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Intrahepatic cholestasis of pregnancy:

new patogenetic links
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The article describes the features of pro- and antioxidant sys-
tem in women with intrahepatic cholestasis of pregnancy. The
changes in pro- and antioxidant systems in women with intra-
hepatic cholestasis of pregnancy is detected. The dynamics of
primary lipid peroxidation products — diene conjugates, mal-
ondialdehyde, and biologically active substances that make
up the antioxidative system (superoxide dismutase and
a-tocopherol) in serum influenced by traditional drug and
adjuvant therapy. The effectiveness of efferent therapy nor-
malization of prooxidant and antioxidant systems in women
with intrahepatic cholestasis of pregnancy is shown.
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Intrahepatic cholestasis of pregnancy (ICP), also known as
«obstetric» cholestasis, characterized by a significant increase
in the concentration of bile acids in the mother organism and
characterized by pruritus predominantly of the palms and soles
in the second half of pregnancy. It is typically a reversible
cholestatic disease with spontaneous relief of laboratory abnor-
malities and symptoms promptly after delivery but no later than
one month postpartum [1-3].

The incidence of ICP varies, according to different sources,
from 1 in 150 to 1 in 7000 pregnant women [1, 2]. ICP is most
common in Scandinavia and South America (Chile ICP level is
15-28%) [2]. Prevalence in Europe, USA, Canada and Australia
ranges from 0.1% to 1.5% [2]. ICP common among members of
one family and can recur in subsequent pregnancies [1-4].

Incidence of preterm delivery is increased in women with
ICP. In severe forms of ICP disseminated intravascular coagula-
tion syndrome, acute renal failure and hepatic hypertensive syn-
drome may develop [2—4]. Perinatal prognosis even more seri-
ous, as the frequency of fetal distress during labor in women with
ICP increases to 22% and the risk of death is 4 times higher than
in the physiological pregnancy [2, 5].

It is believed that a significant role in the development of ICP
play hormonal and genetic factors [1, 3, 4, 6]. According to some
authors, the state of pregnancy is contributes to pregnancy
cholestasis syndrome due to thickening and increased viscosity of
bile, lowering the tone of bile ducts and bile increased permeabil-
ity of capillaries, excessive accumulation of progesterone, estrogen
and testosterone metabolism disturbances [1, 3]. These changes
taking place in the IT and TIT trimester of pregnancy physiologi-
cally, are favorable factors for ICP. Also, today proved defective
gene MDR3 (ABCB4) and the development of ICP [4, 6].

One of the damaging mechanisms in ICP is the activation of
lipid peroxidation (LPO) and reduced antiradical activity of
enzymes. Excessive production of reactive oxygen species
(ROS) and/or their inadequate neutralization by antioxidants,
defined as oxidative stress, leads to damage in cell membrane,
vessel wall, proteins, lipids, and even the nucleic acids in the cell.
Toxic products of lipid peroxidation is one of the reasons for the
regulation of homeostasis imbalance, which leads to serious
metabolic disturbances, changes in immune status of the func-
tional state of different systems. In normal conditions, to control
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the flux of ROS (diene conjugates, malondialdehyde, lipid
hydroperoxides), aerobic cells have developed their own defense
system, the antioxidant system (AOS, system with antiradical
activity) that includes nonenzymatic (such as glutathione, A, C,
and E vitamins, selenium derivatives) and enzymatic compo-
nents (such as superoxide dismutase, glutathione peroxidase,
and catalase). AOS provides neutralize free radicals cells and
maintenance of cellular homeostasis [7, 8].

Characteristic features unidirectional operation AOS is
adjusting its actions (neutralization of all types of free radicals)
and severity of the consequences of even a brief failure that caus-
es damage to cell membranes and biopolymers. However, under
the influence of various endogenous and exogenous factors bal-
ance between AOS and LPO in cells may be disrupted due to
low or antioxidants or as a result of overproduction of free radi-
cals. This condition is called oxidative stress [7, 8].

Combined therapy of ICP using hepatoprotectors,
choleretic and antihistamines in a number of cases does not pro-
vide correction of oxidative stress, which necessitates the search
for new therapeutic areas and treatment [8].

Objective: to study pro- and anti-oxidative activity in the
blood of women with ICP and evaluate the impact of efferent
therapy on the dynamics of these indicators.

