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Abstract

Women of childbearing age with autoimmune hepatitis (AIH) are now able to get pregnant. The progress of the
disease during pregnancy is not well clarified yet.

The first pregnant woman had cirrhosis secondary to AlH, and she delivered by cesarean section. The patient
had severe thrombocytopenia at the time of hospitalization. Unfortunately, she died due to massive thrombo-
embolism at the 24™ hour after delivery. The other patient had three recurrent abortions with a diagnosis of AlH.
Low-dose low molecular weight heparin and low-dose acetylsalicylic acid along with low-dose prednisolone were
administered during the course of the following pregnancies. The following pregnancies ended up with a living
child.

There is a high morbidity and mortality risk for both fetus and mother. Hepatic performance of the patients, throm-
botic events, inflammatory disorders and autoimmune system activation must be the main concerns together with

necessary precautions.
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Introduction

Autoimmune disorders and autoantibody positivity
are risk factors for obstetric complications and perina-
tal morbidity and mortality [1, 2]. On the other hand,
women of childbearing age with autoimmune disorders
are now able to get pregnant and give birth under suc-
cessful medical management due to advances in this
field [3]. Autoimmune hepatitis (AIH) is a rare chronic
inflammatory disease with a low incidence (1/100 000)
in the general population [4]. ATH is more frequent in
females, and pregnancy outcomes are reported in a lim-
ited number of clinical studies [5-7].

The progress of the disease during pregnancy is not
well understood, and information in the current literature
is confusing. Some authors have described worsening
of the condition as a potential consequence after concep-
tion [8]. Controversially, others have claimed that regres-

sion or an unalterable state is also possible during preg-
nancy [5, 9, 10]. We aim to report our experience with
two cases and their opposite pregnancy outcomes.

Case presentations

Case 1

A 31-year-old pregnant woman (gravida 2, para 1)
at the 35™ gestational week with cirrhosis secondary
to ATH was hospitalized due to severe respiratory dis-
tress. This referred patient was under prednisolone
treatment (4 mg/day) and her antenatal care follow-up
visits were undertaken at another health center. An em-
piric antimicrobial regimen was administered quickly
for pneumonia, and all the necessary laboratory tests
were performed immediately. She had severe throm-
bocytopenia (27 x 10°/pl), but liver function tests were
within the normal range. The patient was transferred
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to the intensive care unit and emergent delivery was
planned due to worsening maternal health condition.
The patient was delivered by cesarean section (C/S) at
the 37™ (36 weeks 4 days) gestational week after intra-
venous immunoglobulin administration and platelet
transfusions. The 1760 g female neonate was trans-
ferred to the neonatal intensive care unit for necessary
medical procedures. Although C/S was uneventful,
hematuria was observed starting at the postoperative
6™ hour, and low molecular weight heparin (LMWH)
administration was suspended until the 12" postope-
rative hour. Sudden hypotension, bradycardia and chest
pain occurred 24 hours after surgery. Emergent echo-
cardiographic findings and clinical/laboratory mani-
festations confirmed the suspected diagnosis of pulmo-
nary embolism. Consequently, the clinical condition of
the patient became critical very quickly, and she died at
the intensive care unit due to massive thromboembolism
and cardiovascular failure. The neonate was discharged
from the neonatal care unit without any complication,
and sent back to her home under the supervision of the
father and the aunt.

