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Abstract
Esophageal involvement in Crohn’s disease is rare. We present a case of refractory esophageal Crohn’s disease
that responded to ustekinumab, which has shown promise in the treatment of refractory, typically intestinal
Crohn’s disease. There are no prior reports on the successful use of ustekinumab in esophageal Crohn’s disease,
but should be considered as a possible management strategy in patients with this condition.

Introduction
Esophageal involvement in Crohn’s disease (CD) is rare; a subset of this population is refractory to conventional CD
therapies. Ustekinumab is a human monoclonal antibody against interleukin-12 and interleukin-23 that has primarily
been used in the treatment of psoriasis. Ustekinumab has recently been used as an emerging biologic agent in the
management of patients with CD.1

Case Report
A 23-year-old man presented with odynophagia and oral ulcers. He had a 15-year history of aggressive, primarily stricturing colonic and perianal CD, status post subtotal colectomy with end-ileostomy. Prior to colectomy, he
failed conventional therapies including mesalamines, steroids, thiopurines, methotrexate, and anti-TNF agents; he
also failed to respond to unconventional therapies including thalidomide, helminth therapy with Trichuris trichiura, granulocyte-macrophage colony-stimulating factor, and stem cells. Post-operatively he did generally well on
certolizumab pegol for a few years, with several episodes of peri-stomal fistulae complicated by stomal pyoderma
gangrenosum and mild ileitis with distal ileal structuring. He required stomal revision before the odynophagia and
oral ulcers developed.
Upper endoscopy revealed oral aphthae and multiple esophageal ulcers, with biopsies showing ulceration and
inflammation, which were negative for herpes simplex virus and cytomegalovirus (Figure 1). The patient was empirically treated for herpes simplex virus with valacyclovir and prednisone; his symptoms rapidly improved but
recurred with poor oral intake after tapering off prednisone, leading to a 13-kg weight loss. He continued to have
intermittent odynophagia and oral ulcers despite high-dose prednisone, swallowed fluticasone, aggressive acid
suppression, and certolizumab pegol. He declined natalizumab given John Cunningham virus positivity, and declined thalidomide as it had previously led to peripheral neuropathy. Vedolizumab was not yet approved at that time,
and there were no available studies for which he qualified. He was therefore switched from certolizumab pegol to
ustekinumab at 90 mg subcutaneously every 8 weeks; over the next several months, he achieved prolonged symptom remission off all steroids and acid suppression. His peri-stomal fistulae and ileitis were also well-controlled with
ustekinumab. Repeat upper endoscopy revealed complete resolution of oral and esophageal ulceration (Figure 2).
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Figure 1. High-definition white light endoscopy showing cratered and linear
esophageal ulcerations consistent with esophageal Crohn’s disease prior to
treatment with ustekinumab.

Figure 2. High-definition white light endoscopy demonstrating endoscopic
remission of esophageal Crohn’s disease after treatment with ustekinumab.

Discussion

References

Ustekinumab has shown promise in treatment of refractory,
typically intestinal CD.1-2 The efficacy of ustekinumab as
first-line therapy for intestinal CD has been limited.3-4 To our
knowledge, there are no prior reports on the successful use
of ustekinumab in esophageal CD. Thalidomide has previously been successfully used in the treatment of primarily
refractory intestinal CD, and has also been reported for use
in refractory esophageal CD; however, its broad side-effect
profile, including peripheral neuropathy, as in our patient,
and teratogenicity, limit its use.5 Most new therapies have
focused on ileocolonic disease, including the anti-integrins.
Perhaps interruption of interleukin-12 and interleukin-23 is
a mechanism for treatment of esophageal CD. Ustekinumab
should be considered as a possible management strategy in
patients with esophageal CD.
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