Nimesulide-induced fixed drug eruption
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ABSTRACT

Background: Nimesulide is a cyclooxygenase
(COX) inhibitor with a high degree of selectivity to
COX-2. It is a widely used and well tolerated nons-
teroidal antiinflammatory drug that also has analgesic
and antipyretic properties. The most frequently re-
ported side effects concern the gastrointestinal tract.
Pruritus and skin rash are the most common cuta-
neous adverse reactions. There are only eight cases
of fixed drug eruptions due to nimesulide, described
in the literature.

Case report: The authors report a case of a patient
with a history of antihistamine hypersensitivity who
developed a bullous form of pigmented fixed drug
eruption after nimesulide ingestion. Patch tests per-
formed on residual skin lesion were positive to nime-
sulide, confirming that this was the culprit drug.

Conclusions: Fixed drug eruptions are common
cutaneous drug reactions, often misdiagnosed. A de-
tailed anamnesis and physical examination are the
key to suspect this condition.
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INTRODUCTION

Fixed Drug Eruptions (FDE), first described by
Brocq, in 1894, consists of recurrent eruptions that
can affect any part of the skin and/or mucous mem-
brane, characterized by sharply marginated, round,
erythematous to violaceous plaques which vary
in size, occurring after ingestion of the offending
drug™. Vesicles and bullae with crusting may devel-
op subsequently*. Generalized bullous fixed drug
eruption is a rare and severe condition that requires
differential diagnosis with toxic epidermal necrolysis
and bullous pemphigoid®.

The diagnostic hallmark is its recurrence at previ-
ously affected sites with repeated ingestion of the
suspected drug?3. When the acute phase subsides,
there is usually residual hyperpigmentation that be-
comes more pronounced after each recrudescence®.

FDE are common cutaneous drug reactions, fre-
quently misdiagnosed, occurring in all ages, although
more commonly in young adults®. They are respon-
sible for 10 % of all adverse drug reactions®.

It is currently known that many drugs can cause
FDE, but some seem to be more frequent. The most
common implicated drugs are antibiotics, namely sul-
fonamides, and nonsteroidal anti-inflammatory drugs
(NSAIDs)"27,

To our knowledge, there are only eight cases of
FDE induced by nimesulide reported in the litera-
ture®s,

CASE REPORT

We report a case of a 41-year old healthy male re-
ferred to our Drug Allergy Clinic for several episodes
of urticaria and lip swelling after drug ingestion.

He reported 2 episodes of urticarial rash on the
lower back and legs and swelling of the lips, 12 hours
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Figure 1.—Recurrent lesion after drug intake, suggesting nime-
sulide-induced fixed drug eruption.
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Figure 3.—Skin biopsy suggesting epidermal necrolysis.
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after oxatomide ingestion (30 mg). One year later, a
similar episode occurred, this time with a predomi-
nant lesion on the right leg, after ingestion of cefixime
(400 mg), nimesulide (100 mg) and paracetamol-caf-
feine-brompheniramine association. All the episodes
resolved spontaneously after drug withdrawal.

In order to assess alternative treatment options
skin prick tests (SPT) and intradermal tests (IDT)
were performed with hydroxyzine and promethazine.
SPT were negative and IDT were positive to both
drugs at 1/10 dilution (5 mg/ml and 2,5 mg/ml, re-
spectively). Patch tests with oxatomide were nega-
tive. Single-blind placebo controlled oral challenge
(SBPCOC) with increasing doses of an alternative an-
tihistamine, desloratadine (cumulative dose of
10 mg), was well tolerated.

Five months later, he returned to our clinic with a
circular, well limited, violaceous, nodular, non pruritic
lesion on the right leg (fig. 1), approximately 18 hours
after ingesting nimesulide (100 mg) and clar-
ithromycin (500 mg), prescribed for acute pharyngi-
tis. He stopped both drugs but 48 hours later devel-
oped serious lesion vesiculation (fig. 2) that resolved
in 3 weeks.

When specifically asked about lesion recurrence,
the patient recalled that he also had a predominant
round lesion on the lumbar region each time he in-
gested oxatomide, that he underestimated.

SPT and IDT with clarithromycin were negative.

Skin biopsy performed 2 weeks after the onset of
the lesion revealed histological findings consistent
with epidermal necrolysis (fig. 3).

Patch tests (10 % in pet.) on residual pigmented
skin, performed 2 months after the onset of the le-
sion, were positive (48h) to nimesulide (+ + +) (Aulin®,
Donulide®) and paracetamol-caffeine-brompheni-
ramine association (+) (llvico®) (fig. 4). Control patch
tests on unaffected skin were negative.

SBPCOC with increasing doses of an alternative
NSAID, meloxicam, up to 15 mg, was carried out
with good tolerance.

Nowadays, he maintains residual hyperpigmenta-
tion and avoidance of the culprit drugs.

DISCUSSION

As in most cases, the causative agent was identi-
fied from the patient history, lesion recurrence on the
previously affected site after re-exposure to the sus-
pected drug(s) and positive patch testing on residual
lesions®1°,

Oral challenge with suspected drugs were not per-
formed considering that the patient presented a bul-
lous form of FDE with a risk of developing a general-
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ized and severe reaction. According to some authors,
although re-challenge remains the most reliable diag-
nostic method, topical provocation on sites of previ-
ous lesions has been increasingly adopted, as it is a
simple, fast and safe alternative to oral challenge ™.

The positivity of patch tests to paracetamol-caf-
feine-brompheniramine association could be ex-
plained by the fact that this patient also had antihist-
amine hypersensitivity.

Thereby, what we initially thought to be an urticar-
ial reaction to antihistamine could, in fact, be a FDE,
considering that there was a predominant lesion on
the lumbar region each time the patient ingested ox-
atomide. The patient only referred this predominant
lumbar lesion after we suspected that the lesion on
his leg was a FDE, and specifically asked him about
lesion recurrence

SPT and IDT with oxatomide were not performed,
once in our Country there is not any parenteral for-
mulation available. Patch tests with this drug were
negative probably because they were performed on
unaffected skin. The patient refused to perform
patch tests with oxatomide on the residual lesion on
the lumbar region, since he already had an alternative
antihistamine.

Sensitization to several drugs is not frequent'?.
When it occurs, lesions have a preferential localiza-
tion related to each of the implicated drugs, recurring
at one specific site everytime that drug is taken®.

Treatment consists of drug discontinuation. Le-
sions usually fade within one week, but increased
pigmentation may remain for months. Typically, corti-
costeroid treatment is not required. However, in the
generalized bullous form of the disease, topical corti-
costeroids, systemic antimicrobial agents and anti-
histamine may be necessary?®.

In conclusion, this seems to be a bullous form of
FDE, induced by nimesulide, and eventually by ox-
atomide.

We believe it is important that physicians be aware
that although common, FDE are frequently misdiag-
nosed, and that a detailed anamnesis and physical ex-
amination are key to suspect this condition.
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Figure 4. —Positive patch testing on residual lesion.
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