Acta Derm Venereol (Stockh) 1993; 73: 210-211

Pemphigus Foliaceus Induced by Nifedipine
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We report a case of pemphigus foliaceus caused by nifedipine.
In this case casual rechallenge with nefedipine confirmed that
this drug was the causative agent. The skin lesions cleared
quickly after withdrawal of the drug and treatment with a short
course of oral steroids. To our knowledge, this is the first
reported patient with nifedipine-induced pemphigus. Key word:
Drug reaction.
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Nifedipine, a calcium channel blocking agent, widely used
for treatment of angina, hypertension and Raynaud’s phe-
nomenon, has been reported to have various cutaneous side
effects: erythematous edema (1,2)., generalized fixed drug
eruption (3), photodermatitis (4) and urticarial eruption (5).
However, there are no reports in the literature of pemphigus
following the use of nifedipine. In this report, we describe a
case of pemphigus foliaceus that developed within 3 months
after the patient began to take nifedipine for his hypertension.

CASE REPORT

A 48-year-old Korean man with mild hypertension had been taking
nifedipine for 3 months. Otherwise, his health was good. One week
prior to visiting our department, he developed skin rashes on his trunk
and extremities. Examination showed multiple erythematous flaccid
bullae and superficial crusted patches on his trunk and both upper and
lower extremities (Fig. 1). Oral mucosal lesions were not present.
There was no past history of drug hypersensitivity.

Fig. 1. Flaccid bullae and superficial crusted patches on the patient’s
chest.
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Histologic examination of the skin lesion showed a subcorneal bulla
with acantholytic cells. A few eosinophils infiltrated the epidermis.
Direct immunofluorescence of a perilesional hiopsy specimen and
indirect immunofluorescence were negative. Results of a complete
blood cell count and 12 factor automated chemical blood analysis
(SMA 12) were all within normal limits,

A diagnosis of nifedipine-induced pemphigus foliaceus was strongly
suspected, and nifedipine therapy was discontinued. The skin lesions
almost resolved within 1 week after treatment with oral and topical
corticosteroids. Ten days later, a casual rechallenge with nifedipine (40
mg) was performed by the patient himself due to headache. One day
after readministration of the drug. erythematous bullae developed on
the trunk and extremities. Again the skin lesions resolved promptly
after discontinuation of the drug and treatment with low-dose
prednisolone. At a follow-up examination | year later. the patient
showed complete remission.

DISCUSSION

The most common type of drug-induced pemphigus that has
been reported occur in individuals after treatment with a
number of drugs with an active sulfhydryl group such as
penicillamine and captopril (6,7). In addition. other drugs
without a sulthydryl group such as penicillin (8). rifampicin
(9). phenobarbital (10) and piroxicam (11) have also been
reported as being responsible for drug-induced pemphigus.

It has been proposed that the pemphigus foliaceus antigen is
a desmosomal core protein, desmoglein 1 (12), and that the
pemphigus vulgaris antigen is a 130 KD cadherin cell adhesion
molecule (13). Both pemphigus antigen molecules form a com-
plex with plakoglobin via disulfide bonding (14). Sulfhydryl-
containing drugs, therefore, can bind to these pemphigus anti-
gen molecules and may produce acantholysis by at least two
mechanisms. First, the drug binding may alter the molecule to
produce a neoantigen and result in autoantibodies (13).
Second, binding of the drug to the antigen may directly inter-
fere with its normal function, which is presumed to be cell-cell
adhesion (16). In this case, acantholysis can occur in the ab-
sence of autoantibodies.

However, reasonable explanations for the mechanism of
pemphigus induced by drugs without a sulfhydryl group are
lacking at the present time. It is most likely that nifedipine
directly produced acantholysis in this patient. Several factors
support this hypothesis. First, the tissue-bound and circulating
autoantibodies were absent in this patient. Second, the skin
lesions promptly resolved after discontinuation of nifedipine.
Third. on rechallenge the skin eruption recurred quickly
within 1 day. But, we cannot exclude the possibility that the
antibody production in this patient was too weak to be de-
tected with laboratory tools.

In conclusion. we emphasize the fact that nifedipine should
be included in the list of drugs that can induce pemphigus
foliaceus. Further studies are needed to elucidate the patho-
mechanism of nifedipine-induced pemphigus.
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