MATERIALS AND METHODS

A comprehensive survey of 129 pregnant women with ICP
and 50 healthy pregnant women with physiological pregnancy
and childbirth (control group) aged 18 to 42 years. Pregnant
with ICP divided into two groups — basic and comparison group,
comparable for age, severity and duration of ICP. The basic group
consisted of 40 pregnant women with ICP who underwent treat-
ment with complex drug and efferent therapy (plasmapheresis).
The comparison group consisted of 89 pregnant women with ICP
treated exclusively with medication: hepatoprotector (ademe-
tionin) 400 mg in capsules, twice daily, orally, between food
intake, 14 days; choleretic (ursodeoxycholic acid) capsules
250 mg twice daily, orally, 14-21 days (depending on severity);
antioxidants (vitamin E) 100 mg in capsules, twice daily, with
meals, orally, 14-21 days and enterosorbent (silicii dioxidum)
2 gram twice a day, orally for 14 days. Comprehensive survey of
pregnant women with ICP was performed before and after treat-
ment. Efferent therapy in basic group was performed at the
Obstetrics and gynecology department number 3 of the
Bogomolets National Medical University in Kyiv Maternity
house number 3. The membrane plasmapheresis was performed
on the «Hemofeniks» using plasmafilter «Rosa». The course
includes 4 procedures of plasmapheresis with 1-2 days intervals.

The study excluded pregnant women with chronic liver dis-
ease, viral hepatitis, skin diseases.

The analysis of anamnesis, clinical and biochemical screen-
ing of pregnant women with ICP was performed. Levels of Diene
conjugates (DC) in serum (mcmol/l), malondialdehyde in
serum (nmol/ml), superoxide dismutase (U/mg protein),
a-tocopherol, (mkg/ml) were determined using spectropho-
tometer DU-65 Beckman (USA).
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Table
Features indices of lipid peroxidation and anti-oxidant activity

Basic group, n=40 Comparison group, n=89

Control group,

Parameters

n=50 Before therapy After therapy Before therapy After therapy
diene conjugates, mcmol/I 3,6%0,2 6,5+0,7" 4,2+0,2* 6,4+0,3" 7,4+0,3*
Malon dialdehyde, nmol/ml 2,23+0,12 4,56+0,2" 3,4+0,3* 4,6+0,3" 4,8+0,1
SOD, U/mg protein 13,2%1,2 9,4+0,3" 11,8+0,5* 9,6+0,3" 9,9+0,8
a-tocopherol, mkg/ml 21,8+0,5 16,6+0,4" 20,1+0,1* 16,8+0,2" 17,1+0,1

Note: The difference relative to the control group likely * — p <0.05; the difference relative to before treatment * — p <0.05.

Statistical processing of the results was performed using a
software system STATISTICA for Windows (version 6.0). The
difference between the compared values considered reliable at
the level of p<0.05.

RESULTS AND DISCUSSION

As aresult, the study found that in a basic group, women with
upcoming first delivery amounted to 73.6% (95), multiparous
women — 26.4% (34). 25% multiparous women with ICP had
cholestatic hepatosis in previous pregnancies and family history of
ICP. The average pre-pregnancy BMI was calculated to be 23.4.

Analysis extragenital pathology of pregnant women with ICP
showed a high frequency, diseases of the digestive tract — in
116 (89.9%) patients. Among them, in 35 (27.1%) women with ICP
chronic gastritis was observed, in 38 (29.4%) — biliary dyskinesia.
Gynecological anamnesis showed most frequent background diseases
of the cervix — 67 (51.9%), chronic salpingo-oophoritis — 26 (20.1%),
polycystic ovary syndrome — 32 (24.8%), external genital
endometriosis 27 (20.9%). Obstetric history in 99 (77%) pregnant
with ICP was weighed with miscarriage: in 48 (37%) cases — prema-
ture birth has happened (in 36 (28%) patients — in IT trimester).

Contraceptives with estrogen used about half of pregnant
women with ICP for 2 years or more, which could lead to the
development of cholestasis during pregnancy.

Evaluation of complaints of pregnant women with ICP
showed that the clinical manifestations characterized mainly by
pruritus (100%) of undulating course; its intensity gradually
increased. Jaundice was noted only in 10 cases in which the
development of cholestatic liver characterized by early onset (11
trimester) and severe course.

During examining a group of pregnant women with ICP
revealed significant changes in rates of lipid peroxidation and
antioxidation activity levels. The intensity of these changes is
increasing, depending on the severity of cholestatic hepatosis.
Features of lipid peroxidation and antioxidation activity and its
dynamics after treatment are demonstrated in the table.

