOTO aHai3y. [y BUpilleHHs IOCTaBJIEHUX 3aBJaHb OYyJIM CTBOPEHI 1Bi
Iapu MOPIBHSHHSL: NepIa — [IBi NpocneKTuBHi rpynu (I rpyna — 60 XiHOK 3 MigTBEPIPKEHOI0 PETPOXOPIabHOIO
rematomorlo (PXTI') y I tpumecrtpi ta Il rpyna - 77 xiHOK i3 3arpo3010 HeBuHOIYBaHHs 6e3 PXT'); npyra - [ rpymna
nopisHIoBasacsl i3 rpynoro 111, Ky cknanu 27 BaritHux XiHoK i3 PXT" B I pumecTpi Ta npeexnamciero (I1E), sika

YCKJIaAHUJIA NePedir BariTHOCTi. MeTOI0 CTBOPEHHS Nap NOPiBHSIHHS 0yJla HEOOXiIHICTh NOBEIEHHS 3HAYYIIOCTI



BIIMBY (popmyBaHHs PXI' B I TpumecTpi Ha (popMyBaHHS pU3UKiB po3BUTKY I1E, a TaKOX, 3 METOIO OLIIHKHU
[IeprHAaTaJbHUX HACJIIKIB ¥ KX KIHOK 3aJI€XKHO Bif JIIKyBaJIbHOTO JIFOPUTMY, SIKUM OYB 3aCTOCOBAHUU IIif 4ac
BeJleHHs! BariTHOCTI. KpuTepisiMu BKJIIOYEHHS BariTHUX JIO NPOCIIEKTUBHUX IPyIl OyJia: KJiHiYHa KapTHHA 3arpo3u
[IepepuBaHHS BariTHOCTI B | TpuMecTpi BariTHOCTI 3 abo 6e3 yrBopeHHs PXI'; pernpoayKTUBHUM BiK KiHOK.
Kpurepiem BK/IIOUEHHS BariTHUX 10 peTPOCIEKTUBHOI Ipynu OyB AOBeleHMii (PAKT 3arpo3y IIEPEPUBAHHS BariTHOCTI
B I pumMecTpi BariTHOCTI i3 yrBopeHHsM PXT', BinnoBinHuil Bik, ¢pakrt ycknanHeHHs BaritHocTi [1E. Kpurepii
BUKJIIOYEHHS NAIieHTOK i3 JOCJIiIPKeHHS: BiK )KiHKU cTaplue 45 poKiB; recTallilHUi Bik cTapiuii 3a 12 THXHIB Ha
MOMEHT 3BEPHEHHS 32 JOIIOMOTOI0; BiZICYTHICTb 3roy MALi€HTKU HA YYaCTh B AOCIIIKEHHI; HASBHICTb TSIKKUX
eKCTpareHiTaJbHUX 3aXBOPIOBAHb; 6araTOIIiIHA BaTiTHICTD; AiarHOCTOBaHI BPOKEHi Ta XpOMOCOMHIi aHOMaJii
mroga. HaykoBa HOBM3HA OTPUMAHUX PE3yJbTaTiB. PO3MMPEHO yABIEHHS PO 3HAYYILICTh OLIIHKU HE TiJIbKU
KJIiHIKO-aHaMHECTUYHUX (PAKTOPIB, SIK MOXKJIMBUX NpeaukTopis I1E, a 1 BIIMB aHaTeHaTalIbHOI KPOBOTEUi y XKiHOK i3
3arpo3010 NepeprBaHHA BaTiTHOCTI B [IEPLUIOMY TPUMECTPI Ha pu3uKu po3BUTKY [1E. Briepiie BcTaHOB/IEH] Ta
OOrpyHTOBaHI 3aKOHOMIPHOCT] 1110710 CYTTEBO 3HIKeHUX piBHIB PAPP-A Ta PIGF y >xiHOK 3 3arpo30to
HEBMHOUIYBAaHHS BariTHOCTI, YCKJIAAHEHOIO YTBOpeHHAM PXI', B TepMiHax recrauii 11+1-13+6, 19-23+6 ta 32-33+6
TVDKHIB. BUSIBJIEHO IOCTOBIpHI acowjanii Mix MifBUIIEHUM ITOKa3HMKOM [1I MA Ta BUSIBJIEHHS B HUX JUKPOTUYHUX
BUIMOK y XiHOK 3 yTBopeHHSM PXI' B | TpumecTpi BariTHOCTI; 3HM>XKeHUM piBHEM PAPP-A y I TpumecTpi Ta
