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Pedepar/aHoTanis:

1. Incepranjiiina po60Ta IpUCBIY€Ha BUBYEHHIO PoJli mosimopdismy rena PAI-1y natoreHesi paHHix
penponyKTuBHUX BTpart (PPB), a TakoX po3pob1ii NaTOreHeTUYHO OOI'PYHTOBAHOTO METOY iX BTOPMHHOI
npodinakTHUKY Ha eTalli IperpasifapHoi NifroTOBKYU. [I7151 JOCSTHEHHS IIOCTABJIEHOI METU [0 NOCiIKEHHS OyJI0
Bifi6pano 115 XiHOK i3 cCTOHTaHHUM abOPTOM, SIKUH BifiOyBCs B TepMiHi rectanii go 12 trkHiB. Yeix Binibpannx
nanjeHToK (n=115) 6ys0 nopineHo Ha 3 rpynu: [ rpymny ctaHoBunu 20 naijieHTok i3 noiximopdizmom rena PAI-13a
IVKUM TUIIOM (675 5G>5G) — rpymna KoHTpoJo, II rpyny — 53 xiHku 3 nosimop@ismom reHa PAI-1 (675 5G>4G), 111
rpyny - 42 xiHku i3 nosnimopdizamom rena PAI-1 (675 4G>4G). Bci nanieHTkM crioctepiranucs mpocnekTUBHO. Takuii
posmozin rpymn 6yB 06rpyHTOBaHUM HEOOXiAHICTIO OL[iHMTY BIIUB Pi3HUX BapiaHTiB nojsimopdismy rena PAI-1 (-675
5G/4G) na natoreHe3 PPB i3 ypaxyBaHHsIM reHeTUYHO AeTepMiHoBaHoi ekcrpecii PAI-1. Came Takuil migxin
HaIpPUKiHLi HAYKOBOTO OCJIiI)KEHHSI 103BOJIUB [TPOaHali3yBaTy rpafieHT edekrty nojaimopdizmy PAI-1 Ha
[IOKa3HUKY IeMOCTa3y, iMyHHi Ta MeTabo0JIiyHi 3MiHH, a TAKOXX OLIHUTY KJIiHIYHI HACJIIAKY, 10 € KPUTUYHO

BaKJIMBUM J1JIS1 BCTAHOBJIEHHSI [IPUYMHHO-HACJIIIKOBUX 3B'I3KiB i OOIPYHTYBaHHS IaTOT€HETUYHO] Tepartii.



