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Abstract 
Introduction: Drug hypersensitivity syndrome (DHS) induced by sulfasalazine is a serious systemic delayed adverse drug 
reaction, which is associated with significant morbidity and mortality.

Patient concerns: A 52-year-old man was hospitalized for developing a rash after 3 weeks of sulfasalazine treatment for 
ulcerative colitis (UC).

Diagnosis: The patient was diagnosed with DHS based on his drug history, clinical manifestations, and laboratory test results.

Interventions: The patient was administered intravenous glucocorticoids. The patient’s condition improved after treatment with 
human immunoglobulin and antihistamines.

Outcomes: Combination therapy of glucocorticoid and gamma globulin, the whole-body pruritus disappeared, and no new 
rash appeared. The whole-body rash subsided or turned dark red.

Conclusion: This article describes the diagnosis and treatment process of a case of sulfasalazine-induced DHS and reviews the 
relevant literature to improve clinician understanding and avoid misdiagnosis and missed diagnosis.

Abbreviations:  DHS = drug hypersensitivity syndrome, UC = ulcerative colitis.
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1. Introduction
Sulfasalazine is metabolized to sulphapyridine and 5-aminosa-
licylic acid, which are widely used in the treatment of various 
autoimmune diseases. Drug hypersensitivity syndrome (DHS) 
induced by sulfasalazine is a serious systemic delayed adverse 
drug reaction that typically manifests at 2 to 6 weeks after drug 
initiation and can be fatal.[1,2] It features many adverse reactions, 
including fever, rash, sore throat, muscle soreness, lymphade-
nopathy, blood dyscrasias, and hepatitis.[3,4]

Despite the significant amount of data on sulfasalazine-induced 
hypersensitivity syndrome, the diversity of its treatments has not 
been well described. Here we report the case of a patient with 
previously unidentified sulfasalazine-induced hypersensitivity syn-
drome who was not sensitive to high-dose hormone therapy alone.

2. Ethics and Methods
Written informed consent was obtained from the institu-
tional medical ethics committee of Shenzhen Longhua Central 

Hospital. All procedures described in this case report involv-
ing the patient were performed in accordance with the 1964 
Helsinki Declaration and its later amendments or comparable 
ethical standards.

3. Case presentation
The patient, a 52-year-old man, was hospitalized on November 
19, 2021 with systemic erythema and papules for 10 days and 
fever for 2 days. The patient underwent a colonoscopy on 
October 18, 2021, was diagnosed with ulcerative colitis (UC), 
and was started on sulfasalazine. After 3 weeks of treatment, 
a rash developed. The first scattered red maculopapular rash 
appeared on his face. The sulfasalazine was discontinued, but 
the rash did not decrease; rather, it gradually expanded to the 
trunk and limbs (Figs. 1 and 2). On March 18, he developed 
a fever with a maximum body temperature of 39.1°C. After 
loratadine administration, the rash did not decrease, and he 
gradually developed facial swelling and pain in the preauricular, 
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neck, and groin areas. He denied a history of infectious diseases 
such as hepatitis and tuberculosis and had no history of food 
or drug allergies. He was admitted to the hospital with a pulse 
of 108 beats/min, blood pressure of 120/92 mm Hg, scattered 
erythema, papules, and pruritus throughout the body. Multiple 
enlarged lymph nodes were palpable in the bilateral preauric-
ular, anterior neck, and inguinal regions with a soft texture, 
smooth surface, positive tenderness, and no palpable liver or 
spleen under the ribs. A cardiopulmonary abdominal exam-
ination showed no abnormalities. Laboratory examinations 
revealed negative results for high-sensitivity C-reactive protein 
(14 mg/L), anti-O antibody, and anti-nuclear antibody spec-
trum. Routine blood test results were as follows: white blood 
cell count, 14.8 × 109/L; lymphocytes, 5.15 × 109/L; neutrophils, 
7.86 × 109/L; monocytes, 0.99 × 109/L; eosinophils, 0.7 × 109/L; 
basophils, 0.09 × 109/L; and alanine aminotransferase, 76 U/L. 
Color Doppler ultrasonography was used to examine the lymph 
nodes of the bilateral neck, supraclavicular, and groin with a 
largest diameter of 2.6 cm.

