Ursodeoxicholic Acid in the Treatment of Intrahepatic
Cholestasis of Pregnancy
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Intrahepatic choleastasis of pregnancy (ICP) also called obstetric cholestasis (OC) is a liver condition of
pregnancy characterized by pruris, elevation in circulating bile acide and liver derangement, associated with
adverse fetal outcomes such as preterm labor and stillbirth. The frontline treatment for ICP is Ursodeoxicholic
acid (UDCA). This medication has been shown to be superior to all other medications in the treatment of ICR
and has been proved safe for both mother and baby.
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Ursodeoxicholic acid (UDCA) is the most commonly
recomended drug in pregnancy pruritus caused by
cholestasis. The chemical formula of UDCA is C,H, 0,
(fig 1.). It's molar mass is 392.56 g/mol.

Fig. 1. Chemical formula | o
of Ursodeoxicholic acid ‘J"_"i' =
(UDCA)

Obstetric cholestasis (OC), also called intrahepatic
choleastasis of pregnancy (ICP) is a pruritic condition of
pregnancy, characterized by elevated serum bile acide, and
other signs of liver disfunction and is diagnosed after
exclusion of other cause of cholestasis [1-5].

The incidence of ICP is dependend on geographic
location andethnicity: in China has been estimated at 1.2%.

Pregnancy increases the sensitivity of the bile ducts to
estrogen, and cholestasis often develops during the second
and third trimesters of pregnancy. It is the second most
common cause of jaundice during pregnancy, with a
variable incidence, between 0.1 - 15.6%. The incidence is
higher in South American and Scandinavian countries (9.2%
- 15.6%, respectiely, 1.5 %) than in Europe (0.1% - 0.2%).

The etiology is multifactorial, considered as an
interaction of genetic, endocrine and environmental
factors.

The frontline treatment for ICP is UDCA in doses of 600-
2000 mg per day [6-10]. UDCA was shown to be the most
efficient therapeutic agent with proven safety and efficacy.
There are many other ways that this medication may help
the baby, including preventing premature aging of the
placenta, reducing risk of meconium staining, protecting
the baby’s heart against changes induced by bile acids,
restoring the placenta’s ability to transport bile acids away
from the baby, and protecting cells from damage due to
bile acids. UDCA treatment attenuated pruritus, while
serum bilirubin and alanin aminotransferase (ALT)
decreased [11-13].

For some women, dexamethasone or other steroids
may help reduce itching. However, it has been shown that
UDCA is generally more effective. Steroids are also
ineffective in reducing total bile acids. Additionally,
repeated use of steroids during pregnancy may create
problems with birth weight and brain development of the
baby [14-17].

Experimental part
Study Population and Methods

This retrospective study was performed in the
department of Obstetrics and Gynecology - Clinical
Emergency Municipal Hospital Timisoara, Romania,
between 2016-2018.

The diagnosis of ICP was considered in case of maternal
itching during pregnancy with other causes of cholestasis
excluded and elevation total fasting bile acids (> 6 umol/
L) and aminotransferases (alanine and aspartate
aminotransferase, ALT, AST) ( > 45 IU/L).

Data concerning maternal age, gravidity and parity,
obstetric outcome (vaginal birth vs. C-section), and
gestational age at delivery were collected.

The study was approved by the local Ethics Committee
in accordance to the Helsinki Declaration, following some
models verifyed in other published data [18-20].
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Results and discussions

A total of 21 cases of ICP were diagnosed during the
study period: 5 (23%) in 2016, 12 (54%) in 2017, and 5
(23%) in 2018 (fig. 2).
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Pregnant women enrolled in the study were between
21 and 46 years of age. Distribution by age groups is
presented in table 1 and figure 3.

Table 1
DISTRIBUTION BY AGE GROUPS OF THE ICP CASES
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Fig 3. Graphical distribution by age groups of the ICP cases

ICP was diagnosed prior to 34 weeks of gestation in 5
cases, between the 34 - 37 weeks of gestation in 10 cases,
and after the 37 week of gestation in 7 cases (table 2).

Most of the women with OC from our study group were
primiparous (fig. 4), and delivered by C-section (fig. 5).