BcTaHOBIIEHI B3a€MO3B'S13KM MK T€HETUYHUMMU, KOATYJISILIMHAMY Ta META00IIYHMMU NTOPYIIEHHSIMUA OOI PYHTYBaIN
HEOOXIiJIHICTb PO3POOKY ATOT€HETUYHO CIIPSIMOBAHOTO MiZXOAY IO BTOPUHHOI IPO(DINaKTUKY, SIKUH BKIIIOYaB:
CTpATETII0 NOKPAIEHH [IOKa3HUKIB BHYTPIIIHOMATKOBOI F€MOJIMHAMIKU Ta BIUIUB Ha IIPOSIBA €HIOTEJIIONATII;
KOPEKIIio 3MiH B OOMiHi JIiNifliB; 3HVMKEHHS BIJINBY OKACHOTO MOIIKOIKEHHS Ta IPOrPECyI0U0i MiTOXOHAPialbHOI
nucyHKLii B oounTi. HaykoBa HOBM3HA OTPMMAHUX PE3yJIbTaTiB. Briepiie Ha OCHOBI KOMIIJIEKCHOTO KJIiHiKO-
J1a6opaTtopHOro, MOpgoIOriyHOTO, IMyHOJIOTYHOTO Ta METab0JIiYHOrO aHaJli3y BCTAHOBJIEHO 6araTopiBHEBY POJIb
nosimopdizmy rena PAI-1y naroreHesi paHHiX penpoLyKTUBHUX BTpaT. JloBeneHo, o nosiMopdism rena PAI-1 (-
675 5G/4G) Bu3Havae rpajiieHT nopyueHs GiOpHUHONITUYHOI cucTeMU 3 GOPMYBaHHSIM rinodi6prHoOmisy, 1o
CYIIPOBOMKYETHCSI PO3BUTKOM €HIOTelianbHOI TUCcYHKIIi, akTUBalli€l0 KoaryysiiiHOTo KacKany Ta [OPYIIeHHSIM
npolieciB iMIianTauii. Po3mupeni HayKoBi ysIBJIEHHS PO HasIBHICTb aCOL[iaTUBHUX 3B’13KiB MiXX piBHeM PAI-1,
[IOKa3HMKaMU JIMiTHOrO OOMiHY Ta Pi3HUMMU JIaHKaMU iMyHHOI CUCTEMH, 110 OOI'PYHTOBY€E KOHLEMNLIIO iHTerpariii
TPOMOOTUYHHUX, METAOOJIIUHMX Ta IMyHHMX MEXaHi3MiB y PO3BUTKY HEBUHOIIYBAHHSI BariTHOCTL. OGIpyHTOBaHO
B3a€MO3B’I30K MiX AucinigemMiero ta excripecieto PAI-1, 1o Bu3Havyae LOJATKOBUI MeXaHi3M PO3BUTKY
eHJloTesianbHOI AUCYHKII] Ta NOpYILIeHHs] HEOaHTioreHe3y B XopioHi. [TorinbieHo HayKoBi ySIBJIEHHS IIPO
Mop(oreHes IIaLeHTapHOi AUCPYHKILiI y HOCIIB naTtosoriyHmx BapianTiB PAI-1, sika CyIpOBOIKY€ETbCS
XapaKkTepHUMU 3MiHaMU BOPCUH XOpioHa (gu3mopdizm, aBacKyisipusaLisl, pibpuHOInHUI HEKPO3, MiKpOTPOMOO3),
110 BifloOpaxkaroTh [M1M60KI MOpyLIeHHs iHBasii Tpodobacta Ta paHHbOI IJ1alleHTallii. BctaHoBieHo BIIUB
HasiBHOCTI noslimop@dismom rena PAI-1 675 5G>4G ta 675 4G>4G Ha 3HWKEHHS piBHS anonTody Tpodo61acTy, 1o
CBiIYMTb IIPO MOPYIIE€HHS (Pi3i0I0riYHOro pemMojesnoBaHHs TPOPOo6IACTy Ta € HOBUM NMAaTOT€HETUYHUM
MexaHi3MOM HEBUHOULIYBaHHS BariTHOCTi. TeopeTrnyHa Ta IpakTU4Ha LiHHICTh po60TU. HayKoBO OGI'PyHTOBAHO Ta
PO3p006JI€HO HOBUI IAaTOr€HETUYHO OPi€HTOBAHUH MifXif, 0 BTOPMHHOI NPO(iNIaKTUKYU PaHHIX PENpOAYyKTUBHUX
BTpaT, SIKUM 6a3yeTbCsl HA KOPEKLii NOopyLIeHb reMOCTasy, eHIoTe ianbHoi QyHKLii, TinigHoro 06MiHy Ta iMyHHOTO
romeocrTasy. [JoBezieHo, 1110 3aCTOCYBaHHS KOMIUIEKCHOI Tepariii (cysiomekcu, iocMiH, e3eTuMiod, pecBepaTpoJ,
HMT') cnpusie Hopmasnisalii T0Ka3HUKIB reMOCTa3y, NOKpalleHHIO MaTKOBO-IIJIalleHTapHOi nepdyaii, 3HUKeHHIO
PiBHSI 3amajieHHsI Ta ONTUMI3allii MeTaboJIiYHUX [IPOLECIB, IO CYIIPOBOAKYETbCSI 3MEHIIEHHSIM YaCTOTU PaHHIX

PENpOnyKTUBHUX BTPAr.

