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A 43-year-old man had a completely excised melanoma with 
local wide excision and negative sentinel node biopsy. Local 
recurrence and metastatic disease (confirmed by positron 

emission tomography) developed in his axillary lymph nodes, liver, 
bone and an adrenal gland. He was started on ipilimumab and 
nivolumab (immune checkpoint inhibitors) by his oncologist. He pre-
sented to his oncologist about 2 weeks later with nausea, vomiting, diar-
rhea and weight loss. He was having up to 10 episodes per day of non-
bloody diarrhea and was admitted to hospital with dehydration despite 
oral prednisone. He was started on methylprednisolone administered 
intravenously; all results were negative for cultures of his stool, exami-
nation for ova and parasites, and the presence of Clostridioides difficile.

We performed an esophagogastroduodenoscopy that showed gas-
tric (Figure 1A; Appendix 1, available at www.cmaj.ca/lookup/suppl/
doi:10.1503/cmaj.190244/-/DC1) and duodenal inflammation. A colon-
oscopy showed active terminal ileitis without colitis (Figures 1B and 1C, 
Appendix 1). These findings were consistent with grade 3 toxicity.1 The 
patient’s symptoms did not respond at 72 hours to more than 2 mg/kg 
of intravenous methylprednisolone. We ruled out latent tuberculosis 
and chronic hepatitis B virus infection before starting infliximab 
(5 mg/kg) in hospital. The diarrhea stopped after 1 dose, along with res-
olution of symptoms related to immune-mediated hepatitis and arth-
ritis. Treatment with corticosteroids was eventually tapered off, and his 
symptoms completely resolved after 2 subsequent doses of infliximab.

Ipilimumab is an anticytotoxic T-lymphocyte–associated antigen-4 
(CTLA-4) antibody and nivolumab is a programmed cell death pro-
tein 1 (PD-1) antibody that impedes the inhibitory signalling from can-
cer cells to cytotoxic T cells to prevent immunoevasion.1,2 Cytotoxic 
T-lymphocyte–associated antigen-4 is an important receptor for regu-
latory T cells. Corticosteroids promote regulator T-cell activities and 
inhibit effector T-cell activities. In our patient, infliximab, an anti-
tumour necrosis factor, was more effective than corticosteroids in 

halting immune-mediated gastroenteritis.3 The most common gastro-
intestinal immune-related toxicities with dual immune checkpoint 
inhibitor therapies include diarrhea (44%), hepatitis (18%) and colitis 
(12%); however, gastritis,4 enteritis and pancreatitis can also occur. 

The differential diagnosis of checkpoint inhibitor enteritis includes 
cytomegalovirus, other infectious enteritides, lymphocytic enteritis, 
drug-induced enteropathy, inflammatory bowel disease and graft-
versus-host disease.5
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Figure 1: Esophagogastroduodenoscopy images of A) gastritis with nodularity, erythema and spontaneous oozing, and B) terminal ileitis with punctate apthous 
ulcerations and blunting of villi in a 43-year-old man with local recurrence of melanoma and metastatic disease. C) No endoscopic evidence of colitis.
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