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Pedepar:

1. Incepraniiina po60Ta IpUCBIYEHA NiABUILEHHIO €()EeKTUBHOCTI IPOTHO3YBAaHHS Ta IPO(INIAKTUKY aKyIIEepPChKUX
Ta [eprUHATAJIbHUX YCKJIAIHEHD [IPY BHYTPIIIHbOIIEYiHKOBOMY XOJiecTasi BariTHux (BITXB) micsig 3acTocyBaHHs
IIpOrpamu ONOMDKHUX PENPOLyKTUBHUX TE€XHOJIOTIM Ha OCHOBI OHOBJIEHUX (pakTOpiB pusuky. ObcTeskeHo 80
BariTHUX MiCJIsl Iporpam JONOMDKHUX penponyKTUBHUX TexHouiori (IPT): 40 >xiHok 3 nmposiBamu BITXB (ocHoBHa
rpyna) i 40 xiHok 6e3 mpossis BITXB (rpyna nopiBHsHHS). 50 XiHOK 3i CIIOHTaHHOIO BariTHICTIO (isionoriyHoro
nepeobiry cKjand KOHTPOJIbHY rpymy. Y 6isbimocTi (62,5 %) nauieHTok aiarno3 BIIXB BctaHoBieHO miciist 30 TUXKHIB
BariTHOCTI, y iHmux (37,5 %) - Bizg 24 no 30 TwkHiB. [leski nauieHTku (27,5 %) BinMiyaau KOpoTKOYaCHI emnizonu
nposiBiB BITXB 1o 24 tuxHiB BariTHOCTi. ¥ 7 (17,5) XiHOK BITXB MaB TsDkkuil nepe6ir. OCHOBHY IPyIly OOCTEXEHNX
po3zinunu Ha ABi nigrpynu: 1-ma nigrpyna - 22 (55,0 %) Barithi nicss JPT 3 BIIXB, y sikux BigMiueHi CyTTeBi

aKylIepChKi Ta IepuHaTabHi YCKIaHeHHS Ta 2-ra nigrpyna - 18 (45,0 %) BariTHux 6€3 BiiMideHUX YCKIalHEeHb.



[IpoBeeHa MaTeMaTU4HA OLIiHKA JO3BOJIMJIA BULIINTY HAl611bI iHPpOpMaTHBHI (PaKTOPiU PU3HKY aKyHMIEePChKUX i
[IeprHATaJbHUX YCKIaAHEeHb y BariTHux micis JJPT Ta Bucokum pusukom BITXB. Ha ocHoBI nux ¢akTopiB
106Y/IOBaHMI AJIFOPUTM ITPOTHO3YBaHHS aKyLIEPChKUX i IEPUHATAJIbHUX YCKJIaJHEHDb. TOUHICTh MPOrHO3yBaHHS
cxana - 90,0 %. 3anpornoHoBaHM NATOT€HETUYHO OOTPYHTOBAHUI KOMILIEKC JIIKYBaJIbHO-TIPOQiTaKTUYHUX
3axO[iB [JIs1 XKiHOK, 10 3any4eHi no nporpam [PT, 3 Bucokum pusukom BITXB, sikuii CKlagaeTses 3
IIPEKOHLIeMNIIIHOrO eTarly Ta 2-x eTarliB IIpy BeJeHHi BariTHOCTI (y I TpumecTpi Ta npu manigecrauii BITXB).
PekoMmeH0BaHUI KOMIUIEKC T€PANEBTUYHUX Ta OPraHi3aliliHuX 3ax0[liB 103BOJINB TOKPAIIATH 3arajabHUN
rOMEOCTa3 BariTHoOi, Maitke B 1,5 pasa 3HM3UTHU YAaCTOTy BUHMKHEHHS (3 52,5 10 36,3 %) Ta TsoKkicTb BITXB, yactoTty
aKyIIePChKUX | IepUHATaNIbHUX YCKIaAHEHb. KiI04OBi C10Ba: BHYTPIIHBOIIEYiHKOBUI X0JIECTA3 BATiTHUX,
IOIIOMIXKHI pENTPOAYKTUBHI TEXHOJIOTI, aKyLIEPChKi i IepHUHAaTa/IbHI YCKIAIHEHH, TOMEOCTa3, JIiKyBaJIbHO-

npodinakTuyHi 3axonu. ['anysb — MeIULIMHA.

