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ABSTRACT

Benign recurrent intrahepatic cholestasis (BRIC) is a rare
autosomal recessive or sporadic disorder, characterized by
recurrent episodes of intense pruritus and jaundice that resolve
spontaneously without any residual liver damage. Episodic
attack can occur at any age but is usually seen at 2nd decade
of life. We here report a young female with BRIC who presented
the recurrent attack of cholestatic jaundice and pruritus, but
was negative for all possible etiology. Liver biopsy was consistent
with intrahepatic cholestasis. She was improved after 3 months
of suffering from jaundice. On follow-up, she was alright after
attack.
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INTRODUCTION

Benign recurrent intrahepatic cholestasis (BRIC) isaform
of relapsing cholestasis that was first reported in 1959.% It
is a rare autosomal recessive or sporadic disorder
characterized by recurrent episodes of intense pruritus and
jaundice that resolve spontaneously without leaving
considerable liver damage. The onset of the disease may be
at any age. But it usually startsin 2nd decade, 80% of cases
appear before the age of 20. Each attack lasts for a few
weeks to months before resolving spontaneously. Patients
are completely asymptomatic for months to years between
symptomatic periods. The diagnosis can only be confirmed
after exclusion of other possible congenital or acquired
causes of intrahepatic recurrent cholestasis.?®

CASE REPORT

A 23-year-old lady presented with recurrent episodes of
jaundice and intense pruritus for one and a half years. First
attack occurred at March 2010, 8 days after D and C for
incomplete abortion at 8 weeks of pregnancy. Jaundice was
severe with intense pruritus and was not associated with
prodromal features like nausea, anorexia and vomiting or
she had no history of abdominal pain and fever. Her stool
was pale and bulky. ltching was so severe even she could
not sleep at night and it was not relieved by antihistamine

drugs. This episode persisted for about 2 months and
resolved spontaneously. After that she was well for about
next 3 months, she became pregnant for the second time
and at 6 weeks spontaneous abortion occurred. After
15 days of abortion she again developed similar type of
jaundice and pruritus. This time duration of jaundice was
about 2 months and resolved spontaneously.

She again conceived for third time 3 months after the
last attack of jaundice. This time her whole gestational
period was uneventful and she delivered a female baby at
38th weeks by cesarian section due to premature rupture of
membrane. But the baby died of severe pneumonia 4 days
after birth. After 15 daysof her delivery sheagain devel oped
jaundice and pruritus and she was admitted in Mitford
Hospital, Dhaka, Bangladesh on September 2011. She has
no family history of consanguineous marriage. None of her
family member suffered from similar type of jaundice. She
has history of taking oral contraceptive before she became
pregnant. No history of taking other drugs that may cause
cholestasis was found. On physical examination she was
icteric and she had diffuse excoriation of skin al over the
body due to severeitching; her nailswere shiny. Therewas
no hepatosplenomegaly or lymphadenopathy. No signs of
chronic liver disease. Laboratory investigation revealed
hemoglobulin 12 gm/dl, ESR 60 mmin 1st hour, total white
blood cell count 8,000/mm?, platelet count 35,0000/ mm?®,
total bilirubin 17 mg/dl, alanine aminotransferase 32 U/l,
alkaline phosphatase 632 U/l, gamma-glutamy! transpeptidase
30 U/, prothrombin time 16 seconds (control 12 second),
abumin 4.0 gm/dl and albumin globulin ratio was normal.
Hepatitis B surface antigen, anti-HBc IgM, anti-HAV, anti-
HEV, anti-HCV was not detected in the sera. She was also
negativefor antimitochondrial antibody, anti-smooth muscle
antibody, antinuclear antibody, antiliver kidney microsomal-
1 antibody, serum ceruloplasmin and alpha-1 antitrypsin
level were normal. Ultrasonography revealed normal liver
echotexture and normal biliary tree. Bile ductswere normal
on magnetic resonance chol angiopancreatography (MRCP).
Liver biopsy revealed intracellular and canalicular
cholestasis with some ballooning of hepatocytes. Mild
inflammatory cellsinfiltrate in occasional portal tracts and
a few foci of parenchymal inflammation were also seen.
Therewasno evidence of portal tract fibrosisor ductopenia.
There were no Mallory or Councilman bodies, no siderosis
and no steatosis.
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Laboratory and pathology findings made it possible to
exclude congenital or acquired causes of intrahepatic and
extrahepatic cholestasis and when the relapsing and benign
feature of the disease was taken into account a diagnosis of
benign recurrent intrahepatic cholestasis was made. DNA
analysiswas not done dueto lack of facilities. In the course
of disease ursodeoxycholic acid 300 mg bd, cholestyramine
4 mg tid was started. She was not responding during 1st
week of trestment but few dayslater her symptomsgradually
decreased. After about 2 months later she became
completely asymptomatic. Liver function test also became
normal.

DISCUSSION

BRIC is an autosomal recessive or sporadic disease that is
characterized by intermittent attack of cholestasis.* Each
attack can last for several weeksto months. Symptoms free
interval can last from several monthsto years. Liver biopsy
ischaracterized by intrahepatic cholestasiswith preservation
of normal liver architecture. Thereisno progressionto liver
cirrhosis. Although attack seems to be associated with a
viral prodrome an inciting viral agent or toxin has not been
identified.> Mutation in single gene FICI (recently renamed
AT8B1) were found to be responsible for this disease in
most families described to date®’ although genetic
heterogeneity is present.%° Recently BRIC type 2 caused
by another mutational change in ABCBII has been
documented.°

Theattacks can start at any age but thefirst attack usually
seen before the second decade of life. In a large series of
patient, the age of presentation varied from 1 to 59 years
and duration of icteric phase was a so variable lasting from
weeks to months,>211

In our patient first attack was at the age of 22 years.
Subseguently two attacks occurred within one and half years
of first attack. Each attack lasted about 2 months
approximately. Initially she had been diagnosed asinfectious
hepatitis. But there were no documented causative agent.

In such cases during icteric phase serum bilirubin, bile
acids and alkaline phosphatase levels are elevated but
gamma-glutamyl transpeptidase was low or normal.
Occasionally, ALT and AST levels may be markedly
elevated but usually thereis only amild elevation.' In our
patient ALT was normal. The clinical presentation,
laboratory results and the course of the disease were
consistent with the diagnosis of sporadic BRIC. The
pathologic findings in her liver biopsy were typical of this
entity as well.

To date no effective medical intervention to interrupt
the cholestatic attacks in BRIC is available. Several
treatment modalities have been described such as
cholestyramine and ursodeoxycholic acid.*3'* However, this
intervention did not have consistent effect on terminating
cholestatic attack in our patient. There are some reportsthat
show beneficial role of rifampicin in remission of
cholestasis. In our patient, rifampicin was not effective and
was stopped 7 days after starting. Patient was on UDCA for
3 months after which patient recovered clinically and
biochemically completely. Patients that are not improved
with conventional management, partial billous drainage
through nasobiliary tube is effective.r®
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