2. The thesis is devoted to studying the role of PAI-1 gene polymorphism in the pathogenesis of early reproductive
losses (ERL), as well as to developing a pathogenetically grounded method for their secondary prevention during
pre-pregnancy preparation. 115 women with spontaneous abortion, which occurred in gestation up to 12 weeks,
were selected for the study to achieve the set goal. All selected patients (n=115) were divided into three groups:
Group I comprised 20 patients with the wild-type PAI-1 gene polymorphism (675 5G>5G) - the control group;
Group II comprised 53 women with PAI-1 gene polymorphism (675 5G>4G), and Group III comprised 42 women
with PAI-1 gene polymorphism (675 4G>4G). All patients were observed prospectively. This distribution of groups
was grounded by the need to evaluate the effect of different variants of PAI-1 gene polymorphism (-675 5G/4G) on
the pathogenesis of PRV taking into account the genetically determined expression of PAI-1. At the end of the
scientific study it was the approach that allowed to analyze the gradient of the effect of the PAI-1 polymorphism on
hemostatic indicators, immune and metabolic alterations, as well as to evaluate the clinical consequences, which is
critical for establishing causal relationships and justifying pathogenetic therapy. Analysis of the characteristics of
the humoral link of immunity did not reveal any significant differences between the indicators of women of the
three groups. Deviations of lymphocyte subpopulations had different frequency and directionality depending on
the group. The smallest number of deviations was found in women of the I group, while in the II and especially in
the III groups there was the increase in the frequency of violations of the cellular and humoral links of immunity,
primarily due to changes in T-cytotoxic cells, killer cells (NK cells), cytotoxic CD3oCD56n cells and B lymphocytes.
Scientific novelty of the obtained results. For the first time, on the basis of complex clinical-laboratory,
morphological, immunological and metabolic analysis, the multi-level role of PAI-1 gene polymorphism in the
pathogenesis of early reproductive losses was established. It has been proven that the polymorphism of PAI-1 gene
(-675 5G/4G) determines the gradient of disorders of the fibrinolytic system with the formation of pituitary
fibrinolysis, which is accompanied by the development of endothelial dysfunction, activation of the coagulation



cascade and disruption of implantation processes. Scientific insights into the existence of associative relationships
between PAI-1levels, lipid metabolism measures and different links of the immune system were extended, which
justifys the concept of integrating thrombotic, metabolic and immune mechanisms in the development of
miscarriage. The relationship between dyslipidemia and PAI-1 expression is substantiated, which determines the
additional mechanism for the development of endothelial dysfunction and impaired neoangiogenesis in the
chorion. Scientific ideas about (47.6%) of patients in groups II and III, respectively, while in group I no repeated
losses were recorded. Morphogenesis of placental dysfunction in carriers of pathological variants of PAI-1, which is
accompanied by characteristic changes in chorionic villi (dysmorphism, avascularization, fibrinoid necrosis,
microthrombosis), reflecting deep disorders of trophoblast invasion and early placentation. The influence of the
presence of the PAI-1 gene polymorphisms of 675 5G>4G and 675 4G>4G on the decrease in the level of trophoblast
apoptosis was established, which indicates the violation of the physiological remodeling of trophoblast and is a
new pathogenetic mechanism of miscarriage. Theoretical and practical value of the work. The new
pathogenetically oriented approach to the secondary prevention of early reproductive losses has been
scientifically substantiated and developed, which is based on the correction of disorders of hemostasis, endothelial
function, lipid metabolism and immune homeostasis. It has been proven that the use of complex therapy
(sulodexide, diosmin, ezetimibe, resveratrol, LMWH) contributes to the normalization of hemostasis indicators,
improvement of uteroplacental perfusion, reduction of the level of inflammation and optimization of metabolic
processes, which is accompanied by a decrease in the frequency of early reproductive losses.
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