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ABSTRACT
Inﬂiximab is an anti-tumor necrosis factor a (TNFa) monoclonal antibody that treats moderate-to-severe Crohn’s
disease. In rare cases, inﬂiximab has been associated with drug-induced aseptic meningitis. We present a 46year-old woman with migraines and inﬂammatory Crohn’s colitis treated with intravenous inﬂiximab and methotrexate. She developed nuchal rigidity, photophobia, and headache 2 days after each of her inﬂiximab infusions,
with symptom resolution 1 week post-infusion. Her exam, imaging, and cerebrospinal ﬂuid analysis were consistent with drug-induced aseptic meningitis. She discontinued inﬂiximab and started vedolizumab with continued
remission of her Crohn’s disease.

INTRODUCTION
Inﬂiximab is an anti-tumor necrosis factor a (TNFa) monoclonal antibody that treats moderate-to-severe Crohn’s
disease.1,2 In rare cases, inﬂiximab has been associated with drug-induced aseptic meningitis (DIAM), a potentially
dangerous complication.3,4 There have been only 7 previously reported cases.5-11

CASE REPORT
We present a 46-year-old woman with migraines and inﬂammatory Crohn’s colitis. Her Crohn’s colitis was treated
initially with adalimumab, but this was discontinued due to arthralgias and auto-antibody formation. She achieved
clinical remission on a brief steroid taper with maintenance intravenous inﬂiximab 5 mg/kg every 8 weeks and subcutaneous methotrexate 25 mg weekly. After her steroids were tapered during inﬂiximab induction and a maintenance dose, she began to have nuchal rigidity, photophobia, and headache 2 days after each of her inﬂiximab
infusions. Her symptoms routinely resolved 1 week post-infusion. Her neurological examination and magnetic
resonance imaging of the brain and cervical spine were normal. A lumbar puncture during symptoms (4 days after
inﬂiximab infusion) showed an elevated cerebrospinal ﬂuid (CSF) white blood cell count (32 cells/mL) with neutrophil-predominance (55%), normal protein, and negative Gram stain and culture. The CSF analysis and temporal
association with infusion were consistent with DIAM. She discontinued inﬂiximab, and her symptoms resolved after
2 weeks. She was started on vedolizumab with continued remission of her Crohn’s disease.

DISCUSSION
There have been 7 reported cases of DIAM attributed to inﬂiximab: 5 cases of patients with inﬂammatory bowel
disease, 1 patient with rheumatoid arthritis, and 1 patient with psoriasis. Onset of symptoms ranged from hours to 2
weeks after infusion, with most cases having symptoms start within 1 week of infusion of inﬂiximab. Symptoms varied widely, but headache and fever were the most common symptoms, and neck stiffness, arthralgias, and myalgias
were present in most cases. All patients were more than 30 years old. Doses of inﬂiximab varied but were mostly 5
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mg/kg, with 1 patient receiving an escalated dose of 6.25 mg/
kg and another receiving 3 mg/kg. Symptom resolution
ranged from less than 5 days in the majority of patients to 2–8
weeks after cessation of inﬂiximab.
Although DIAM is often a diagnosis of exclusion, the following criteria must be met: temporal relationship with drug
intake; CSF pleocytosis (>5 cells/mm3) which can be neutrophil-predominant; negative cultures; resolution of the syndrome on drug withdrawal; and absence of another explanation for meningitis.3,4 DIAM may be secondary to a
delayed hypersensitivity reaction, or it may be due to peripheral inhibition of TNFa spurring enhanced action of brainderived TNFa leading to meningeal inﬂammation. Inﬂiximabinduced aseptic meningitis is a rare complication of inﬂiximab
therapy, but it is important for gastroenterologists to be aware
of this potentially severe side effect. Recurrent DIAM can lead
to long-term sequelae, including increased intracranial pressure, cranial neuropathies, and chronic head and neck pain.
Our patient’s symptoms did not develop until after her steroid course was tapered. Whether the onset of symptoms
was related to the steroids being removed and they were having a protective effect is debatable, but it can give us an idea
of possible symptomatic treatment if symptoms are slow to
resolve in future patients. The beneﬁt of corticosteroids in
the treatment of aseptic meningitis is limited to case reports
of aseptic meningitis from intravenous immunoglobulin.12–13
In both patients treated with corticosteroids, symptoms resolved within 1–2 days, which suggests that steroids may be a
beneﬁcial treatment. Our case gives potential insight into
the pathophysiology of inﬂiximab-induced DIAM being an
immune-mediated process.
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