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Case Report

A 45-year-old woman had a 15-day his-
tory of an acute, itchy, vesicular and
erythematosus eruption around the
mouth (Fig. 1). She had previous rosa-
cea that had been treated with an anti-
allergic cream, a medication composed
of chlorophyll, kamillosan, erythromy-
cin, metronidazole and diphenhydra-
mine, the concentrations of which
were not recorded. The lesions cleared
entirely within 10 days of discontinu-
ing the antiallergic cream and applying
a topical corticosteroid. Patch testing
according to ICDRG criteria was nega-
tive to the Spanish Contact Derma-
titis Investigation Group (GEIDC)
baseline series, the only positive being
nickel (+4 at D4). Patch testing with
the anti-allergic cream was positive
both at D2 (++) and D4 (+++).
Photo-patch tests with the anti-allergic
cream were not performed. Photo-
patch test with the antiallergic cream
was not performed. We subsequently
performed patch tests with all the
ingredients of the cream, and readings
were performed after two days of
occlusion and positive reactions were
noted to diphenhydramine (++ at D2
and D4) and metronidazole (++ at
D4). A photopatch test was carried
out after ultraviolet A irradiation
(5 JJem?) and showed a positive reac-

Fig. 1. Eczematous reaction around the mouth.

tion to diphenhydramine at 3 D (++)
with similar strength to previous posi-
tive patch test. Results are detailed in
Table 1. Controls were performed in
12 healthy patients with negative
results.

Discussion

Metronidazole is an imidazole deri-
vative used against parasites and an-
aerobic bacteria which seldom causes
allergic contact dermatitis (1-4). Di-
phenhydramine hydrochloride is an
H; receptor antagonist, which rarely
can trigger allergic and/or photoaller-
gic contact dermatitis (5-9). Photo-
allergic contact dermatitis caused by
diphenhydramine hydrochloride is
rare, and only 4 cases have been

Table 1. Results of epicutaneous studies

reported in the English medical lit-
erature (5-7), and only 1 case of the
coexistence of both allergic and photo-
allergic contact dermatitis caused by
diphenhydramine has been previously
described (6). In our case, the reactions
to the patch test and the photopatch
test were equally positive; so, photoal-
lergy or photoagravation from diphen-
hydramine were not considered likely.
We believe that our patient suffered
from a concomitant allergic contact
dermatitis because of metronidazole
and diphenhydramine, both contained
in the same medication, which has not
formerly been reported. Cross-reac-
tions between diphenhydramine and
metronidazole have not been described
and are highly unlikely, given that their
chemical structures are different.

Patch test Photopatch test

Substance 2D 4D 1D 3D
Standard series: nickel — ++ NT NT
Antiallergic cream ‘as is’ ++ +++ NT NT
Cream components

Diphenhydramine 1% pet. ++ ++ — ++

Metronidazole 5% pet. ++ ++ - -

Metronidazole 10% pet. ++ ++ - -

Remaining ingredients -

NT, not tested.



116 CONTACT POINTS

References

1. Vincenzi C, Lucente P, Ricci C, Tosti A.
Facial contact dermatitis due to metro-
nidazole. Contact Dermatitis 1997: 36:
116-117.

2. Wolf R, Orion E, Matz H. Co-existing
sensitivity to metronidazole and iso-
thiazolinone. Clin Exp Dermatol 2003:
28: 506-507.

3. Jappe U, Schnuch A, Uter W. Rosacea
and contact allergy to cosmetics and
topical medicaments — retrospective
analysis of multicentre surveillance
data 1995-2002. Contact Dermatitis
2005: 52: 96-101.

4. Madsen J T, Thormann J, Kerre S,
Andersen K E, Goossens A. Allergic
contact dermatitis to topical metroni-
dazole — 3 cases. Contact Dermatitis
2007: 56: 364-366.

5. Emmett E A. Diphenhydramine photo-
allergy. Arch Dermatol 1974:110: 249-252.

6. Horio T. Allergic and photoallergic
dermatitis from diphenhydramine.
Arch Dermatol 1976: 112: 1124-1126.

7. Yamada S, Tanaka M, Kawahara Y,
Inada M, Ohata Y. Photoallergic
contact dermatitis due to diphenhydra-
mine hydrochloride. Contact Dermatitis
1998: 38: 282.

8. Heine A. Diphenhydramine: a forgot-
ten allergen? Contact Dermatitis 1996:
35: 311-312.

9. Goossens A, Linsen G. Contact allergy
to antihistamines is not common. Con-
tact Dermatitis 1998: 39: 38-39.

Address:

Dr J. Jaime Goday Bujan

Department of Dermatology

Abente y Lago Hospital
(Juan Canalejo Hospital)

C/Sir John Moore s/n

C.P. 15001 A Corunia

Spain

Tel: (34) 981178000

Fax: (34) 981205375

e-mail: jaimegoday@mundo-r.com



