lymphocyte cell infiltration and squamous cell
proliferation (Figures 2c, d, e). No abnormalities of
other digestive tract sites including the terminal
ileum were found through further endoscopy. The
patient was diagnosed as isolated esophageal CD.
The postoperative course was uneventful.

Esophageal CD is rare, with an adult prevalence
of 0.2-3% in patients with coexisting ileocolonic
disease, and very few cases of isolated esophageal
involvement have been reported (1,2). Due to lack
of presentations of other digestive tract sites and
that little consideration of isolated esophageal CD
is given, the accurate diagnosis and treatment are
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Albendazole-induced toxic hepatitis: A case report

To the editor,

Echinococcus or hydatid cyst (HC) is a parasitic di-
sease, that is among the important health prob-
lems of developing countries (1,2). According to da-
ta from the Turkish Ministry of Health, there are
2000 patients per year and HC case incidence is
6.3 /100,000 in Turkey (3).

Albendazole is an anti-helmintic agent with a wi-
de anti-parasitic spectrum and is indicated for
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usage in HC. Its side effects include nausea and
vomiting, constipation, vertigo, headache, hair
loss, and itching. It is metabolized in the liver. The
most common reason necessitating withdrawal or
cessation of the drug is major hepatic toxicity (4).

We report herein a case with rarely published to-
xic hepatitis induced by administration of alben-
dazole treatment for HC.
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A 28-year-old male patient diagnosed with allergic
dermatitis and bronchitis was under follow-up at
Hisar Intercontinental Hospital, Pulmonary Di-
seases Department. His complaints had increased
within the last year, so thorax computed tomog-
raphy (CT) scan was requested. The patient was
then directed to the General Surgery Department
due to the demonstration of multiple cysts in the li-
ver. In his detailed questionnaire, it was revealed
that he had no history of alcohol consumption, had
taken minimal anti-allergic drugs and had no sig-
nificant family history. No pathologic finding was
found on his physical examination. All dermatolo-
gic and other systemic examinations were normal.

Results of the laboratory tests were as follows: ala-
nine aminotransferase (ALT) 21 IU/L, alkaline
phosphatase (ALP) 154 IU/L, lactate dehydroge-
nase (LDH) 400 IU/L (reference value: 240-480),
white blood cell (WBC) 7430/uL, hemoglobin (Hb)
14.6 g/dl, platelets 339000/uL, and hydatid cyst-
specific immunoglobulin (Ig)E 0.76 (++), and indi-
rect hemagglutination (IHA) test was positive at
1/512 titer. HC was diagnosed, 800 mg/day alben-
dazole was administered, and surgery was plan-
ned. On the 20" day prior to surgery, preoperative
control tests were performed, and revealed: aspar-
tate aminotransferase (AST) 659 IU/L, ALT 968
TU/L, ALP 209 IU/L, gamma glutamyl transpepti-
dase (GGT) 108 U/L, LDH 667 IU/L, prothrombin
time (PT) 18.1 sec (international normalized ratio
[INR] 1.48), activated partial thromboplastin time
(aPTT) 41.3 sec, WBC 15400/uL (eosinophils 33%),
Hb 12.8 g/dl, and platelets 505000/uL.. HBsAg, an-
ti-HCV, anti-HBc IgM, and anti-HAV IgM tests
were negative.

In whole-abdomen ultrasound study, hepatic en-
largement and multiple cysts were observed. The
liver parenchymal structure was normal. On CT
scan, six cystic masses, with the largest measu-
ring 111 x 75 mm, were found in the 8" hepatic
segment. Drug toxicity was diagnosed and alben-
dazole was stopped. All hepatic enzyme levels dec-
reased in the following laboratory tests and the
patient was operated. Cystotomy + drainage were
applied to five of the cysts. For the remaining cyst,
a scolicidal (10% batticon (polyvinylpyrrolidone +
iodine) solution) was injected into the cyst under
operative ultrasound. Albendazole was re-admi-
nistered postoperatively. On the third day of the
therapy, liver enzymes became elevated and al-
bendazole administration was once again stopped.
The patient was re-scheduled for follow-up witho-
ut medical therapy. On follow-up tests, a decrease
in liver enzyme levels to normal reference values
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was observed.