XonectaTu4yHuUiA renaTto3 BariTHUX:
HOBI JIaHKU NaToreHe3y
C.B. beHiok, T.B. Kosantok

V crarti posraisiHyTi 0COOIMBOCTI MPO- Ta AHTHOKCUIAHTHOI CUCTEM
TIPU XOJIECTATHIHOMY TenaTo3i BariTHUX. Busnaueni sMinu mpo- ta an-
TUOKCHUIAHTHOT CUCTEMU Y BAariTHUX 3 X0JleCTaTUYHNUM rerato3om. [To-
KaszaHa JMHaMiKa MePBUHHUX IPOAYKTIB MEPEKMCHOTO OKUCHEHHS
JmigiB — Ai€HOBUX KOH'IOTATiB, MAJTOHOBOTO [HAJBICTIAY, a TAKOXK
6i0JIOTYHO AKTUBHUX PEYOBHH, IO BXOJSITH /10 CKJIA/LY aHTHOKCU/IAHT-
HOT cucreMu (CyNEepOKCHIMCMYTa3u Ta (i-TOKO(epoJy) B CUPOBATIL
KPOBIi ijil BIUTMBOM TPAJUIIITHOT MEIMKaAMEHTO3HOI Ta KOMIIJIEKCHOT
teparii. [TpogemoncTpoBana epexTuBHicTh epeperTHOI Teparii B HOp-
MaJlisanii MoKa3HUKIB IIPOOKCUIAHTHOI Ta aHTUOKCUAHTHOL CUCTEM Y
JKIHOK 3 XOJICCTATMUYHUM IellaTO30M BariTHUX.

Kmouoegi cnoea: xonecmamuunuil 2enamo3 6azimmux, Nepexkucie oKuc-
Henms 1inidie, aHmupaouKaivna akmueHicno.
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As can be seen from the table, after efferent therapy pregnant
women in basic group noted a 1.5 times decrease in diene conju-
gates and malondialdehyde. The level of SOD and a-tocopherol
increased at the end of treatment.

Against the background of drug therapy in the comparison
group observed a negative trend, significantly 1.2 times
increased the level of diene conjugates slightly increased level of
malonic dyaldehidu. After treatment was maintained suppres-
sion of antioxidant system.

Clinically pregnant women in the basic group after the first
session of plasmapheresis, noted subjective reduce itching,
improve the quality of nighttime sleep, mood, increase efficiency,
reduce irritability. After four plasmapheresis procedures in
36 (90%) of pregnant subjective manifestations of ICP disap-
peared completely. In 4 (10%) women with severe ICP after
adjuvant therapy, which included plasmapheresis, were itching
episodes, mostly at night, but they did not break the night’s sleep.

Pregnant women in the comparison group of sustained
decrease in the severity of itching and psycho-emotional symp-
toms were not observed. The intensity of itching, and therefore
emotional lability, decreased during treatment, but no pregnant
not marked complete clinical comfort.

CONCLUSION

Intrahepatic cholestasis of pregnancy is characterized by
increased activation of lipid peroxidation and a reduction in
antioxidant activity. Only drug therapy of ICP can not effec-
tively correct oxidative stress — increasing of lipid peroxidation,
reducing antiradical activity is shown. In the context of a com-
prehensive treatment, including the use of plasmapheresis there
is a significant reduction of reactive oxygen species and increas-
ing of antioxidant activity.

Thus, complex treatment of ICP, including drug and efferent
therapy enables to adjust effectively condition of oxidative
stress and as a result to carry out prevention of possible negative
consequences.

XonecTaTnyeckuii renato3 6epeMeHHbIX:
HOBbIe 3B€HbSl NaToreHesa
C.B. beHiok, T.B. KoBaniok