Table 2
THE GESTATIONAL AGE AT ICP DIAGNOSIS / BIRTH
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Fig. 4. Parity of ICP patients
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Fig 5. Percentage of Cesarean section vs. natural birth in ICP
cases

Pharmacologic treatment

The primary objective of the pharmacologic treatment
in ICP is to alleviate maternal symptoms and improve fetal
outcome. Antihistamines, benzodiazepines, phenobarbital,
opioid antagonists, dexamethasone, epomediol, S-
adenosyl-L-methionine and cholestyramine have been
used, but not introduced into clinical practice because of
limited efficacy and/or tolerability [1-3, 21].

Currently, the hydrophilic bile acid UDCA is the most
effective treatment for ICP. In an open, randomized, parallel
group study, 84 symptomatic patients with ICP were
randomized to either UDCA, 8-10 mg/kg body weight per
day, or cholestyramine, 8 g per day, for 14 days. Relief of
pruritus was significantly more pronounced in the UDCA
group and serum alanine and aspartate aminotransferase
(ALT, AST) activities and endogenous serum bile acid levels
were more effectively lowered after UDCA therapy. In
addition, delivery occurred closer to term in patients treated
with UDCA [4, 22-25].

The mechanisms underlying the beneficial effects of
UDCA in ICP are not entirely clear. UDCA has been shown
to improve impaired hepatocellular secretion by mainly
posttranscriptional stimulation of canalicular expression
of key transport proteins like the apical conjugate export
pump, MRP2 (ABCC2), or the bile salt export pump, BSEP
(ABCB11). In particular, targeting and insertion of these
transporter proteins into the canalicular membrane by
UDCA conjugates has been demonstrated in experimental
models of cholestasis, which led to enhanced elimination
of bile acid metabolites and other organic anions as well
as steroid mono- and disulfates [8, 9]. This mechanism
might be crucial for the understanding of the beneficial
effect of UDCA in ICP.

In addition to the effects of UDCA on the maternal liver,
UDCA restores the impaired maternal-placental bile acid
transport across the trophoblast. This could be mediated
by enhanced expression of plasma membrane transporters
involved in the excretory role of the placenta and would
prevent structural alterations of the trophoblast induced by
maternal cholestasis [5, 10].

Some other treatments are still under investigation.
Topical emollients like baby cream, oils and aqueous cream
with menthol are safe to use in pregnancy and for some
patients will calm down the pruritus even just for a while.
There are no trial data to prove a benefit for using this
products. Many drugs have been used without clear
evidence of efficacy: antihistamines, benzodiazepines,
phenobarbital, dexamethasone, epomediol, S-adenosyl-L-
methionine, opioid antagonists and cholestyramine [1, 11,
12, 26, 27].

Cholestyramine binds bile salts and interrupts their
enterohepatic circulation. Some studies showed that
cholestyramine might improve materal morbidity but had
no influence in improvement of fetal outcome [13, 14].
Cholestyramine could contribute in malabsorption of fat-
soluble vitamins, especially vitamin K. A case report of
severe fetal intracranial hemorrahage during treatment with
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cholestyramine for ICP showed that severe maternal
vitamin K deficiency might lead to fetal vitamin K deficiency
and coagulopathy [14, 28-31].

Dexamethasone is not effective in alleviation of pruritus
or ALT reduction, and was less efficientl in reducing bile
acids and bilirubin levels than UDCA [3].

ICP has been associated with higher frequency of fetal
distress and even intrauterine death. UDCA is the most
promising treatment for ICP; it is well tolerated by mother
and no adverse effects in newborns have been observed.

In our retrospective study, both total bile acide leves and
concentrations of ALT decreased after starting the UDCA
medication.

Preterm deliveries happened in 13 cases from our study,
while C-section was performed in 68.18% of the cases.

One study reported in UK patients revealed that
dexamethasone was not an universally effective treatment
for OC, but might be an effective treatment for Asian and
South-American women who failed to respond to UDCA.
Potential side-effects both for mothers and babies could
happen, but none of them where reported, except for one
case of maternal hyperglycaemia. Anyway, larger studies
are needed in order to evaluate benefits and side-effects
of dexamethasone in pregnancy cholestasis [15].