It has been reported that hepatic enzyme levels
can be elevated in patients with HC. Some publi-
cations also reported elevations in ALP levels (5).
However, in our case, liver enzymes were normal
before therapy and were found elevated after ad-
ministration of albendazole. Using drugs is recom-
mended to both sterilize the cyst preoperatively
and to optimize postoperative treatment results.
Albendazole is an anti-helmintic agent with a bro-
ad anti-parasitic spectrum and is used for the me-
dical therapy of HC. As it metabolizes in the liver,
liver function tests might be elevated rarely du-
ring therapy (5,6).

Although there are no certain criteria for the diag-
nosis of toxic hepatitis, the most commonly used
method is the semi-qualitative scale of Roussel
Uclaf Causality Assessment Method of the Coun-
cil for International Organizations of Medical Sci-
ences (RUCAM/CIOMS). In this system, and ac-
cording to results of hepatic damage level and to-
xic agents, there are defined degrees as “high pro-
bability”, “probable”, “possible”, and “not probab-
le” (7). In our case, the RUCAM/CIOMS score was
9, and therefore, the case was defined as toxic he-
patitis with “high probability”.

Dermatologic findings of “allergic skin” can asso-
ciate rarely with HC as a clinical manifestation. In
our case, the initial complaint was allergic rush,
and the definitive diagnosis was reached with
further investigations.

No similar case has been reported from our co-
untry to date, and these cases are seldom seen in
the international medical literature. In our co-
untry, Sahin et al. (5) published a study on 120 ca-
ses, and they showed no significant side effect that
required stopping the drug. In the study done by
Morris and Smith (8), they reported abnormal re-
sults in hepatic function tests in 7 of 40 patients
who received albendazole therapy. The damage in
6 of these 7 patients was defined as “hepatocellu-
lar”. Another study by Morris et al. (9) reported
elevation in liver enzymes in 5 of 32 albendazole-
administered patients, and they stopped the
drugs. After re-administration of albendazole, 3
patients had recurrence of elevated liver enzyme
levels in their study.

Toxic hepatitis due to albendazole, which is an
agent with a broad anti-parasitic spectrum and an
indication for usage in HC and many parasitic di-
seases, is rare, and inquiry regarding the drugs
being used must be considered in cases with sus-
pected toxic hepatitis.

83



REFERENCES

1.

84

Demirbas S, Sinan H, Kurt Y, et al. [Primary intramuscu-
lar hydatic disease localized in a lower extremity: a case re-
port]. Turkiye Klinikleri J Med Sci 2005; 25: 593-6.
Senyuz OF, Yesildag E, Celayir S. Albendazole therapy in
the treatment of hydatid liver disease. Surg Today 2001,
31: 487-91.

Yazar S, Ozkan AT, Hokelek M, et al. [Cystic echinococco-
sis in Turkey from 2001-2005]. Tirkiye Parazitoloji Dergi-
si 2008; 32: 208-20.

Lee WM. Drug-induced hepatotoxicity. N Engl J Med 2003;
349: 474-85.

Sahin EM, Yiikksek YN, Daglar G, et al. [Diagnosis and tre-

atment of hydatid cysts: results of 120 patients]. Trakya
Univ Tip Fak Derg 2008; 25: 6-14.

Moore TA. Agents active against parasites and Pneumocy-
stis. In: Mandell, Douglas, and Bennett's principles and
practice of infectious diseases. 7th ed. Philadelphia: Elsevi-
er, 2010; 644-6.

Choi GY, Yang HW, Cho SH, et al. Acute drug-induced he-
patitis caused by albendazole. J Korean Med Sci 2008; 23:
903-5.

Morris DL, Smith PG. Albendazole in hydatid disease-he-
patocellular toxicity. Trans R Soc Trop Med Hyg 1987; 81:
343-4.

Morris DL, Dykes PW, Marriner S, et al. Albendazole -- ob-

jective evidence of response in human hydatid disease. JA-
MA 1985; 253: 2053-7.

Ramazan QOZI"{KUC,UKI, Ilker ABCI?,
Mustafa GUCLU?

Departments of 'Infectious Diseases, “General Surgery,
*Gastroenterology, Hisar Intercontinental Hospital, Istanbul



