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THE PATIENT
>34—year-o\d pregnant woman <
» SIGNS & SYMPTOMS

_ Elevated serum
alkaline phosphatase

- Genera\'\zed pruritus

> THE CASE

A 34-year-old woman was referred to the hepatology clinic for evaluation of an increased
serum alkaline phosphatase (ALP) level. She was gravida 5 and in her 38th week of gesta-
tion. Her obstetric history was significant for 2 uncomplicated spontaneous term vaginal
deliveries resulting in live births and 2 spontaneous abortions. The patient reported general-
ized pruritus for 2 months prior to the visit. She had no comorbidities and denied any other
symptoms. She reported no family history of liver disease or complications during pregnancy
in relatives. The patient did not smoke or drink, and had come to our hospital for her pre-
natal care visits.

The physical exam revealed normal vital signs, no jaundice, a gravid uterus, and acan-
thosis nigricans on the neck and axilla with scattered excoriations on the arms, legs, and
abdomen. Her serum ALP level was 1093 U/L (normal: 50-136 U/L). Immediately before this
pregnancy, her serum ALP had been normal at 95 U/L, but it had since been increasing with
a peak value of 1134 U/L by 37 weeks’ gestation. Serum transaminase activities and albu-
min and bilirubin concentrations were normal, as was her prothrombin time. The rest of her
lab tests were also normal, including her fasting serum bile acid concentration, which was
9 mcmol/L (normal: 4.5-19.2 mcmol/L).

THE DIAGNOSIS

Although cholestasis of pregnancy was considered, the patient’s markedly elevated serum
ALP level suggested the presence of another cholestatic liver disease. Additional tests re-
vealed an antimitochondrial antibody (AMA) titer of 1:320 (normal: <1:20) and immuno-
globulin A, G, and M levels within normal limits. Accordingly, we diagnosed primary biliary
cholangitis (PBC).

The patient delivered vaginally at another institution uneventfully and returned to the
hepatology clinic 7 months postpartum. Repeat laboratory tests (TABLE) revealed increased
AMA titer and immunoglobulin M levels from baseline (38 weeks’ gestation). The physi-
cal exam was notable for the absence of both jaundice and stigmata of chronic liver dis-
ease. A liver ultrasound was normal. The patient still reported pruritus, as well as a new
symptom—fatigue. A liver biopsy was performed, and findings were consistent with PBC,
stage 1 (FIGURE).

DISCUSSION

PBC, historically known as primary biliary cirrhosis, is a chronic, likely immune-mediated,
cholestatic liver disease characterized by the progressive inflammatory destruction of in-
trahepatic bile ducts. The disease has a female to male predominance of 10:1, with age of
diagnosis most often between 40 and 50 years, although about a quarter of female patients
present during their reproductive years.'?
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TABLE

The patient’s lab test results before, during, and after pregnancy

Test Normal range Before pregnancy 38 weeks’ gestation | 7 months postpartum
Aspartate aminotransferase 15-37 U/L 32 UL 19 U/L 62 UIL

(AST)

Alanine

e S EEa ) 30-65 U/L 37 UL 27 U/L 78 U/L

Alkaline phosphatase (ALP) 50-136 U/L 95 U/L 1093 U/L 204 U/L

Total bilirubin (TB) 0.0-1.0 mg/dL 0.6 mg/dL 0.39 mg/dL 0.5 mg/dL
Immunoglobulin M (IgM) 40-240 mg/dL N/A 164 mg/dL 312 mg/dL
Antimitochondrial antibody . . .

(AMA) <1:20 N/A 1:320 1:1280

N/A, not available.

PBC in preghant women

During pregnancy, the profound physiologic
changes and adaptations in the endocrine,
metabolic, and immune systems that are
necessary for normal fetal development can
affect the maternal hepatobiliary system. In
patients with prior autoimmune liver dis-
ease, the liver is known to adapt itself to these
physiologic changes by entering a state of
immune tolerance. This is induced by rela-
tive hypercortisolism, a shift from predomi-
nantly cell-mediated immunity to humoral
immunity, and inhibition of T-cell activation.
These changes can result in remission of au-
toimmune disease activity during pregnancy
and postpartum flaring when these protec-
tive mechanisms are lost (although neither
remission nor postpartum flaring occurred in
this patient’s case).'®

While a well-compensated state is as-
sociated with better fetal and maternal out-
comes than a decompensated condition,
cirrhosis is not a contraindication to preg-
nancy. Vaginal delivery is generally safe for
patients with PBC, and studies have reported
no childbirth complications or adverse ma-
ternal outcomes.>*

1 The approved treatment for PBC, ur-
sodeoxycholic acid (UDCA), was classified
as a category B agent according to the Food
and Drug Administration’s now defunct clas-
sification system for drugs used during preg-
nancy and lactation. It’s considered to be the
treatment of choice for intrahepatic cholesta-
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sis of pregnancy, but there are no recom-
mendations for its use in pregnant patients
with PBC. Several studies have observed no
significant teratogenic effect in babies whose
mothers were treated with UDCA for PBC
during pregnancy.'* Postpartum, 60% to 70%
of PBC patients have been reported to exhibit
biochemical disease activity,’* and in one
case, a liver transplant was required due to

liver failure.®
CONTINUED

FIGURE
Liver biopsy confirmed
the diagnosis

The patient’s liver histology at 100x magnification showed
chronic nonsuppurative destructive cholangitis, characterized

by inflammatory lymphocytes infiltrating the bile duct (yellow
arrow), granuloma (white arrow), and interface hepatitis
(inflammation extending from the portal tract into the hepatic
parenchyma [blue arrow]).
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Look for AMA, elevated ALP
The diagnosis of the disease in this case was
made by the detection of AMA, which has a
specificity of 98% for PBC. However, isolated
instances of the presence of AMA are not un-
common; they have been documented in up
to 64% of healthy individuals.® In addition,
while one would expect to see a 2- to 4-fold
rise in ALP levels during pregnancy (due to
placental isoenzyme production),>” our pa-
tient’s serum ALP level was much higher,
suggesting probable cholestatic liver disease
such as PBC. The diagnosis in this case was
confirmed by liver biopsy.

1 Our patient was started on UDCA 13 to
15 mg/kg/d. She remained clinically stable at
subsequent follow-ups.

THE TAKEAWAY

Typically seen in middle-aged women, PBC
can be detected by the presence of AMA and
elevated ALP levels. Pregnant patients with
chronic liver disease, including PBC, should

be followed by a hepatologist and a high-risk
obstetrician. They should be carefully moni-
tored and frequently reassessed throughout
the pregnancy, delivery, and postpartum pe-
riod, even though studies have documented
favorable outcomes for both mother and
baby.!** JFP
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