Turk J Gastroenterol 2003; 14 (1): 71-73

Is hyperbilirubinemia a component or just a
coincidence of familial mediterranean fever:
A case report and review of the literature

Hiperbilirubinemi ailevi akdeniz atesi'nin bir 0zelligi mi yoksa rastlantisal bir
bulgusu mudur: Bir olgu takdimi ve literaturiin gdzden gecirilmesi

Yusuf YAZGAN, Levent DEMIRTURK, Melih OZEL, Mustafa ERCAN

GATA Haydarpasa Training Hospital Department of Gastroenterology,

Familial Mediterranean fever is a multisystem disorder, usual-
ly seen in subjects of Mediterranean and Middle Eastern origin,
characterized by recurrent bouts offever and pain due to infla-
mation of the peritoneum, synovia, orpleura.. In this article we
report a case of Familial Mediterranean fever with recurrent
abdominal pain and hyperbilirubinemia, review the literature
and discuss whether the hyperbilirubinemia is co-existant or a
feature of the disease.

INTRODUCTION

Familial Mediterranean fever (FMF) is a genetic
multisystem disorder of unknown etiology char-
acterized by recurrent episodes of fever and pain
due to acute inflammation ofthe peritoneum, syn-
ovia, or pleura (1). Patients are symptom-free
between episodes, which usually occur at irregu-
lar and unpredictable intervals. The disease is
restricted mainly to certain ethnic groups of
Mediterranean and Middle Eastern origin (2-5).

The rare and acute involvement of various organs
have been described in case reports. Recurrent
hyperbilirubinemia is a very rare feature of FMF
which was first described in the 1950s and early
1960s (6, 7) but since then there has been only two
further case reports with this feature (8, 9).

We report a FMF case admitted to our department
with recurrent abdominal pain and concurrent
jaundice during the course ofthe attack.

istanbul

Ailevi Akdeniz Atesi, genetikle Ortadogu ve Akdeniz kokenli
kigilerde goriilen, periton, sinovya veya plevrayi tutan infla-
masyona bagh olarak geligen ates ve karin agrisi ataklari ile
karakterize bir hastaliktir. Bu makalede, Ailevi Akdeniz atesi
ataklarina eglik eden bilirubin yiiksekligi ile karakterize bir
olguyu, literatiir bilgilerini gozden gecirerek bu bulgunun rast-
lantisal m1 yoksa hastaligin bir ozelligi mi oldugunu irdelem-
eye calistik.

CASE REPORT

A 22 year-old boy was admitted to our department
with acute abdominal pain, fever andjaundice. He
had been well until the age of 16, when acute
abdominal pain with concurrent fever and jaun-
dice had developed. Since then he had experienced
one or two attacks monthly of abdominal pain,
lasting from a few hours to two days, accompanied
by fever andjaundice each time. He had, however,
remained well except for slight yellowish discol-
oration of the sclerae between the pain episodes,
with no pruritus, diarrhea, vomiting or change in
stool color either between episodes or during the
attacks. He had four brothers and four sisters, two
of whom had a diagnosis of FMF without a histo-
ry of jaundice. At presentation, he had severe
abdominal pain with rebound tenderness, disten-
sion, and rigidity. His temperature was 39°C. His
sclerac and skin had a marked yellowish

Address for correspondence: Yusuf Yazgan

GATA Haydarpasa Egitim Hastanesi Gastroenteroloji Servisi Uskiidar
- Istanbul / Turkey

Phone: +90 2163885838 - +90 2163462600-Fax: +90 2163487880
E-mail: yuyazgan@turk.net

Manuscript received: 6.8.2002 Accepted: 7.1.2003



72

discoloration. Rectd examination was normal.
Liver transaminases, gama glutamil transpepti-
dase, akaline phosphatase, lactate dehydroge-
nase, prothrombin time, serum glucose, rena
function tests, albumin, total protein, cholesteral,
triglycerides, hemoglobin leve, reticulocyte count,
serum amylase, Coombs tests, serum heptoglobu-
lin, serum free hemoglobin levels and serum elec-
trolytes were norma. Mild leucocytosis
(13200/mm?), mild eevation in serum fibrinogen
levels (690 mg/dl), elevation of erythrocyte sedi-
mentation rate (80 mm/Ist hour) and anincresein
bilirubin levels (direct bilirubin 3 mg/dl, indirect
bilirubin 3.2 mg/dl) were observed during the
attack. Twelve hours after the pain episode, dl
abnormal results returned to normal except direct
and indirect bilirubin levels, which decreased to
2.1 mg/dl and 19 mg/dl respectively. Two more
bouts of pain with similiar signs, symptoms and
laboratory findings were observed during the one
month hospitilization period of the patient. His
upper abdominal ultrasound was normal and per-
cutaneous liver biopsy showed normal histological
findings. Serology for Hepatitis B and C virus
infection was negative. Hepatobiliary scan, copro-
porfirin levels and bromosulphophatelein test
could not be performed because the patient
refused further investigations.