Insufficient data were published about the efficiency of
S-adenosyl methionine in controling maternal symptoms
in pregnancy cholestasis or for improving fetal outcome. It
is not a recommended drug in this pathology. The few
published studies demonstrated no difference in reducing
pruritus and liver function tests (LFTs) levels according to
NICE guide of OC.

Ribalta J. et al. perormed a double-blind retrospective
study enrolling 18 women with OC treated with S-adenosyl
methionine and placebo. After 20 days of treatment, no
improvement was noticed; no significant differences in
pruritus or in serum levels of bile salts, ALT, bilirubin and
alkaline phosphatases were seen. Also no relevant side-
effects were detected [16].

Arecent article revealed a new alternative treatment in
pregnancy cholestasis: therapeutic plasma exchange,
proved to lower bile acids serum levels and improve itch
through removal of pruritogens. However, this treatment is
restricted because has a limited current experience,
potential complications and minimal symptomatic
benefits, being used only in cases in which other treatment
options have been exhausted [17].

A second double-blind, placebo-controlled trial
comparing UDCA (1 g per day for three weeks) and
dexamethasone (12 mg per day for one week) in 130
women with ICP demonstrated a significant improvement
of serum ALT and bilirubin levels irrespective of disease
severity only in the UDCA group, and a significant
improvement of pruritus in the UDCA subgroup with an
initial bile acid level < 40 umol/L (at enroliment). By
contrast, dexamethasone did not alleviate pruritus, and
serum bile acids and bilirubin were less effectively reduced
compared to the UDCA group. However, no differences in
fetal complications were detected, possibly due to the fact
that fetal complications were less frequently observed in
the whole study population than in previous studies [3].

In aretrospective, non-randomized analysis of a 12-year
observation period, 32 patients with ICP were treated with
UDCA (15 mg/kg/day) for three or more weeks before
delivery and compared to 16 historical untreated controls
with similar clinical and biochemical characteristics. UDCA
treatment significantly improved pruritus intensity and
some biochemical markers of ICP and resulted in a higher
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proportion of deliveries at term with a higher birth weight
compared to historical controls [5, 6].

A recent randomized prospective comparative study of
UDCA (750 mg per day) and S-adenosyl-L-methionine
(1000 mg per day intravenously) of 78 patients with ICP
suggested that both regimens improved pruritus, but the
combined therapy had no additive effect on pruritus as
compared to UDCA monotherapy [7].

UDCA seems to be well tolerated by pregnant women
and no adverse effects in mothers or newborns have been
reported [3, 4, 6, 7].

Psychological counseling

The patients enrolled in our study received counseling
during 14 sessions of group therapy in order to reduce the
level of anxiety and emotional distress and to prevent
depression.

If needed, when prescribing medication, the
pharmacological intervention should be personalized and
carefully chosen in correlation with the pharmacogenetical
and psychological profile of the patients, in order to prevent
potential adverse events and for improved life quality [32-
35].

Cognitive restructuring techniques, breathing and
relaxation control techniques (autogenous training Schultz)
were applied. During therapy, the patients completed a
personal diary in which they described daily personal
experiences, results of exercises and themes [36-38].

Conclusions

Intrahepatic cholestasis of pregnancy is a high-risk
condition which needs careful fetal assessment and
appropriate medical intervention for an improvement of
perinatal outcome.

Ursodeoxycholic acid proved to be safe and effective in
intrahepatic cholestasis of pregnancy, to reduce maternal
liver function tests, was well tolerated by pregnant women
and no fetal or neonatal side effects were detected. The
majority of delivery were < 37 weeks and were performed
by C-section.

Ursodeoxycholic acid is currently considered as first line
therapy for pregnancy cholestasis.

Some other drugs are still under investigation for more
treatment options.

Future studies are needed for a better understanding of
intrahepatic cholestasis of pregnancy pathogenesis,
genetic risk profiling which may improve precocious
diagnosis and identify the obstetrical management near
pregnancy term.
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