Case 2

A patient with a history of three recurrent abor-
tions and the diagnosis of AIH (at 20 years old) was
admitted to our clinic before her fourth pregnancy.
This patient had been evaluated carefully and under-
taken intensive medical follow-up before her following
pregnancies. Low-dose LMWH (0.2 ml enoxaparin)
and low-dose acetylsalicylic acid (100 mg/day) along
with low-dose prednisolone (4 mg/day) were adminis-
tered during the course of her fourth and the following
(5" and 6™) pregnancies. Various antibody tests for au-
toimmune disorders were performed. The results were
negative for ASMA, AMA, and ALKM, but positive for
ANA. Serum liver enzyme changes were not observed
during her last 3 pregnancies. Platelet counts were nor-
mal before every pregnancy, but decreased during the
course of these three pregnancies (the lowest level was
95 x 10°/ul). The fourth and sixth pregnancies both re-
sulted in preterm labor (34 3/7 week and 34 4/7 week,
respectively), but both infants were healthy without
any long-term complications. The fifth pregnancy of
the patient was also uneventful, and she delivered at
the 37" gestational week (2840 g female newborn)
without any maternal or perinatal complications.

Discussion

Autoimmune hepatitis (AIH) isarare chronicinflam-
matory disorder, and women with ATH are commonly

infertile [9-11]. After recent advances in immunosup-
pressive treatment and increased clinical experience on
ATH, pregnancies in this patient population have start-
ed to be reported in the literature [4-6]. There is a high
morbidity and mortality risk for both fetus and mother
from conception to the end of the puerperium [10-12].
Control of innate and humoral immunity together with
hepatic functions is critical, as is the necessity of preven-
tion of “endothelial injury/inflammatory processes” and
thrombotic events [13, 14].

Obstetric complications are more common in
women with ATH [9], and the probable cause is that
the maternal-fetal interface structures (cellular com-
ponents of intervillous space, such as syncytiotropho-
blasts, endovascular trophoblasts, endothelial tissue
of spiral veins, superficial epithelial cells of decidua
and others) are target tissues for autoantibodies and
natural immune cells activated by the disease [15].
Increased first trimester miscarriage and preterm de-
livery risks have been reported in previous studies,
and this seems to be a result of adverse inflammatory
changes in the placenta as described above [11, 12].
Thrombosis, which is caused by endothelial damage
and complement system activation, is also a major
dilemma in these patients. The increased tendency to
thromboembolism and its negative impact on perina-
tal outcome are important, and must be taken under
control during pregnancy [13, 14]. Besides this reality,
pregnancy outcome is satisfactory only with successful
medical therapy, and close antenatal follow-up [7, 11].
We prescribed low-dose prednisolone together with
low-dose LMWH in case two, and she delivered three
babies (under treatment) after three pregnancy losses.
Clinicians should consider low-dose LMWH adminis-
tration during pregnancy if there is clinical evidence of
increased inflammation and thrombosis.

Massive gastrointestinal system bleeding is a major
risk factor that can cause sudden death among preg-
nant women with AIH [6, 11]. Furthermore, pregnant
women with ATH carry a high risk of infection, and sep-
sis can be a cause of maternal mortality [9]. The other
important etiological factor contributing to maternal
mortality is thromboembolism in these patients, and
maternal deaths related to pulmonary embolism have
been reported previously [6, 7]. Pulmonary embolism
treatment depends on the hemodynamic status of the
patients. Respiratory support and fluid replacement are
the first steps followed by empiric anticoagulation with
an effective oxygen supply [16]. Here we have present-
ed a patient with the sudden occurrence of pulmonary
thromboembolism in spite of severe thrombocytope-
nia. The disease exacerbation and massive pulmonary

Clinical and Experimental Hepatology 4/2017

213



Gokcen Orgul, Esra Uyanik Ozkan, H. Tolga Celik, M. Sinan Beksac

thrombus formation precipitated maternal death during
the postpartum period.

In conclusion, a special antenatal care program
and perinatal surveillance are necessary for pregnant
women with ATH. Patients must be in remission before
getting pregnant. Hepatic performance of the patients,
thrombotic events, inflammatory disorders and auto-
immune system activation must be the main concerns
together with necessary precautions during the frame-
work of multidisciplinary follow-up of these patients.
A successful pregnancy outcome under effective man-
agement is possible, but it is advisable that clinicians
counsel patients carefully on the potential complica-
tions even before conception.
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