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Sir,

Ketoprofen is a non-steroidal anti-inflammatory drug,
belonging to the group of arylpropionic derivatives, which is
widely used per os and by cutaneous application as a 2.5%
gel. Side-effects after oral administration mainly relate to the
gastrointestinal tract and affect up to 15.3% of patients (1).
Cutaneous side-effects secondary to local application are much
rarer, with an estimated frequency ranging from 0.008% to
0.023% (2), depending on the commercial preparation. These
consist mainly of contact dermatitis (3—-6) and photocontact
dermatitis (7-9), which may be persistent (10). We present
herein a patient who developed a vesiculobullous dermatosis
at the site of application of ketoprofen, with histologic and
immunopathologic features of autoimmune pemphigus. As far
as we know, contact pemphigus has never been reported before
with ketoprofen.

CASE REPORT

A 65-year-old Caucasian woman had been suffering from
Waldenstrom’s macroglobulinemia and was treated with

Fig. 1. Well-demarcated erythematous lesion of the knee studded with
vesicles and small bullae.
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fludarabin. Some days prior to consultation she had applied
ketoprofen gel (Ketum) on her knees on two occasions to
relieve arthralgia. Within a matter of hours she developed
pruritic, well-demarcated, erythematous lesions over both
knees, which later became studded with vesicles and small
bullae (Fig. 1). On examination an additional erythematous
lesion was found on the thigh. The mucous membranes were
unaffected. The vesicles and bullae subsided as a result of local
steroid treatment but the erythema persisted on the knees for
the next 10 days. Histologic examination of a skin lesion
showed a moderately acanthotic epidermis. Several deeply-
seated intraepidermal vesicles were found, whose floor con-
sisted of a single row of basal keratinocytes. The vesicles were
occasionally coalescing into small blisters and contained many
eosinophils (Fig. 2). The underlying dermis contained a mild
inflammatory infiltrate composed of lymphocytes and eosino-
phils. Direct immunofluorescence performed twice on perile-
sional skin (at the initial consultation and 10 days later)
showed deposits of IgG and C3 on the surface of epidermal
keratinocytes, i.e. an aspect of autoimmune pemphigus.

Fig. 2. Suprabasal intraepidermal clefting containing many eosino-
phils. Original magnification x 250.



Indirect immunofluorescence performed on two epithelial sub-
strates (monkey esophagus and rabbit lip) and immunoblotting
were negative. The patient was lost to follow-up and patch
tests could not be performed.

DISCUSSION

Pemphigus encompasses a group of autoimmune diseases
showing histologic intraepidermal clefting due to acantholysis,
and immunopathologically tissue-bound autoantibodies to
desmosomal antigens of keratinocytes, involved in cell-cell
adhesion. The precise cause of the disease is unknown. Several
observations suggest that at least some cases may be elicited
or triggered by contact with exogenous chemicals, namely
pesticides or chromium sulfate (11-13). This subgroup,
referred to as “‘contact pemphigus”, often starts as contact
dermatitis before evolving into overt pemphigus. Although the
majority of contact pemphigus cases present with diffuse
lesions, these may occasionally remain localized at the site of
contact with the responsible chemical (14). The mechanism of
bulla development in contact pemphigus is not well known. It
has been speculated that the applied chemicals activate endo-
genous enzymes that in turn induce keratinocyte disaggrega-
tion, without the intervention of an immunologic mechanism.
Several anti-inflammatory drugs, including piroxicam, are able
to induce acantholysis in vitro (15). Alternatively, contact with
the responsible chemical could lead to alteration of epidermal
structures, leading to the formation of neoantigens and the
production of pemphigus autoantibodies. These would bind
the epidermal neoantigens, localized to the area of contact
with the offending molecule, explaining the fact that the lesions
may be localized (14).

In our case, the clinical aspect of the lesions and the pruritus
were consistent with contact dermatitis, but histology showed
suprabasal clefting with formation of intraepidermal vesicles
and bullae, i.e. an aspect suggestive of pemphigus. The epi-
dermis adjacent to the vesicles was not spongiotic, as would
be expected in an eczematous reaction. Remarkably, direct
immunofluorescence, performed twice within a 10-day interval,
showed an aspect of autoimmune pemphigus. Therefore, we
believe this case to be an example of localized, contact
pemphigus. The fact that indirect immunofluorescence and
immunoblotting were negative does not exclude this diagnosis
as circulating autoantibodies are only detected in 57% of
(generalized ) drug-induced pemphigus cases (16). The absence
of detectable circulating autoantibodies could explain why the
lesions of our patient remained localized over a limited cutane-
ous area. An additional factor that could account, at least in
part, for the localized nature of the dermatosis in the present
case is the rather low systemic absorption of ketoprofen from
the knee (17).

The present report shows that ketoprofen may induce
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(localized) pemphigus, and raises the possibility that cases of
diffuse pemphigus could theoretically be induced by this
drug after application to areas showing higher absorption of
the drug (such as the back and arms) (17), or after systemic
administration in previously sensitized patients. We therefore
believe that a meticulous history of drug usage should be
taken before prescribing local or systemic ketoprofen.
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