
CONTACT DERMATITIS 2010: 63: 228–232 • JOHN WILEY & SONS A/S 2010 • ALL RIGHTS RESERVED

• CONTRIBUTIONS TO THIS SECTION WILL NOT UNDERGO PEER REVIEW, BUT WILL BE REVIEWED BY THE EDITOR •

Contact allergy
to diltiazem cream

Contact Dermatitis 2010: 63: 228–230

P. T. Leinonen1,2, R. Riekki1 and
A. Oikarinen1

1Department of Dermatology, University of
Oulu, Oulu 90014, Finland and 2Department
of Anatomy and Cell Biology, Institute of
Biomedicine, University of Oulu 90014,
Oulu, Finland

Key words: contact allergy; calcium channel
blocker; diltiazem.

Introduction
Systemically applied calcium channel
blockers, such as diltiazem, verapamil,
amlodipine, felodipine, lacidipine,
lercanidipine, nicardipine, nifedip-
ine, nimodipine, and nitrendipine, are
widely used to lower blood pressure.
They block voltage-gated calcium
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channels in the muscle walls of the
arteries, leading to relaxation of the
vessels and lower blood pressure. Top-
ical calcium channel blocker creams
are used to treat anal fissures and
Raynaud’s syndrome. Topical admin-
istration of calcium channel blocker
cream is antipruritic, and relieves
ischaemia by relaxing the muscles and
dilating small blood vessels in the
affected areas of skin.

Several reports have been published
of delayed hypersensitivity reactions
to systemic calcium channel blockers.
One case report has described con-
tact allergy to topical calcium channel
blocker cream. We present here another
novel case with verified contact allergy
to topical diltiazem.

Case History
Our patient is a 53-year-old woman
suffering from asymptomatic extrasys-
tolic beats treated with β-blockers
when needed. She regularly used
calcium, vitamin D, and an oral
contraceptive. Over 2007–2009, the
patient had anal fissures, which were
repeatedly treated with 2% diltiazem
cream (Table 1).

The patient was referred to our
clinic because she had developed
localized skin irritation and eczema
in the anogenital area. Over several
months, the skin symptoms worsened
and spread to the lower body. The
patient was examined for allergies
with the baseline series and cos-
metic series, with no allergic reaction.
Because the symptoms were relieved
when the use of diltiazem cream was
discontinued, the patient was sub-
jected to a diltiazem cream use test,
with a highly positive result. A use
test with plain cream without diltiazem
did not show any reaction. The patient
was further subjected to a patch test

Table 1. Two per cent diltiazem cream

Ingredients
Concentration
(%) (wt/wt)

Diltiazem 2
Novalan® 98

Aqua∗ —
PEG-8∗ —
Petrolatum∗ —
Cetearyl alcohol∗ —
Ceteth-20∗ —
Sodium cetearyl sulfate∗ —
Methylparaben∗ —

∗Part of a commercial cream, Novalan®.

Fig. 1. Positive reactions to 0.1% and 0.01%, but not to 0.001%, diltiazem.

for diltiazem, which gave a positive
reaction for 0.1% and 0.01%, but not
for 0.001%, diltiazem (Fig. 1). The
diltiazem concentrations used were
also tested on 21 control persons, with
no positive reactions (data not shown).

Discussion
Oral calcium channel blockers may
induce a generalized cutaneous reac-
tion (1), erythema, fever and angio-
edema (2), psoriasiform reaction (3),
maculopapular reaction (4), photoal-
lergic dermatitis (5), and reversible
hyperpigmentation (6). In these cases,
the patch test result is often positive
when the reaction is induced by dil-
tiazem, but more rarely with other
calcium channel blockers (3). There-
fore, patch tests would be useful in
diagnosing a cutaneous reaction to
diltiazem, but not necessarily to other
calcium channel blockers.

Some evidence also implies that
there is cross-reactivity in patch tests
between different calcium channel
blockers (7). Whether or not this has
clinical relevance has not been deter-
mined, but, until further information
becomes available, it is advisable
to avoid all calcium channel block-
ers if an adverse cutaneous reaction
to a calcium channel blocker has
been confirmed. On the other hand,
systemic (8) or topical (9) calcium
channel blockers have been report-
ed to be able to diminish contact
dermatitis symptoms following chloro-
2,4-dinitrobenzene application in a
mouse model.

At present, little is known about
contact allergies connected with cal-
cium channel blockers. One case report
has described topical administration
of the calcium channel blocker dil-
tiazem inducing skin eruption, with
a confirmed patch test reaction (10).
However, the diltiazem concentration
used in the patch test was notably
high (50% pet.), which may also cause
irritation, as seen in two control per-
sons. Our present report describes a
similar contact allergy reaction fol-
lowing diltiazem cream treatment. Our
patient developed an allergic reaction
to 0.01% diltiazem, which was not
seen in any of the controls. These
results confirm that contact allergy
to calcium channel blockers exists,
although it seems to be relatively rare
as compared with delayed hypersen-
sitivity reactions to systemic calcium
channel blockers.
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