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Abstract

We report two cases of Stevens–Johnson syndrome (SJS) associated with the use of sulfasalazine
in two ulcerative colitis patients previously tolerant to mesalamine. SJS and toxic epidermal
necrolysis (TEN) are very rare adverse cutaneous reactions that can be associated with the use of
sulfasalazine. The most severe cases can result in death, and for the others, permanent skin,
mucosal or ocular sequelae, which can impair the quality of life in our young IBD patients.
  guest on 20 Augus
Clinicians and patients need to be aware of the signs and symptoms that often precede the
appearance of the mucocutaneous lesions in a SJS or TEN, such as fever, influenza-like
symptoms, sore throat or burning eyes. For patients with SJS or TEN, immediate withdrawal of
the offending medication should be done when blisters or erosions appear in the course of a drug
eruption, as this may improve the prognosis.
© 2011 Published by Elsevier B.V. on behalf of European Crohn's and Colitis Organisation.
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1. Introduction

Sulfasalazine has been used for over 40 years for the
treatment of ulcerative colitis (UC).1,2 Despite its proven
benefits in UC, the usefulness of sulfasalazine is limited by
side effects. Exceptionally, adverse skin reactions to
ntr

be
sulfasalazine can manifest as Stevens–Johnson syndrome
(SJS) and toxic epidermal necrolysis (TEN). The incidence of
SJS and TEN ranges from 0.4 to 1.2, and 1.2 to 6 per million
person-years respectively.3 In spite of the long experience
with the use of sulfasalazine, there are only eight cases
published in the English and French literature, linking its use
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with SJS or TEN.4–9 We report here two cases of SJS related
to the administration of sulfasalazine in patients with UC
previously tolerant to mesalamine.
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2. Case reports

Patient 1, a 36-year-old woman, was hospitalized, on
September 18th, 2008, for a mucocutaneous reaction
suspected to be a SJS. She had been diagnosed with UC in
1996 and was initially treated with mesalamine (Pentasa 3 g/
day) and thereafter with corticosteroids. She was referred to
our center in October 2000 because of a corticodependant,
moderately active UC for which azathioprine was initiated
but quickly discontinued due to gastrointestinal intolerance.
The patient had a mild flare of her UC in December 2000
which responded to a short course of local and systemic
steroids. Mesalamine was continued (3 g/day) and cortico-
steroids were completely withdrawn in the same month. The
patient was then maintained in complete clinical remission
with mesalamine alone (2 g/day) until January 2006. Then,
as well as in 2008 she presented flares of UC accompanied
with peripheral arthropathy diagnosed as UC associated
spondylarthropathy. Both of these episodes responded to
short courses of corticosteroids. Because of debilitating joint
pain, mesalamine was replaced by sulfasalazine 1 g×3/day
on September 2nd, 2008.

Eleven days after the introduction of sulfasalazine, the
patient developed a painful enanthema of the mouth
associated with cervical lymphadenopathy, fever and chills.
A diagnosis of pharyngitis was made by a general practitioner,
which was treated with telithromycin. The patient also had
erythematous and erosive vulvar lesions for which a topical
treatment with econazole was prescribed for a presumed
vaginal candidiasis. On September 16th, she presented to
Emergency because she had developed a morbiliform erythe-
ma on the upper trunk and arms with persisting vulvar pain. An
allergy to telithromycin was suspected and the drug was
changed to amoxicillin–clavulanate and she was sent home.
Two days later, the patient returned to the Emergency room
for a widespread maculo-papular rash (Fig. 1) with persisting
oral and vulvar lesions and the appearance of ocular lesions.
She was also complaining of odynophagia with a feeling of
lingual and laryngopharyngeal swelling. She had no dyspnea.
All medications were immediately discontinued and the
Figure 1.
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patient was admitted to the dermatology unit for a suspected
sulfasalazine-induced SJS.

On admission, she had fever (38.4 °C), but was hemody-
namically stable. Other than the previously described
cutaneous lesions, the physical exam was normal. Laboratory
tests revealed a CRP level×20 N, normal leukocyte (6290/
mm3) and platelet counts (335000/mm3). Her hemoglobin
level was 8.9 g/dL due to a known previous chronic
microcytic anemia. Bacterial and viral infections were
ruled out. On September 19th, the morbiliform rash
persisted. Nikolsky's sign (minor pressure induces skin
separation characteristic of SJS) was positive on the upper
trunk and flaccid blisters observed on the left forearm. Skin
detachment occurred on less than 10% of the body surface.
Further examination revealed a cheilitis with oral and
vaginal mucosal erosions and a bilateral pseudo-membranous
conjunctivitis and keratitis.

Under symptomatic treatment, mucosal and skin lesions
stabilized on day 2 and gradually regressed allowing the
patient to be discharged from the hospital on day 8.

Patient 2, a 19-year-old woman, was admitted on March
16th, 2005 for a severe gingivostomatitis. She had been
diagnosed with UC in 2000 and treated with aminosalicylates
alone (Pentasa 4 g/day tapered to and then 2 g/day). She
experienced an acute severe flare of UC in 2001 refractory to
intravenous corticosteroids but responsive to cyclosporine and
later to azathioprine (2 mg/kg) and mesalamine (Pentasa 2 g/
day) as maintenance treatment. The UC remained quiescent
but the patient developed recurrent UC-related debilitating
arthralgias which led to the replacement of mesalamine by
sulfasalazine 1 g×2/day on February 20th, 2005.

