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Itraconazole-induced Drug Eruption Confirmed by Challenge Test

Sir,

Drug eruptions are rarely induced by itraconazole (1-4).
Acute generalized exanthematic pustulosis (AGEP) (1, 2) and
purpuric eruption (3) induced by itraconazole have been
reported, however, no case of itraconazole-induced drug
eruption has been confirmed by challenge test. We present
here a case of itraconazole-induced eruption confirmed by
challenge test, which is thought to be the first case ever
presented.

CASE REPORT

A 29-year-old man had a past history of infantile asthma and atopic
dermatitis. Since he was found to have tinea superficialis on the trunk,
itraconazole (Itrizole®™, Janssen Pharmaceutica, Belgium) (100 mg
twice a day) was administered by his physician. One week after
initiation of itraconazole, erythematous infiltrative papules and
macules developed on the face, extremities and trunk where no
skin lesion had existed previously. He was then referred to our clinic.
His eruptions were different from tinea lesions, and fungi were not
found in the lesions microscopically. The new lesions were infiltrative
papules and macules. Given the possibility of drug eruption,
itraconazole was stopped. Seven days after discontinuation of
itraconazole, the eruptions cleared. He had no history of taking 5-
FC or any other oral antifungal drug. Scratch test, patch test, scratch
patch test (10% and 30% pet.) and drug-induced lymphocyte
stimulation test for itraconazole (content of Itrizole® and itracona-
zole powder kindly provided by Janssen-Kyowa Co. Ltd, Tokyo,
Japan) were all negative. On the other hand, a challenge test for
Itrizole™ (50 mg, single dose) induced pruritic erythema on the face
3 h later. Six hours after the test, pruritic erythematous papules and
macules developed on the hands and dorsa of the feet. The eruptions
cleared within 2 days. The Itrizole® capsule without contents had no
allergic effect. This case was therefore diagnosed as maculopapular-
type drug eruption caused by itraconazole.

DISCUSSION

Itraconazole is reported to have gastrointestinal disturbance
(4%) and headache (1%) as its most common side-effects (5).
Adverse cutaneous reactions to itraconazole are known to be
quite rare. Heymann & Manders (1) and Park et al. (2)
reported itraconazole-induced AGEP. Kramer et al. presented
a case of itraconazole-induced purpuric eruption (3). Those
authors presented not only clinical descriptions but also
findings of histology. However, confirmation of the eruptions
with challenge tests has not been performed.

Our patient exhibited infiltrative erythematous papules and
macules in response to itraconazole administration, which
cleared with discontinuation of the drug. The erythematous
macules were reproduced by challenge test with a single dose
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of itraconazole, suggesting allergic reaction. He had not
previously taken any oral antifungal drug. Since patch test,
scratch patch test and drug-induced lymphocyte stimulation
test were all negative, metabolite of itraconazole possibly
induced allergic reaction.

Itraconazole has been used widely for onychomycosis and
dermatomycosis, especially as “pulse therapy” (6). Recently,
the effectiveness of antifungal drugs for seborrhoeic dermatitis
and atopic dermatitis has been suggested (7). The opportu-
nities for administration of itraconazole will increase in the
future. Itraconazole-induced drug eruptions should be con-
sidered by dermatologists when treating patients with this
drug, even though it is a rare complication.
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