After hospitalization, intravenous methylprednisolone 80 mg, 
orally disintegrating loratadine tablet 10 mg at night, glycyr-
rhizin capsules 150 mg 3 times a day, and hydrocortisone butyr-
ate topical was administered. After 3 days, the rash did not 
subside; rather, it gradually increased. On March 21, gamma 
globulin 10 g/d was added to the treatment plan, and no new 
rash appeared for 2 consecutive days. On March 23, the gamma 

globulin was increased to 25 g/d for 5 consecutive days, and 
the color of the patient’s whole-body rash gradually darkened 
and subsided, while his swollen lymph nodes gradually sub-
sided. After discontinuation of the gamma globulin therapy, the 
patient continued taking methylprednisolone, which was gradu-
ally reduced to 28 mg orally for 5 days. He was then discharged 
from the hospital on oral methylprednisolone 12 mg. After dis-
charge, the whole-body pruritus disappeared, and no new rash 
appeared. The whole-body rash subsided or turned dark red.

4. Discussion
Sulfasalazine is widely used in the treatment of UC,[5] and cli-
nicians should pay special attention to its possible serious sys-
temic adverse reactions, of which 10% of DHS cases can be 
fatal.[6,7] DHS is a rare adverse reaction that can be life-threat-
ening in severe cases. One of its important features is a long 
incubation period, and symptoms usually appear 2 to 6 weeks 
after sensitization.[8–10] The early rash manifests as scattered red 
macules and maculopapular rashes that usually first appears on 
the face and then extended to the trunk and limbs. The rash 
gradually increases from top to bottom. Patients often present 
with itchy skin, fever, facial swelling, and generalized lymphade-
nopathy. The rash first appears on the distal limbs and then on 
the trunk and face. Unlike general drug eruptions, the rash does 
not subside quickly after discontinuation of the sensitizing drug, 
and patients may require further care when hormone therapy is 
discontinued prematurely.[11–13]

The exact pathogenesis of DHS is currently unclear, but it is 
generally believed to be mediated by CD8+ T cells.[14] Genetic 
susceptibility, immune status, reactivation of latently infected 
virus, and other factors are related, and how these factors inter-
act is currently unclear.[8,15,16] However, uniformly recognized 
worldwide diagnostic criteria are lacking. The diagnostic crite-
ria in Europe and Japan are widely used in clinical practice,[17–19] 
that is, DHS can be diagnosed according to the characteristics 
of the Chinese population as follows: delayed-onset rash, more 
than 3 weeks from medication to rash; swollen lymph nodes 
at 2 or more sites; body temperature >38°C; visceral damage: 
alanine transaminase level more than twice the normal value, 
interstitial nephritis, interstitial pneumonia, or myocarditis; 
hematological abnormalities including increased or decreased 
white blood cell count, eosinophil count ≥1.5 × 109/L, or atyp-
ical lymphocytes >5%; and recurrence: although the drugs 
were discontinued and treatment was administered, the disease 
relapsed or became aggravated. The first 5 criteria can confirm 
the diagnosis of DHS.[10]

Glucocorticoids and gamma globulin are the main drugs used 
to treat DHS. In recent years, early hormone use has been rec-
ommended, generally methylprednisolone 1.0 to 1.5 mg/kg/d, the 
dose of which was gradually reduced after disease control was 
achieved. Because the pathogenesis of the disease is related to 
drug excretion, immunity, and reactivation of latent viral infec-
tion, the time for the final use of hormones differs widely. It is 
often necessary to use glucocorticoids for 5 to 10 weeks, and 
to prematurely stop glucose. Corticosteroid use can also lead to 
relapse. In recent years, immunoglobulin has been widely used 
for the treatment of severe drug eruptions. The general dosage 
was 0.2 to 0.4 g/kg/d for 3 to 5 days. If the effect is not evident, 
the dosage can be increased to 0.6 to 0.8 g/kg/d. Immunoglobulin 
can significantly relieve symptoms, reduce the risk of infection, 
reduce the glucocorticoid dosage, and improve rescue and cure 
rates.[7,10,12,20] Therefore, the early use of glucocorticoids and 
high-dose gamma globulin can reduce patient mortality rates.
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Figure 1.  Red rash papules on the trunk.

Figure 2.  Scarlet rash papules on the limbs.
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