Twenty-one days later, (on March 13th), non-umbilicated,
non-clustered vesicular lesions appeared on her lips which
extended to the whole oral cavity. Sulfasalazine was stopped
on the advice of the family physician who suspected a drug
allergy. However, lesions worsened, leading to hospitaliza-
tion three days later. Physical exam upon arrival noticed
fever (38.3°), stable hemodynamic parameters, multiple
hemorrhagic fibrinoid ulcerations on the lips and tongue, and
no lymphadenopathy. A conjunctivitis and a gingivostomati-
tis were present on examination which were associated with
dysphagia and odynophagia indicating a pharyngeal involve-
ment. The cutaneous exam revealed macular and papular
palmar lesions and purpuric macular lesions on the trunk.
Intravenous acyclovir 5 mg/kg every 8 h was started and
azathioprine was discontinued because of a suspected
herpetic infection in an immunocompromised patient.
Laboratory tests revealed a CRP 1×N, mild leukocytosis
(10700/mm3), normal platelet count (450000 mm3) and a
hemoglobin level of 12 g/dL. The chest X-ray was
unremarkable.

With such a severe gingivostomatitis, both erythema
multiforme caused by a primary herpetic infection, or SJS
caused by sulfasalazine were considered as possible diagno-
ses. Erythema multiforme was ruled out on the basis of
negative serology and mouth swab culture for herpes simplex
1 and 2 (IgG and IgM negative serologies on days 0, 8 and 21),
and negative serology for Mycoplasma pneumoniae. The
diagnosis of SJS caused by sulfasalazine was made. The
outcome was favorable with improvement of the lesions
following symptomatic treatment allowing the patient to be
discharged from the hospital on day 9.
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3. Discussion

SJS and TEN are acute, life-threatening medical condi-
tions.10 Most cases of TEN are drug-induced. SJS is caused by
drugs in about half of the cases. Infections or combination of
infections and drugs have also been implicated.3,10 With both
conditions, symptoms typically begin 1 to 3 weeks after the
initiation of the causative medication.3 The delay between
the drug exposure and the appearance of the lesions in both
cases reported here, 11 days and 21 days respectively, is
consistent with what has been reported in the literature,
providing further support of sulfasalazine involvement.
Furthermore, other possible etiologies, including infections
or other potential causative drugs were excluded. The
clinical presentations of SJS and TEN are characterized by
fever and influenza-like symptoms unexplained by infectious
illness that often precede the cutaneous and mucosal lesions
(present in about 90% of patients) by 1 to 3 days.3

The characteristic mucosal involvement of SJS was present
in both patients, and in the case of the first patient included a
positive Nikolsky's sign. With the second patient, the hemor-
rhagic ulcerations of the lips and tongue were also character-
istic of SJS lesions. The first patient had a skin detachment of
less than 10% which is also compatible with SJS.3

In the case of the first patient, delayed recognition of
sulfasalazine induced SJS, despite the presence of a morbili-
form rash and vulvar involvement, resulted in a more severe
reaction. With the second patient, sulfasalazine was
discontinued at the first sign of vesicular lesions on the
lips. Thus vigilance is required during clinical assessment,
since the signs of SJS and TEN can include flu-like symptoms,
oral lesions, dysphagia, or vulvar signs, all of which may lead
to erroneous diagnosis. The primary interventions when SJS
or TEN is suspected are early recognition and immediate
cessation of any potential causative agents and to provide
supportive treatment in an appropriate clinical setting.
Prompt withdrawal of the drug suspected to have caused the
SJS or TEN may reduce mortality and should be done at the
first sign of mucosal involvement.11 The withdrawal of
sulfasalazine was followed by the gradual disappearance of
lesions and complete recovery without sequelae in both
patients.

In patient 1, mesalamine was not reintroduced, whereas
it was with patient 2 without further side effects. In both
patients, mesalamine treatment received before switching
to sulfasalazine was well tolerated, strongly suggesting that
the sulfonamide component of sulfasalazine, not the 5-ASA
moiety, was responsible for the cutaneous reaction
observed.

Two cases of UC patients with suspected 5-ASA induced
TEN have been reported in the literature.12,13 The first case
reported by Iemoli et al. is compatible with a TEN caused by
balsalazide.12 The clinical presentation of the second case,
reported by Fukunaga et al., does not convince us of the
presumed diagnosis of TEN induced by mesalamine.13

Clinicians and patients need to be aware of the signs and
symptoms that often precede the appearance of the
mucocutaneous lesions in a SJS or TEN. These include
fever, influenza-like symptoms, sore throat or burning
eyes. Prompt intervention in the early course of the disease
may improve the prognosis. Patient education is of the
utmost importance after an episode of SJS and TEN. It is
imperative that the patient be aware of the causative drug,
and of other chemically related drugs that have the potential
to cross-react with sulfonamide and potentially with
sulfasalazine.

Identification of predisposing HLA subtypes could help to
predict rare allergic severe adverse cutaneous reactions,
such as SJS or TEN, to sulfonamides or other drugs. Studies
done in Asian patients have demonstrated an association
between specific HLA subtypes, and SJS/TEN induced by
allopurinol and carbamazepine.14,15 However, these findings
could not be reproduced in European studies.16 Ethnicity
seems to play an important role in the genetic predisposition
to severe adverse cutaneous reactions to drugs.17 Thus, it is
uncertain if pharmacogenomics will help to predict those
rare hypersensitivity reactions, at least in the Caucasian
population. For now, immediate cessation of drugs suspected
to cause SJS or TEN remains the most important measure in
clinical practice.
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