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(Abstract

Acquired Immunodeficiency Syndrome (AIDS) cholangiopathy is a clinical syndrome characterized by a cholestatic pattern of
elevated liver chemistries, abdominal pain, and typical cholangiographic findings. Although quite common in the pre-Highly
Active Antiretroviral Therapy (HAART) era, this condition is now rarely seen. It is important to be familiar with clinical pre-
sentation, etiology, diagnosis, and management of this condition as it is associated with a high mortality. We present a case of
KAIDS cholangiopathy in a young man who was non-adherent with HAART. )

~

Introduction

First described in 1983 by Pitlik et al [1] and Guarda et al [2],
Acquired Immunodeficiency Syndrome (AIDS) cholangiopa-
thy (AC) is now a well-defined clinical entity characterized by
right upper quadrant abdominal pain, biochemical abnormali-
ties especially elevated Alkaline Phosphatase (ALP) and clas-
sic imaging findings. Although quite common in developing
countries, the incidence of this disease has decreased in the
West with the introduction of highly active antiretroviral thera-
py (HAART) [3]. It is important to identify AC due to its high
mortality [4]. The following is a case of asymptomatic AC pre-
senting with an elevated ALP, which was incidentally noted.

Case

A 37-year-old man with AIDS, who was not adherent with
HAART, presented to the emergency department with burn-
ing upper back pain for 2 weeks. His vital signs were sta-
ble, and his physical examination was remarkable for a
thin African American male in no acute distress with blistering
and ulcerative skin lesions on the upper back. Abdominal ex-
amination revealed a soft, non-tender abdomen. The remain-
der of the physical examination was unremarkable. The le-
sions were thought to be zoster-related, and he was treated with
valacyclovir and initiated on HAART and trimethoprim/sulfa-
methoxazole prophylaxis. His hospital course was complicated
by sepsis secondary to soft tissue infection of the wound for
which he underwent incision and drainage and was treated with
antibiotics.

On initial presentation, he was incidentally noted to have an
elevated ALP to 1739. He denied any abdominal pain, nausea,

vomiting, diarrhea, constipation, jaundice, changes in the color
of stools or urine, pruritus. He denied any alcohol use but did
admit to using amphetamine, marijuana, and tobacco. He did
not report any herbal supplement use or recent travel.

Other labs were remarkable for aspartate aminotransferase 232
IU/L, alanine aminotransferase 95 IU/L, total bilirubin 1.1
mg/dl, with direct of 0.2 mg/dl, gamma-glutamyl transferase
(GGT) 873 IU/L, CD4 count of 4 and human immunodeficien-
cy virus (HIV) viral load of 3,000,000. Ultrasound of the abdo-
men showed hepatomegaly with increased echogenicity of the
hepatic echotexture. Magnetic resonance cholangiopancrea-
tography (MRCP) revealed mild intra and extra hepatic bili-
ary ductal dilatation and common bile duct measuring 1.2 cm,
without evidence of gallstones or gallbladder wall thickening
(Figure 1).

Figure I
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Infectious workup revealed 1immunity to hepatitis B and
was negative for other hepatitis viruses. Epstein Barr Vi-
rus (EBV) and Cytomegalovirus (CMV) PCR were nega-
tive. QuantiFERON gold for Tuberculosis was negative. Au-
toimmune workup was negative for antinuclear antibodies and
antimitochondrial antibodies; however, anti-smooth muscle
antibodies were moderately elevated at 32. Given the differen-
tial of AC, a gastrointestinal stool pathogen panel was ordered
and was positive for Cryptosporidium species and Entero-
pathogenic Escherichia coli.

A diagnosis of AC was made given the markedly elevat-
ed ALP and GGT with MRCP revealing intra and extra-hepatic
biliary dilatation. Treatment with nitazoxanide for Cryptospo-
ridium was initiated and he was offered a liver biopsy. The pa-
tient refused liver biopsy and was discharged with outpatient
gastroenterology follow up.

Discussion

Opportunistic infections associated with immunosuppressed
states have been implicated in the pathogenesis of AC. Crypto-
sporidium parvum was identified in our patient and is associ-
ated with 20-57% of AC cases [5]. It causes cholangiopathy
via apoptosis of biliary epithelial cells through the Fas/FasL
pathway, subsequently causing fibrosis which leads to biliary
stricturing [6,7]. The second most implicated pathogen is CMV
accounting for 10-20% of cases and is believed to cause vas-
cular injury leading to ischemic cell death and fibrosis. Mi-
crosporidium, Mycobacterium Avium Complex, and other op-
portunistic infections have been inconsistently implicated [7].

The clinical presentation of AC can range from asymptom-
atic as was seen in our patient to severe right upper quadrant
abdominal pain, diarrhea, fevers, jaundice. The degree of ab-
dominal pain has been linked to the degree of papillary stenosis
[8,9].

The classic laboratory abnormalities associated with AC are a
markedly elevated GGT and ALP, as seen in our patient. Eleva-
tions in bilirubin and transaminases have also been reported
inconsistently [9]. A study by Daly et al showed that ultrasound
is 97% sensitive and 100% specific in diagnosing AC when
compared to endoscopic retrograde cholangiopancreatography
(ERCP) which is the gold standard [10]. Being cost effective,
this is often the first imaging modality used [8,11]. MRCP is
now preferred over ERCP if there is no indication of diagnostic
or therapeutic procedures [12].

Narcotics such as opioids can provide symptomatic pain relief.
The study by Cello et al showed that endoscopic sphincter-
otomy in AC with papillary stenosis provided sustained im-
provement in abdominal pain when followed up over a period
of at least 9 months [8]. This is likely due to decompression of
biliary ducts and bile drainage. The same study showed that
sphincterotomy did not lead to a sustained decrease in ALP.
For patients not responding to pain management with opioids
and sphincterotomy, celiac plexus block has shown to have
promising results [13].

A small study with four AC patients treated with ursodiol
showed improvement in abdominal pain and a fall in ALP and
GGT. However, no follow-up studies have been conducted
[14].

Although other agents like paromomycin and azithromycin
have been studied, nitazoxanide is the only drug approved by
the United States Food and Drug Administration in the treat-
ment of cryptosporidiosis. It is effective in reducing load of
parasites in immunocompetent hosts; however, benefit in im-
munocompromised hosts is uncertain but often considered due
to potentially serious complications [15].

Intravenous ganciclovir and foscarnet have not shown benefit
in the treatment of CMV cholangitis. Similarly, treatments for
other opportunistic pathogens have not shown consistent re-
sults [7]. Control of HIV with HAART has shown the most
improvement in mortality in AC [4].

Although prior studies showed survival of 7-12 months, recent
studies show increased survival to 34 months due to improved
access and adherence to HAART [3]. The study by Ko et al
found that the presence of opportunistic infections, especially
cryptosporidium infection at the time of diagnosis and ALP
>1000 was associated with poor outcomes [4]. CD4 count, the
severity of cholangiopathy, and sphincterotomy for biliary de-
compression had no effect on mortality. Progression of scle-
rosis and cholangiocarcinoma are the complications that have
been associated with AC and unfortunately progress despite
treatment with HAART.

Our case highlights the important aspects in the etiology, diag-
nosis, management, and prognosis of AC — a condition associ-
ated with high morbidity and mortality. It also calls for more
research in distinct aspects of this rarely seen diagnosis in the
HAART era.
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