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of remission.

Keywords

Hepatic cholestasis includes a large variety of disorders which can compromise the intrahepatic and extra-
hepatic pathways. Diagnosis requires a combination of clinical, biochemical, imaging, and sometimes patho-
logical, findings. We describe the case of a patient with intermittent episodes of jaundice which resolved by
themselves but which were and decisive associated with abdominal pain and severe itching. These episodes
occurred during exacerbation of the intrahepatic cholestatic pattern but completely resolved during episodes

Cholestasis, benign recurrent intrahepatic cholestasis, progressive familial intrahepatic cholestasis, jaundice,

pruritus.

INTRODUCTION

Jaundice is a common presentation of a variety of hepato-
biliary disorders which results from overproduction of bili-
rubin, changes in conjugation, biliary obstruction and liver
inflammation. (1)

Cholestasis is a clinical and biochemical syndrome cau-
sed by an alteration in the flow of bile resulting from biliary
tract obstruction or an alteration in uptake, conjugation
or biliary acid extraction. (2) It can be intrahepatic when
compromise of biliary excretion occurs within the hepato-
cellular cytoplasm and in medium sized bile ducts (up to
400 microns in diameter), or it can be extrahepatic when
major bile ducts, including the hepatic bile duct and com-
mon bile duct are compromised. (3)

Cholestasis is diagnosed on the basis of clinical findings
and confirmed when alterations in liver biochemistry is
found, when images show bile duct obstruction, or in some
bases by examination of liver biopsies.

Independent of its cause, cholestasis most frequently
manifests as jaundice and itching which affect the patient
quality of life.

CASE REPORT

The patient in this case was a 55 year old single man who
worked as a farm laborer. Every six months he had deve-
loped episodes of generalized jaundice, nausea, itching,
dark urine, and biting right upper quadrant abdominal
pain. The episodes developed slowly and progressively
and then receded until resolution in the same manner
without triggering or mitigating events. Symptoms com-
pletely disappeared between episodes. The patient had a
personal history of ingesting alcohol more than 30 grams
of alcohol per week for 30 years, previous hospitalizations
for jaundice, a hearing disability from childhood, and had
had an open cholecystectomy because of gall stones in
2003.
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Physical examination showed generally acceptable
patient condition with generalized mucocutaneous jaun-
dice but without no signs of chronic liver disease or portal
hypertension.

During previous episodes of alternating jaundice and
remission, the patient had undergone many diagnostic
studies including endoscopic retrograde cholangiopan-
creatography and total abdominal ultrasound. All reported
surgical absence of gallbladder without intrahepatic or
extrahepatic bile duct alterations. Paraclinical tests showed
a cholestatic pattern of jaundice during the acute phase and
a normal pattern during remission. A liver biopsy taken in
2003 showed intact architecture, pericentral canalicular
cholestasis with histiocytes, but no inflammation within
the bile ducts.

The patient’s most recentlaboratory test results during the
acute phase are: CBC: Normal; INR: 1.11; Albumin: 2.41
mg/dL; Transferrin: Normal; Ceruloplasmin: Normal;
TIBC: Normal; TSH: Normal; CA 19-9: Negative; Kidney
function: Normal; AMA: Negative; ANA: Negative;
ASMA: Positive 1:80 dilutions; Total Bilirubin: 30.1 mg/
dL; Indirect Bilirubin; Direct Bilirubin: 19.3 mg/dL; AST:
AST 41.3 U/L; ALT: 31.2 U/L; anti-LKM: Negative;
ENAS: Negative; Alkaline phosphatase: 407 IU/L; Alpha-
fetoprotein: Negative; Hepatitis B: Nonreactive; Hepatitis
C: Nonreactive; Prothrombin Time: 13.7/12.3; PTI:
27.1/25.2;Serum iron: Normal.

An abdominal CT showed which showed a fatty liver, no
evidence of focal lesions, normal intrahepatic and extrahe-
patic bile ducts, and no gallbladder. The spleen, pancreas,
adrenal glands, kidneys and collection systems all appeared

to be normal. The retroperitoneum showed no lesions or
disorders (Figures 1 and 2).

A new liver biopsy showed hepatic architecture preserved,
with severe pericentral intrahepatic cholestasis, degeneration
of vacuoles in hepatocytes with biliary pigment, no evidence
of injury to the portal spaces (Figures 3,4 and 5).

It was concluded that, in the absence of cirrhosis, biopsy
and laboratory results together with recurrent episodes of
jaundice indicated benign intrahepatic cholestasis.

LITERATURE REVIEW

Benign recurrent intrahepatic cholestasis (BRIC) is a
rare type of cholestasis. It was first described in 1959 by
Summerskill and Walshe. (2)

It is more common in men than in women and usually
develops after the first decade of life. It sometimes recurs at
intervals of anywhere from one year to a decade with epi-
sodes that that last from weeks to months and then resolve
spontaneously without leading to progressive hepatocellu-
lar dysfunction, fibrosis or cirrhosis. (4, 5)

The diagnostic criteria established by Luketic and Shifftman
include (6):

1. A history of at least two episodes of jaundice with
asymptomatic periods of months to years in between.

2. Paraclinical test results consistent with intrahepatic
cholestasis, including elevated alkaline phosphatase,
conjugated hyperbilirubinemia, GGT and aminotrans-
ferase at the upper limit.

3. Intense itching secondary to cholestasis, although this
may be absent in 25% of cases.

Figure 1. Contrasted abdominal CT scan, axial section showing fatty infiltration of liver with no evidence of focal lesions, absence of gallbladder,
intrahepatic and extrahepatic bile ducts normal.
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stain.

Figure 3. Liver biopsy, low magnification, HE stain, hepatic architecture
preserved.

Figure 4. Liver biopsy, high magnification of liver parenchyma. HE
staining. pericentral intrahepatic cholestasis. Vacuolated hepatocytes
with bile pigment.
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4. No other known etiological factors for cholestasis.

5. Normal intra- and extrahepatic biliary duct morpho-
logy demonstrated by ERCP.

6. Liver biopsy showing centrilobular cholestasis.

All these resolve in between acute periods. It has an auto-
somal recessive inheritance pattern, with incomplete pene-
trance. It is associated with mutations in genes ATP8B1 (1)
and ABCB11 (II) located on chromosome 18 (18q21-22)
and 2 respectively that are involved in progressive familial
intrahepatic cholestasis. (7)

In patients with BRIC, these mutations are associated
with alterations in the ATPase involved in the transport of
cations such as copper, calcium, sodium and potassium and
in the positioning of the phospholipids that make up the
cell membranes. These modifications are associated with
changes in the permeability of the membrane which lead to
disturbances in cell transport and consequent reductions in
the secretion of bile acids in the liver, pancreatic exocrine
secretions and reabsorption of bile salts in the intestine.
Taken together, they all lead to increasing losses of salts
characteristic of BRIC patients. (8, 9)

As of today there are no specific treatments available
for prevention or reduction of the duration of attacks.
Primary treatment is based on relieving symptoms until
each episode spontaneously resolves. Cholestyramine and
ursodeoxycholic acid have been used because they protect
cell membranes, prevent cytolysis and apoptosis induced
by bile acids, and have an immunomodulatory effect that
decreases the release of IL-2, IL-4 and interferon. (10)

When cirrhosis does not develop, the prognosis is good.
As an attack resolves itself, pruritus also resolves quickly
and completely as do jaundice and hepatic enzyme abnor-
malities. (4, 5)
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