Bunaaxkamu [1E B aHaMmHe3i; BiporigHuil 3BOPOTHil 3B’130K Mixk piBHeM PIGF Ta nokaznukamu [1E B aHamHe3i.
Po3mupeHni HayKoBi ysIBJIEHHS PO 3HAYYIIICTh OLiHKY piBHA AQII 3 no3uuii noryisay Ha 3B's130K HOT0 MiJBUIIEHOTO
PiBHSI 3 HETIOBHMM PEMOJIEJIIOBAaHHSM CHipajbHUX apTePiil, SKi BXOAATD 0 IPyny pusnuKy po3BuTtky I1E, mo 6yio
IOBeJEeHO B HayKOBill po6oTi: piBenb AQII npsimo acolitoBascs 3 nigsuineHumMy piBHsamu [11 B MA. [lonoBHEHO
HAYyKOBI IaHi 11070 BXKJIMBOCTI BHECEHHS [IO KJIiHIYHOI IPaKTUKY BU3HAYEHHS [I0Ka3HMKa cliBBifHOeHHs sFlt-1 /
PIGF 3 MeToOI0 BUsIBJIEHHS TPYI PU3MKY BUHMKHEHHS PaHHbOI Ta Mi3HbOi [1E. [JloBeIleHO 10r0 BUCOKY IPOTHOCTUYHY
3HauyLIicTh: nigpuineHuit piseHs sFlt-1 / PIGF y Tepmini 19-23+6 acouitoBascs 3 HasiBHiCTIO PXT', BUCOKMM PU3UKOM
po3sutky I1E 3a anropurmom FMF, nigsuienum pisHem I1I 8 MA, B ToMy uuciti npu piBHax I1I Buie 95 nepueHTus
Ta nnokazHukom AQTI; sumwkeHumn piBHsiMu PIGF, PAPP-A ta E3BinbHOro. BcTaHOB/IEHMI BILJIMB HAsIBHOCTI
nosiimopdismis renis Tpom60Qisii Ta aHriorenesy y xiHok i3 PXI" Ha pusuk po3BuTky B Hux I1E. TeopeTnyHa ta
IIpakTHU4Ha LiHHICTh poboTu. 17151 Bu3HaueHHs rpynu pusuky [1E (oco6inBo paHHbOI) y KiHOK i3 PXT', kpim
YTOYHEHHS KJIiHIKO-aHaMHECTUYHHUX (PAKTOPiB, pEKOMEHI0BAHO 3aCTOCOBYBATU AZIAalITOBAHy LIKAaIy
neprHaTanbHOro pusuky Alberta Perinatal Health Program g5 po3paxyHKy pu3UKiB ii pO3BUTKY; IPOBOJUTU
mocrimkeHHs came Astraia, a He PRISCA-I a60 po3paxoByBaTy py3HKU ii pO3BUTKY 3 BUKOPUCTAHHSIM KaJIbKyJIsSITOpa
Fetal medicine foundacion (FMF) «Preeclampsia risk assessment first and second trimester». [I1s1 3a6e3ne4eHHs
anexkBaTHOI npodinakTuky BUHUKHEHHS [1E y XKiHOK i3 BUCOKUM ii pU3MKOM PEKOMEHA0BAHO OiJIbIll pAaHHE
[IPU3HAYEHHS AlleTHUJICAJIIIMIIOBOI KUCJIOTU B CIIOIy4eHHi 3 a6o 6e3 HMI' B mpodinakTHYHUX 032X 3 OIJISIAY Ha

Fr€HETUYHY JIeTEPMiHOBAHICTb.

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-n2 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 III 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 plI-111=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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Baache IlpizBuiie Im's ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCiiaHHi
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