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Imidazoles are fungistatic drugs that inhibit the biosynthesis of ergos-
terol; they are used worldwide in topical and systemic preparations.
We report a case of vulvovaginal contact dermatitis due to multiple
exposures to clotrimazole.

CASE REPORT

A 56-year-old woman underwent gynecological examination for burn-
ing and vaginal discharge; suspecting a mycotic infection, her medical
provider prescribed topical medicaments. The patient initially applied
Gyno-Canesten cream (containing clotrimazole), which caused a wors-
ening of the vulvovaginal discomfort, then Meclon cream (clotrimazole
plus metronidazole) in tandem with Meclon vaginal solution, con-
taining the same active ingredients, in two different bottles, to be
mixed before use. After 3 days she developed severe erythematous,
edematous, and itching vulvovaginitis. She denied having used tam-
pons, sanitary napkins, condoms, or other topical ointments.

Patch tests were performed with the SIDAPA (Societa Italiana
Dermatologia Allergologica Professionale Ambientale) baseline series
(F.LR.M.A,, Florence, Italy), the patient's topical products (Gynocanesten
and Meclon), clotrimazole 1% pet., and miconazole 2% pet. As metro-
nidazole was not available as a standardized allergen, the patient was
patch tested with metronidazole pill powder 30% pet.! Patch test
chambers (Van der Bend, Brielle, The Netherlands) were applied in
occlusion on the patient's back for 2 days. Readings were performed
at day (D) 2 and D3 following the Italian guidelines in patch testing.?
The patient showed positive reactions to p-phenylenediamine 1%
(—/++), benzocaine 5% (—/+), Myroxylon pereirae resin 25% (—/+), and
textile dye mix 6.6% (—/+), all in pet. Results of patch test reactions to

the patient's topical products and the three imidazoles are shown in
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Table 1. Vulvovaginal allergic contact dermatitis to clotrimazole was

diagnosed.

DISCUSSION

Allergic contact dermatitis due to imidazoles is regarded as rare con-
sidering their high prescription rates. Among the imidazoles, micona-
zole, a phenethyl imidazole, is the most frequent contact sensitizer.®
Clotrimazole is a synthetic, broad-spectrum, phenethyl imidazole.

Since the first report in 1978,% only a few cases of contact allergy to

TABLE 1 Patch test results to the patient's topical products and
imidazole allergens on day 2 and day 3

Patch test
Patient's own products, tested “as is” results
Gyno-Canesten cream ++/+++
Meclon cream —/++
Meclon vaginal solution containing —/-
metronidazole (bottle 1)
Meclon vaginal solution containing +/+++
clotrimazole (bottle 2)
Meclon vaginal solution prepared +/++
according to instruction for use, mixing 1 and 2
Patch test
Imidazole allergens results
Clotrimazole 1% pet. +/+
Miconazole 2% pet. —/—
Metronidazole 30% pet. —/—
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clotrimazole have been reported, sometimes involving the anogenital
area.>®

In most published cases, as in ours, clotrimazole does not cross-
react with other imidazoles due to their different chemical structures.
Cross-reactions between clotrimazole and miconazole were observed
in only 3 out of 105 reviewed cases.’ In our patient no positive reac-
tions were observed to metronidazole (a nitroimidazole), a component
of the vaginal solution that she had used. Izu et al reported cross-
reactions between metronidazole and two other imidazoles
(bifonazole and tioconazole);” however, Madsen et al described a case
of contact allergy to metronidazole without cross-reactions with other
azoles®

Recently, some cases of positive patch test reactions to both imid-
azoles and isothiazolinones have been reported: a possible cross-
reaction between the two molecules has been hypothesized.” In our
patient, despite multiple positive reactions to different allergens, iso-
thiazolinones did not elicit positive reactions. We emphasize the
importance of performing patch tests with different imidazoles in
patients with a demonstrated sensitization to any derivative in order
to define an appropriate, alternative, topical treatment.
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