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I Abstract

Adverse skin reactions to drugs are frequent, with rates of reaction to many commonly used drugs exceeding 1%. We describe a 29-
year-old woman admitted with a history of itching, rash, vesicles on her hands and soles, and edema on her tongue and oropharynx after
trimethoprim—sulfamethoxazole, ciprofloxacin, methenamine anhydromethylene citrate, piroxicam, azithromycin, and ceftriaxone intake.
Erythema multiforme (EM) was diagnosed by skin biopsy after oral challenge with piroxicam. EM lesions reappeared after oral challenge
with levofloxacin. Although EM is quite common with trimethoprim—sulfamethoxazole and there are some reports of EM appearing after
intake of ciprofloxacin, it has rarely been attributed to piroxicam and no reports have identified levofloxacin as a cause.
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M Resumen

Las reacciones adversas cutaneas a farmacos son comunes, siendo las tasas de reaccién a muchos farmacos de uso frecuente superiores a
un 1%. Describimos el caso de una mujer de 29 afios de edad ingresada por presentar prurito, eccema, vesiculas en manos y plantas de los
pies y edema en lengua y orofaringe, tras tomar trimetoprim—sulfametoxazol, ciprofloxacina, citrato de anhidrometileno de metenamina,
piroxicam, acitromicina y ceftriaxona. Se le diagnosticd eritema multiforme (EM) mediante una biopsia cutanea que se realiz6 tras una
prueba de provocacion oral con piroxicam. Las lesiones del EM reaparecieron tras la provocacion con levofloxacina. Aunque el EM es
bastante comun con el trimetoprim—sulfametoxazol y a pesar de que se han dado algunos casos de EM tras la toma de ciprofloxacina,
rara vez se ha atribuido al piroxicam y no hay ningtn estudio que presente la levofloxacina como desencadenante.

Palabras clave: Eritema multiforme. Alergia a farmacos. Intolerancia a los analgésicos. Ciprofloxacina. Piroxicam. Levofloxacina. Trimetoprim-

sulfametoxazol.

Introduction

Adverse drug-related skin reactionsthat have afrequency
above 1% are urticaria, angioedema, photosensitivity, fixed
drug eruptions, erythemamultiforme (EM), Stevens-Johnson
syndrome, and toxic epidermal necrolysis [1]. EM is an
acute mucocutaneous inflammatory and hypersensitivity
reaction characterized by a skin eruption, with symmetric
erythematous edematous or bullous lesions of the skin or
mucous membranes [2,3]. More than half the cases have no
known cause, while half are caused by medications, infections,
immunotherapy, or illnesses[3-5]. Culprit drugsareantibiotics
such as B-lactams (penicillins, cephalosporins) and non-B3-
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lactams (clindamycin, trimethoprim-sulfamethoxazole,
ethambutoal, tetracycline-like drugs, clindamycin, rifampicin),
anticonvul sants (carbamazepine, phenytoin, phenylbutazone,
phenothiazine-like drugs, barbiturates), allopurinol,
nonsteroidal anti-inflammatory drugs (NSAIDs), oral
antidiabetics (sulfonamides, chlorpropamide, tolbutamide),
codeine, furosemide, gold, and protease inhibitors [3,4].
Herpes simplex infection is among the most commonly
implicated infectious causes of EM, where infection by
such pathogens as Mycoplasma pneumoniae are less
commonly implicated [3]. Although EM is quite common
after administration of trimethoprim—sulfamethoxazole, it
israrely caused by piroxicam [6].
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Case Description

A 29-year-old woman with a history of itching rashes
and vesicles on her interphalangeal parts of hands, palms,
soles and edema on her tongue and oropharynx after taking
trimethoprim—sulfamethoxazole, ciprofloxacin, methenamine
anhydromethylene citrate, piroxicam, azithromycin and
ceftriaxone was examined at our outpatient clinic. Her mother
had asimilar reaction with only trimethoprim—sulfamethoxazole.
Because the patient had a history of recurrent urinary system
infections, she had been using ora antibiotics frequently. She
was hospitalized to perform the required tests.

Physical examination, blood cell count and liver enzymes
were normal. As her mother had the same history, the HLA
types of both women were examined. Common groups were
HLA-A24, HLA-A18, HLA-C03, DRB1*11, and DQB1*03.
She had no gynecologic abnormality to explain her recurrent
dysury and her urine culture was negative.