2. The incidence rate of intrahepatic cholestasis of pregnancy (ICP) ranges from 1 % to 27 % depending on the
region and ethnicity. Besides itching, the disease, from a light to a severe form, is associated with obstetric and
perinatal pathology. There are no clear and uniform guidelines for the management of such pregnancies and
treatment is not always effective. The use of assisted reproductive technologies is a significant risk factor for ICP
(OR 2.79, 95 % CI 2.15-3.64). The dissertation is dedicated to the improvement of the effectiveness of
prognostication and prevention of obstetric and perinatal complications in women with intrahepatic cholestasis
who got pregnant owing to assisted reproductive technologies, on the basis of updated risk factors. We have
carried out a examination of 80 pregnant women treated with ART: 40 women presenting manifestations of ICP
(basic group) and 40 women without such manifestations (comparison group). The reference group included 50
women with spontaneous pregnancy of normal physiological course. The majority (62.5 %) of patients were
diagnosed with ICP after 30 weeks of pregnancy, the rest of them (37.5 %) in the period from 24 to 30 weeks. Some
patients (27.5 %) noted short episodes of ICP manifestations before the 24th week of pregnancy. In 7 women (17.5
%), ICP was characterized by a severe course. A third of women from the basic group had a recurrence of ICP
whereas in the comparison group, there were only isolated cases of ICP in anamnesis. 42.5 % of patients from the
basic group presented an ICP-positive family history. Almost a third of women (27.5 % vs. 12.5 % in the comparison
group, p<0.05) had the polycystic ovary syndrome in their anamnesis record. The basic group was divided into two
subgroups: Subgroup 1 - 22 (55.0 %) women with ICP who had got pregnant owing to ART and presented
significant obstetric and perinatal complications and Subgroup 2 - 18 (45.0 %) pregnant women without such
complications. We have established a higher incidence rate of mutation variants of C3435T polymorphism in the
MDRI gene in pregnant women affected by ICP as well as an increased occurrence of the T-allele in cases of
obstetric and perinatal complications. Women with ICP also presented increased characteristic biochemical
values: total bilirubin level, concentrations of bile acids, hepatic enzymes, GGT, AP and cholesterol in terms of low
and very-low-density lipoproteins and the concentration of triglycerides. Patients with obstetric and perinatal
complications presented increased levels of total bilirubin and bile acids in their blood. In pregnant women
affected by ICP, we found a suboptimal level of vitamin D and in part of them a vitamin D deficit. Patients with
obstetric and perinatal complications presented a vitamin D deficit. Women with ICP presented an increased
cortisol level in the 1st trimester of pregnancy, and in the 3rd trimester, with ICP manifestations, the increase was
even more apparent. An increased level of the hormone was associated with the development of obstetric and
perinatal complications. The levels of sexual hormones (progesterone, estradiol) were increased in the Ist
trimester in women affected by ICP. In the 3rd trimester, we also recorded an increased level of progesterone. The
tendency to hypocoagulation found in pregnant women affected by ICP (relatively decreased prothrombin ratio
and increased APTT). In cases of obstetric and perinatal complications, one could observe decreased prothrombin
ratios. Our mathematical analysis has enabled singling out the most informative risk factors for obstetric and
perinatal complications in pregnant women treated with ART and with a high risk of ICP. On the basis of these
factors, we have developed an algorithm of prognostication of obstetric and perinatal complications. The
prognosis accuracy has made up 90.0 %. We have suggested a pathogenetically substantiated complex of
treatment and prevention measures for women involved in ART programs and presenting a high risk of ICP, which



consists of the preconceptive stage and 2 stages of pregnancy management (in the 1st trimester and in case of ICP
manifestation). The recommended complex of therapeutic and organizational measures has made it possible to
improve of the general homeostasis of pregnant women, to decrease the incidence rate (from 52.5 to 36.3 %) and a
severe course of ICP, to decrease the frequency of obstetric and perinatal complications. Key words: intrahepatic
cholestasis of pregnancy, assisted reproductive technologies, obstetric and perinatal complications, prognosis,
prevention. Branch-Medicine.
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