Contact Dermatitis to Isoconazole Nitrate
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A case of contact dermatitis to isoconazole nitrate (Travogen®) which developed in a 41-year-
old male who used it for the treatment of tinea cruris is described. The patient had been
treated with multiple creams including Travogen® (isoconazole nitrate), Mycospor®
(bifonazole) and Lidex® (0.25% fluocinonide) before the sudden appearance of the eczematous
rash on his groin and thigh. The patch test result showed that he was sensitive to multiple
imidazole derivatives (isoconazole, bifonazole, ciclopirox) as well as isoconazole nitrate (1%
in petrolatum), which suggests allergic contact dermatitis due to isoconazole nitrate. We recom-
mended haloprogin cream for the treatment of tinea cruris. After one year follow up period,
the patient was free of skin lesion. (Ann Dermatol 1:43—45, 1989)
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Isoconazole nitrate (1-(2,4-dichloro-8-(2,6-dichlor-
obenzyloxy)-phenethyl)-imidazole-nitrate) is a new-
ly developed topical imidazole derivative which is
widely used as an antifungal agent (Fig. 1). Contact
dermatitis to isoconazole nitrate is extremely rare con-
sidering the large number of prescriptions filled.!

However, we recently experienced a case of contact

dermatitis to isoconazole nitrate. We suggest that the
dermatologist must consider the possibility of con-
tact dermatitis to imidazole derivatives when tinea
lesions worsen despite topical treatment with im-
idazole derivatives.

REPORT OF A CASE

A 4l-year-old male with tinea cruris was seen in
our hospital on January 10, 1987. He was treated with
a daily application of multiple creams containing
Travogen® (isoconazole nitrate), Mycospor® (bifona-
zole) and Lidex® (0.25% fluocinonide). Three months
later, erythematous pruritic skin rashes developed on
the groin and both inner thighs. Upon physical ex-
amination, erythematous papules and patches were
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Fig. 1. Chemical structure of Isoconazole nitrate.

Fig. 2. Erythematous papules and patches were seen on
the groin, both inner aspects of the thighs and pubic area.
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seen on the groin, both inner aspects of the thighs
and pubic. area (Fig. 2).

Contact dermatitis to antifungal cream was highly
suspected. Therefore, we preformed patch tests with
several topical antifungal creams, vehicle series
(Hollister-Stier) and Lidex® cream. Positive results
were obtained with Travogen® cream(++), Myco-
spor® cream(+) and Batrafen® cream(+) on the 4th
day(Table 1). Subsequent patch tests with isoconazole
nitrate 1% petrolatum and the vehicle of Travogen®
cream showed only positive reaction to isoconazole
nitrate 1% petrolatum on the 2nd and 4th day. Con-
sequently, we discontinued the treatment with
Travogen® and Mycospor® cream and treated the pru-
ritic patches with topical corticosteroid cream. We
then recommended Halotex® (haloprogin) cream for
the treatment of the tinea cruris. After a one year of
follow up period, the patient was free of skin lesions.

Table 1. Results of Patch testing

Substance 48h 96h
Vehicle series (Hollister-Stier) - -
Travogen® (Isoconzole) cream ++ ++
Mycospor® (Bifonazole) cream + +

Nizoral® (Ketoconazole) cream - -
Trosyd® (Tioconazole) cream - -
Batrafen® (Ciclopirox) cream ? +
Halotex® (Holoprogin) cream - -
Lidex® (Fluocinonide) cream - -
Isoconazole nitrate 1% pet. ++ ++
Vehicle of Travogen®  cream - -

DISCUSSION

Imidazole derivatives are the most widely used and
most effective antifungal agents. Their mechanisms
include changes in the permeability of cellular mem-
branes and direct enzymatic toxic effects on the
metabolism of fungus.? Many imidazole derivatives
such as bifonazole, clotrimazole, oxiconazole,
econazole, isoconazole, miconazole, enilconazole and
tioconazole have been developed and are presently
available for clinical use. Although widely used
throughout the world, contact dermatitis to imidazole
derivatives is very rare. Since Van ketel? first describ-
ed contact dermatitis to miconazole in 1974, several
case of contact dermatitis to miconazole®> clotri-
mazole.8 econazole® oxiconazole® enilconazole!!

Annals of Dermatology
Vol.1, No.1, January 1989

and isoconazole! have been reported.

From the patch test results, it is apparent that the
isoconazole nitrate is a contact sensitizer in our pa-
tient. It appears that the patient was sensitized with
isoconazole nitrate during the treatment of tinea cruris
at our hospital because the contact dermatitis
developed after continuous treatment for three
months. As well as Travogen® cream, Mycospor®
cream and Batrafen® cream also showed weak posi-
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Fig. 3. Chemical structures of Isoconazole, Bifonazole,
and Ciclopirox.
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tive reaction in our patient. We interpreted the results
as an excited skin state because the Travogen® cream
showed strong positive reaction and the neighbour-
ing Mycospor® cream and Batrafen® cream showed
weak positive reaction. It is conceivable that
isoconazole, bifonazole and ciclopirox may have cross
reactivity, but it is unlikely because they have dif-
ferent chemical structures (Fig. 3). Raulin and
Frosch? suggested that isoconazole nitrate,
miconazole and clotrimazole may have cross reac-
tivity because they have similar chemical structures.
They recommended that bifonazole be the
therapeutic alternative for patients sensitive to these
drugs since no cross reactivity was observed.
After the lesions of contact dermatitis were sub-
sided with topical corticosteroids, we successfully
treated the tinea cruris lesion with haloprogin.
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