Skin prick and intradermal tests with penicillin G,
ampicillins, amoxicillinsand ceftriaxonewere negative and there
was no reaction after intramuscular challenge with ceftriaxone.
Oral challengetestswere negativefor penicillinVV, methenamine
anhydromethylene citrate and clarithromycin, but positive for

piroxicam. Circular, hyperemic lesions developed on her palm
2.5 hours after oral intake of piroxicam. The next day bullous
lesions had developed on her tongue, oropharynx (confirmed
by flexible bronchoscopy, Figure 1), palms (Figure 2) and
soles; she was treated with short-acting antihistamines and
methyl prednisolone. The pathology report after examination
of the biopsy material from the lesion on one of the palms
named an EM-type drug eruption. As the patient had recurrent
urinary infections, an oral challenge test was performed
with levofloxacin to determine a safe alternative antibiotic.
L evofloxacin caused aggravation of the healing EM lesionsthat
had appeared due to piroxicam aweek earlier.

As the patient’s history has disclosed that she could use
diclofenac, flurbiprofen, and paracetamol safely, shewasadvised
to use these drugs when she needed analgesics or NSAIDs.

Discussion

EM isatype of hypersensitivity reaction which is caused
by various insults, often from an infectious agent or a drug.
Antibioticsand NSAIDsmay cause erythemamultiforme[2,3].
Drugs and virus or bacteria can also cause EM [2], which has

Figure 1. The bronchoscopic views of
bullous oropharyngeal lesions.

Figure 2. Bullous lesions on the palm and interphalangeal parts of hand.
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been classified according to the degree of mucosal involvement
and the nature and distribution of the skin lesions [3]. Thus,
EM minor which typically affects a single mucosa is the
most common form and may be associated with symmetrical
target lesions on the extremities. EM major is more severe,
typicaly involving 2 or more mucous membranes with more
variable skin involvement. This featureis used to distinguish
it from Stevens-Johnson syndrome, where there is extensive
skin involvement, significant morbidity, and a mortality rate
of 5% to 15% [3]. Although EM is more frequently seen in
males, the incidence of drug-related EM is similar in males
and females[3].

Thereisagenetic component of EM. Itislinked to specific
HLA types such as HLA-DQ3, HLA-B15 (B62), HLA-B35,
HLA-A33, HLA-DR53 and HLADQB1*0301. Extensive
mucosal involvement may be exceptionally associated with
HLA alele DQB1*402 patients [3]. In our patient and her
mother there was a DQB1*03 and DRB1* 11 association.

Like many other drugs, trimethoprim—sulfamethoxazole
can induce alarge number of different skin reactions, mainly
of allergic pathogenesis. The majority of these reactions—
such as urticarial, purpuric, maculopapular, and pustular
exanthemas as well as photoallergic reactions—generally do
not endanger thelife of the patient [ 7]. EM isthe morelocalized
form of Stevens-Johnson syndrome and may be caused by
trimethoprim—sulfamethoxazole. Our patient had a history of
EM with trimethoprim—sulfamethoxazole.

Although piroxicam can often cause urticaria,
photosensitivity reactions, and fixed drug eruption, it rarely
causes EM, Stevens-Johnson syndrome, or toxic epidermal
necrolysis [6]. Diagnosis is usually clinical but skin biopsy
may also be needed [1,2]. As skin biopsy is not enough to
determine whether EM is drug-induced or not, skin tests or
oral drug challenge tests are needed [1]. Piroxicam has been
mentioned asaculprit only infrequently, usually in discussions
of the clinical features of Stevens-Johnson syndrome, amore
systemic reaction than EM. In 2 case reports of piroxicam-
induced EM, the cause was confirmed with patch testing [6]
or oral challenge[8].

EM lesions generally appear within a period of 72 hours
and their locations are fixed [2]. EM developed within 24
to 48 hours after the oral challenge with piroxicam in our
patient and the nature of the lesions was confirmed by biopsy.
In severe cases, fibrinoid necrosis can occur in the stomach,
trachea, and bronchi [3]; however, only bullous lesions were
observed in our patient’s oropharynx. None were observed in
trachea or bronchi.

Although there are reports of EM appearing after use of
ciprofloxacin [9], there are no reports specifically about EM
caused by levofloxacin, yet our patient’s healing piroxicam-
induced EM lesionsbecame aggravated after the oral challenge
with levofloxacin. Quinolones have a high degree of cross-
reactivity, and our patient had a history of reaction after
ciprofloxacin use. Her reaction to levofloxacin might be a
rareisolated reaction or one dueto this cross-reactivity among
quinolones [10-12].
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In addition to trimethoprim—sulfamethoxazole and
piroxicam, levofloxacin should be kept in mind as a possible
cause of drug-induced EM.
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