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LETTER TO THE EDITOR

Journal of Dermatology 2008; 35: 46—48

Case of allergic contact dermatitis due to a topical
agent containing chlorpheniramine maleate, with a

false-negative patch test

Dear Editor,

Several cases of allergic contact dermatitis due to
chlorpheniramine maleate have been reported.'™
Many over-the-counter topical medications con-
taining chlorpheniramine maleate are sold in some
countries, which may increase the risk of sensitiza-
tion. We present a case of allergic contact dermatitis
due to a cream containing chlorpheniramine maleate.

A 70-year-old Japanese male presented with itchy
erythema and papules on the genitals and inguinal
region (Fig. 1). He had applied Allergiel cream to treat
a slightly itchy sensation at the site for 4 weeks, and
the lesion had worsened during the last week. The
ingredients of Allergiel cream were chlorpheniramine
maleate, lidocaine hydrochloride, prednisolone ace-
tate, chlorhexidine hydrochloride, methyl salicylate,
[-menthol, and d-camphor. The lesion was diagnosed
as allergic contact dermatitis, which resolved
within 5 days with a topical corticosteroid.

The patch test was negative for Allergiel cream
(as is) after 2, 3 and 7 days of observation. The
patient was then patch tested for each of the indi-
vidual cream ingredients and he showed a positive

Table 1. Whole results of the patch tests

reaction only to chlorpheniramine maleate, as shown
in Table 1. Patch testing with chlorpheniramine
maleate, at concentrations of 1.0% and 0.1% in
petrolatum, resulted in positive responses of ++ and
+ at 7 days according to the International Contact
Dermatitis Research Group (ICDRG) standard (Fig. 2).°

Figure 1. Clinical appearance: erythema and papules on
the genitals and inguinal region.

7 days

Allergiel cream (as is)
Chlorpheniramine maleate 1.0% petrolatum
0.1% petrolatum
3.0% petrolatum
0.125% petrolatum
0.2% petrolatum

2.0% petrolatum

Lidocaine hydrochloride
Prednisolone acetate
Chlorhexidine hydrochloride
Methyl salicylate

I-Menthol 0.5% petrolatum
d-Camphor 0.5% petrolatum
Petrolatum

—, negative; +, weak positive (slightly elevated pink or red plaques); ++, strong positive (papulovesicle).
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Figure 2. Results of the patch tests: chlorpheniramine
maleate 1.0% petrolatum (upper) and 0.1% petrolatum
(lower) reacted as ++ and +, respectively, after 7 days.

Patch testing with Allergiel cream (as is) showed
a negative reaction. We then performed another
patch test with the individual cream ingredients,
because we considered the cream to be the causal
agent of allergic contact dermatitis, based on the
patient’s history. The latter patch test was found to
be positive to chlorpheniramine maleate, one of the
ingredients of the cream, indicating that the result
of the first test was false-negative.

Rycroft® described that the identification of a
false-negative reaction requires the expectation in
the mind of the patch tester for the result to be
positive, and also emphasized that prevention of a
false-negative response begins with the patient’s
history. Rietschel and Fowler* reviewed the causes
for false-negative responses as follows: (i) insuffi-
cient reproduction of the exposure conditions; (ii)
low concentrations of the test substances; (iii) failure
to perform delayed readings; (iv) loosened patches;
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(v) inappropriate vehicles; (vi) brief duration of
contact; (vii) failure to perform photo patch testing;
and (viii) the influence of corticosteroids.

Allergiel cream contains prednisolone acetate.
Because the patch test is not an attempt to repro-
duce real-life conditions,® especially sweat, macer-
ation and friction in intertriginous regions, and drug
accumulation, we could not focus upon just one
phase. Even allowing for these factors, prednisolone
acetate might have been a main influence in eliciting
a false-negative reaction of the test. Similar effects
of corticosteroids on the patch test have been
reported.®”’

Topical application of antihistamines occasionally
produces allergic contact sensitivity, while systemic
antihistamines are rare sensitizers.® Meneghini et al.®
reported an incidence of sensitivity to chlorphemir-
amine maleate of 1.44% in patients tested for ecze-
matous dermatitis. Angelini et al.’® showed a positive
rate of 1.2% to chlorpheniramine maleate in patch
tests with some medications and additives in patients
with dermatitis.

There have been several case reports, in which
chlorpheniramine maleate, an antihistamine of the
alkylamine group, acted as a sensitizer either in
topical medications or in eye drops.' Topical eye
drops containing chlorpheniramine maleate have
been shown to cause facial dermatitis.® A case of
lichen planus-like contact dermatitis to an antipru-
ritic agent containing chlorpheniramine maleate has
also been reported.! In our case, a patch test with
chlorpheniramine maleate showed a positive reac-
tion after 7 days of observation but was negative
after 2 or 3 days. Corticosteroids have been known
as allergens eliciting delayed patch test reactions,
and those phenomena are attributed to their anti-
inflammatory properties.” A similar mechanism
might have had an affect during the patch test with
chlorpheniramine maleate in the patient.

Many over-the-counter medications containing
antihistamines in various preparations, such as
topical agents, eye drops and collunarium, are sold
in some countries (i.e. Italy and Japan),®°® which
may be a cause of increased risk of sensitization in
those areas.

Takashi UENO, Seiji KAWANA
Department of Dermatology, Nippon Medical School, Tokyo, Japan
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