B craThe paceMOTpeHbl 0COGEHHOCTH TTPO- M AHTHOKCUAHTHON CHCTEM
[PH XOJIECTATHYECKOM renatose GepeMeHHbix. OmpeseseHbl n3MeHe-
HUS TIPO- U AHTHOKCUAAHTHOM CHCTEMbI Y GEPEMEHHBIX € XOJIeCTaTnye-
ckuM renaro3oM. Ilokazana auHaMMuKa HEPBUYHBIX NPOLYKTOB Iiepe-
KIICHOTO OKUCJICHUST JINTTU/IOB — JINCHOBBIX KOHBIOTATOB, MATIOHOBOTO
JIMAIBJIETH]IA, & TAKKE OMOJOTHYECKI AKTUBHBIX BEIECTB, BXO/SIINX B
COCTaB AHTUOKCUAAHTHOU CUCTEMBI (CYTEPOKCUTICMYTA3bl U O-TO-
KoepoJsia) B CBIBOPOTKE KPOBH TIOJ BIMSHUEM TPAJUITUOHHON Me/In-
KAMEHTO3HOW U KOMILTIEKCHOI Teparuu. [IpomemoncrpupoBana ad-
(hexTBHOCTH a(hhepeHTHOI Teparnuy B HOPMAJIU3AIMK TTOKa3aTeei
MTPOOKCHIAHTHON 1 AaHTHOKCHIAHTHOI CUCTEM Y JKEHIIITH € X0JIeCTaTH-
YECKUM TeIaTo30M GepeMeHHBbIX.

Kmioueswvie crosa: xorecmamuueckuii 2enamos 6€pemennvlx, nepexuc-
HOe oKucCIeHue TUNUO08, AHMUPAOUKATLHAS AKMUBHOCb.
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Cmamuvs nocmynuaa 6 pedaxyuio 08.12.2014

Pooutenn, kotopble npoBoaAT
BpeMSs, Urpas u pasrosapueasi ¢ ux
NATUMECSYHBbIM PeOEHKOM, MOTyT 3a-
[aTbCsA BOMPOCOM, MOMHUT NN UX pe-
6eHOK 4TO NIMOO0 13 3TOro Ha crieayto-
LLMIA OeHb.

CornacHo HOBOMY MCClegoBaHNIo,
npoeeneHHoMy B YHuBepcuTeTe bpu-
rama 9Hra, netu, ¢ 6onblLUen BEposT-
HOCTbIO 4YTO-TO 3arNoOMWHAOT, ecnu
€CTb MONIOXUTENbHAs AMOLS.

MccnepoBatenn KOHTponupoBanu
OBVXXEHMe a3 rpyaHblX AeTei v To,
KakK [JOSro OHM CMOTPST Ha TECTOBOE
n3obpaxeHue et bbinv pasmelle-
Hbl Mepemn, NIOCKUMKU MaHensaMm Mo-
HMUTOPOB B 3aKPbLITOM MOMELLEHUM, a
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3aTeM YenoBek Ha akpaHe roBopuUT UM
nmbo NpUBETNNBLIM, HENTPasbHbIM
unn 3nbiM ronocom. Cpasy nocne
3MOLIMOHA/IbBHOrO BO3OENCTBUSA, Ma-
JiblLLaM 6bIJ'IVI NnokKa3aHbl reomMmeTpun4e-
CKOW GuUrypsi.

[nsa TectmpoBaHns Ux NamsiTu, no-
cnenylowmin Tect 6bli caenaH yepes 5
MUHYT U ewe pas Ha cnenylowmn
JOEeHb. B nocrnenywowemMm mncnbiTaHnn,
MrageHuam Obinv napanienbHo noka-
3aHbl ABe reomeTpuyeckne durypeil:
COBEpLLEHHO HOBasi U ogHa U3 Mpo-
LUIOro nccnenoBaHusl. 3atem nccne-
aoBartenn CMOomnM 3annucaTtb, CKOJIbKO
pa3 pebeHok nepexoaun OT OAHOro
n3006pakeHnst K APYromMy 1 Kak Aonro

OH 3aTpaymBas Ha MPOCMOTP KaXA0ro
n3obpaxeHunss. BocnomuHaHusa mna-
neHueB Obn xyxe, ecnm dopma Obina
B Nape C OTpuLAaTeNIbHbIM FOSI0COM, HO
peakuus getein Obina 3HAYNTENbHO
Jlydlle B OTBET Ha dUrypbl, accoumm-
POBaBLUNECS Y HMX C TACKOBbLIMU, NMPU-
BET/INBbLIMU FrON0CaMU.

B03MOXHO, 4TO cKasanocb MNosio-
XXUTENbHOE BNNSIHME CUCTEMbI MOBbI-
LLEHHOro BHMMaHMsS 1 BO30YyXOeHMUs
neteii. No mepe yBennyeHns aTnx cu-
CTeM, CnocobHOCTL AeTel obpabaThbl-
BaTb W, BEPOATHO, 3aroMMHaTb reo-
METPUYECKNI PUCYHOK Oblina nyyLue.
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