The patient was prescribed oral colchicine 0.5 mg
b.i.d., which reduced the number of attacks to one
in sx months.

DISCUSS ON

The presentation of FMF is characterized by fever,
acute abdominal pain, pleural pain and arthralgia
due to inflammation of the peritoneal, pleural and
synovial membranes. Other less common acute
manifestations are skin-related signs such as
erisipelas-like erythema, nodular erythema and
urticaria, angio-edema (1, 5, 10), acute orchitis
(1), pericarditis (12, 13) meningitis (10), Henoch-
Schonlein purpura (1), polyarteritis nodosa (14),
protracted febrile myalgia (15), and glomeru-
lonephritis (16). Recurrent hyperbilirubinemia as
a feature of FMF was first described by Cattan
and Bloede in the late 1950s and early 1960s (6, 7,
17, 18). No large series since that time has indi-
cated that jaundiceis afeature of FMF. (1,2, 5, 10)
Only two case reports of FMF mentioning tran-
sient hyperbilirubinemia during a peritoneal
attack lasting one or two days have been pub-
lished. (8,9). Some investigators reported hepatitis
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with concurrent FMF attacks, (8,17) while others
found normal hepatic histology in biopsy speci-
mens obtained during the attack (19). Our case
with characteristic features of FMF had recurrent
hyperbilirubinemia aggrevated by abdominal pain
and normal hepatic histology.

Plasma bilirubin concentration varies according to
bilirubin generation and is inversely associated
with hepatic bilirubin clearance. (20) Some genet-
ic defects in the UDP-glucuronosyltransferase
gene complex have been found to be responsible
for unconjugated hyperbilirubinemia such as in
Gilbert's syndrome and a defect in the ATP-depen-
dent organic anion transporter at the level of the
biliary epithelium has been found to be responsi-
ble for conjugated hyperbilirubinemia such as that
of Dubin-Johnson syndrome (21). Although the
hyperbilirubinemia of FMF has been interpreted
as adistinct clinical entity, occurring only during
a peritoneal bout in previous reports (8, 9, 17, 18),
it it may be that these cases are in fact dlent
hyperbilirubinemia syndome. In Gilbert syn-
drome, subclinical individuals may first be detect-
ed in association with calorie withdrawal due to
febrile illness, "morning sickness' of pregnancy,
achalasia, postoperatively, behavior change such
as fasting intravenous nicotinic acid administra-
tion: This generaly results in a two- to threefold
rise in plasma bilirubin level, even if the initial
bilirubin concentrations are normal (21). In Dubin
Johnson syndrome, many patients are anicteric at
the time of diagnosis. (21). It should also be noted
that congenita hyperbilirubinemic cases such as
Rotor's syndrome may occasionaly present with
fever and frank abdominal pain, although they are
usualy asymptomatic. (21). In the case reported
by Majeed et d, the subject seemed to dso have a
conjugated hyperbilirubinemia syndrome because
9mTc-labeled dimethyliminodiacetic acid cho-
lescintigraphy showed delayed observation of the
galbladder (9), a finding which is a feature of
Dubin-Johnson syndrome.(22) Although further
studies and genetic testing for bilirubin metabo-
lism could not be performed, the findings in our
case led us to believe that the association of FMF
with a conjugated hyperbilirubinemia syndrome
was coincidental, athough the latter was probably
aggravated by fever and abdominal pain attacks.

In conclusion, the findings of our case suggest that
other cases with recurrent abdomina pain and
concurrent hyperbilirubinemia, as reported in the
literature, might have been a form of hyperbiliru-
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binemia syndrome (Such as Gilbert's, Rotor's
Dubin-Johnson's.) coincidental to the FMF.
Further studies with larger numbers of cases are
needed, including genetic testing, bromosulfoph-
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