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Case Report
A 52-year-old man presented with contact dermatitis in
the genital area spreading to the lower abdomen and
upper thighs. He had applied a cream containing clotri-
mazole 1% and dexamethasone acetate 0.1% (BaycutenA

N). This antimycotic had been prescribed to him 1 year
before and at that time successfully cured a tinea. After
withdrawing the topical medication, and with additional
oral treatment with prednisone 0.5 mg/kg, the skin
rapidly recovered completely.

2 months later, he was patch tested with a standard
series, a drugs series including clotrimazole 5% pet., all

Table 1. Patch test results

D2 D3 D7

itraconazole 1% eth.* ª π π
croconazole 1% eth.* ª π π
bifonazole 1% eth.* ª ª ª
sertaconazole 1% eth.* ª ª ª
miconazole 1% eth.* ª ª ª
oxiconazole 1% eth.* ª ª ª
tioconazole 1% eth.* ª ª ª
ketoconazole 1% eth.* ª ª ª
BaycutenA N as is ππ ππ ππ
clotrimazole 1% eth.* ππ ππ ππ
dexamethasone 1% pet. ª ª ª
other constituents of ª ª ª

BaycutenA N

* Also tested at 1% and 5% pet.
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the constituents of BaycutenA N cream, and a series of
azole antimycotics (1% and 5% pet., 1% eth.). He re-
acted to clotrimazole and BaycutenA N, clotrimazole
being the only constituent of BaycutenA N to react. Fur-
thermore, patch tests to itraconazole (triazole) and to
croconazole (imidazole) were also positive (Table 1).

Discussion
Contact allergies to modern imidazole antimycotics are
comparatively rare, considering their high prescription
rates. They may be caused by either vehicle components
or the active ingredient. The most common sensitizers
in the vehicle are cetearyl alcohol and propylene glycol
(18); of the active ingredients, miconazole, econazole, ti-
oconazole, and isoconazole have most frequently been
reported (3–9, 12, 16, 22), but these are also the most
frequently prescribed. Contact allergies to clotrimazole
are relatively rare (1, 10, 15, 17, 20, 23).

Imidazoles can be divided into phenethyl (ketocona-
zole, miconazole, tioconazole, isoconazole, enilconazo-
le, econazole, sulconazole, sertaconazole, oxiconazole)
and phenmethyl (clotrimazole, croconazole, bifonazo-
le). Itraconazole was the only triazole antimycotic in
our test series, and is used exclusively for oral treat-
ment. Cross-sensitivity was first proposed between the
2,4-dichlorophenylethyl imidazoles (13). Baes (2) then
introduced the concept of ortho-chloro cross-sensi-
tivity. Cross-sensitivity has been suggested between the
phenethyl imidazoles miconazole, econazole, and iso-
conazole, between sulconazole, miconazole, and econa-
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zole, and between isoconazole and tioconazole (3, 11,
14). Cross-sensitivity has rarely been reported between
clotrimazole and other structures, bifonazole and
other structures, or ketoconazole (also a phenylethyl
imidazole) and other structures (3).

The case reported here is unique in that the patient
showed positive reactions to croconazole and itracona-
zole, besides clotrimazole, and had apparently used
only 1 azole. Croconazole, belonging to the phenme-
thyl imidazoles like clotrimazole, was first marketed in
Japan and Korea in 1986 and was introduced to the
European market only recently. There are a number of
publications on hypersensitivity to it (8, 9, 21) and
cross-sensitivity between croconazole, isoconazole, bi-
fonazole, and clotrimazole was reported in 1988 (8).
Croconazole seems to owe its position as the only
strong sensitizer among the azole derivatives to its
methylene group (7).
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A 28-year-old woman was seen in June 1998 with pru-
ritic erythema on both feet. She had started using an
antimycotic over-the-counter preparation, 0.2% pyrrol-
nitrin and 0.4% clotrimazole ointment (Pyroace WA,
Fujisawa Co. Ltd. Osaka, Japan) about 2 weeks before,
and a few days later developed erythema. She then
changed to New Eurax GA (OTC) (Fujisawa), but the
eruption did not improve.
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We performed patch tests with Pyroace WA ointment
(as is) and New Eurax G (as is) initially. Positive reaction
was seen to Pyroace WA ointment (as is). Secondly, the
patient was patch tested with 1% and 10% pet. of pyrrol-
nitrin, clotrimazole, and 6 other constituents (crotami-
ton, white beeswax, isopropyl myristate, polyoxyethylene
laurylether, and diethyl sebacate). Only diethyl sebacate
showed a positive response on D2 at 10% pet. and on




