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Dear Editor,
Sulfasalazine has long been used for the treatment of
inflammatory bowel disease (IBD), in particular, for its
effectiveness in patients with persistent peripheral arthritis, the most common extraintestinal manifestation
in IBD (1). Its role has recently been confirmed by the
ECCO guidelines for the management of extraintestinal
manifestations (2). The use of sulfasalazine is limited by
adverse events including severe skin reactions, such as
Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN), life-threatening disorders with high
mortality and significant long-term morbidity. The incidence of SJS and TEN ranges from 0.4 to 1.2 and from 1.2
to 6 per million person-years, respectively (3). There are
only few cases published in the literature of SJS related to
sulfasalazine for the treatment of IBD (4).
We report the case of a 32-year-old woman. Ileocolonic Crohn’s disease was diagnosed on the basis of clinical
(diarrhea without blood and mucus), endoscopic, and
histological criteria in March 2015. She was treated with
prednisone and mesalamine with a partial response. Because of joint pain, mesalamine was replaced with sulfasalazine (SALAZOPYRIN®; Pfizer). In April 2015, she
was hospitalized for persistence of arthralgia and fever
(37.5°C). She experienced a worsening skin rash with
maculo-papular lesions rapidly evolving to bullous manifestations involving the face (Figure 1), the mouth (Figure
2), the trunk, the arms and the legs, and the vulva 3 days
after admission. She could not eat or walk without pain
because of the bullae in her mouth and her feet. Ocular
lesions also appeared. She was also complaining of odynophagia and a feeling of lingual and laryngopharyngeal
swelling. ENT consultation excluded edema of the glottis.

All medications were discontinued. Bacterial and viral infections were ruled out. Laboratory tests revealed a C-reactive protein level 6 times above the normal limits; blood
cell count was normal, and no electrolyte abnormalities
were observed. The consultant dermatologist diagnosed
SJS related to sulfasalazine. Intravenous steroid therapy
(methylprednisolone, 1 g/day, tapered), antihistamines
(chlorphenamine, 10 mg/day), topical antibiotics (chlortetracycline), and topical steroids were administered
with progressive clinical improvement. Gynecology and
stomatology specialists provided additional topical therapies. She was discharged in May 2015. Skin lesions were
significantly improved; she had no fever and was able to
eat liquid meals. On follow-up, skin lesions progressively
disappeared without sequelae. Steroids were slowly tapered and stopped in August 2015. Bowel symptoms did
not recur, and colonoscopy in October 2015 showed mucosal healing.
For this report, the patient provided informed consent to
publish her clinical details.
The diagnosis of SJS is based on clinical data and histological findings showing full-thickness necrosis of the
epidermis and keratinocyte apoptosis (5). Symptoms
typically begin 1-3 weeks after the initiation of the causative medication (6). Other possible etiologies, including
infections or other drugs, should be excluded. Clinical
presentation at onset varies among patients, but generally. fever, malaise, cough, rhinorrhea, and anorexia precede inflammation and ulcerations of the ocular, oral,
and genital mucosa. After few days, a painful generalized
erythematous vesiculobullous rash develops (7). The immediate cessation of any potential causative agents is
mandatory, and the goal of treatment is to provide symp-
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tomatic benefit, avoid severe complications, and reduce
mortality. We did not perform skin biopsy, but symptoms,
signs, and clinical course are in accordance with published

literature. Our report has the aim of increasing physicians’
awareness of this potential, lethal, or disabling, though
rare, hypersensitivity reaction related to sulfasalazine, a
drug still used for the treatment of IBD. We would like
also to stress that a multidisciplinary approach with the
involvement of a team of specialists guarantees prompt
recognition, correct choice of tailored therapies, management optimization, and improved outcome without
sequelae. The limit of our study is the lack of histological
diagnosis because the patient had not been biopsied, but
the presentations were in line with previous descriptions.
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Figure 1. Severe skin rash due to Steven-Johnson Syndrome
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