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Immune Checkpoint Inhibitor - induced Enterocolitis 

prescribing guideline  
 

Background 

Immune checkpoint inhibitors are a class of cancer treatment that have improved 

outcomes for cancer patients across various tumour groups. They work by 

antagonising inhibitory immune pathways, to boost immune-mediated antitumour 

responses. However, this often results in the activation of immune cells in non-cancer 

tissues causing off-target immune-mediated injury and organ dysfunction. Common 

sites of toxicity include the skin, gut, liver, and endocrine system. Consequently, it is 

now commonplace for oncologists to engage organ specialists to deliver optimal care 

for patients with different immune-related adverse events. 

As a result, all immunotherapy-induced colitis cases are discussed with link 

gastroenterologists at surrounding trusts for their expertise. Management of the 

disease is then decided based on various patient and disease-related factors. If the 

pharmaceutical management is required, the treatment algorithm begins with high 

dose oral steroids, or intravenous steroids if oral formulation is not tolerated or 

treatment escalation is required due to severity of colitis (see Fig. 1). 

 

What causes immunotherapy induced colitis? 

The mechanism of action of the immunotherapies initiates an auto-immune response 

that is not specific to the cancer and therefore has led to a new series of immune-

related adverse events with the potential to affect any organ system. 

Diarrhoea is the second most common immune-related adverse event, after skin 

toxicities, and it is the most frequent reason for the interruption or permanent 

discontinuation of immune checkpoint inhibitor therapy. 

The diarrhoea and gastrointestinal side effects of immunotherapy can be serious in 

nature and in so prompt recognition of gastrointestinal toxicity and, in many cases, 

rapid institution of anti-inflammatory or biologic therapy (or both) is required to reverse 

these complications. 

The British Society of Gastroenterology (BGS) guidance on immune-checkpoint 

inhibitor induced enterocolitis defines this as diarrhoea associated with confirmed 

inflammation of the gastrointestinal tract (i.e. through macroscopic, histological, or 

biochemical means). 
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Management of immune checkpoint inhibitor - induced enterocolitis 

Management algorithms recommend treatment with corticosteroids to treat diarrhoea 

in this patient cohort regardless of proven evidence of gastrointestinal inflammation. 

Generally, treatment is based on the severity of the symptoms assessed through the 

international CTCAE criteria (Common Terminology Criteria for Adverse Events). This 

is a common tool utilised to stratify and manage adverse effects of many anti-cancer 

agents, however there are limitations with its use in colitis, and so management should 

be decided through the wider MDT with specialist gastroenterology input. 

The current management algorithm for South West London is included in Fig. 1. This 

highlights the treatment algorithm funded by SW London ICB summarised below:  

1. Infliximab to treat steroid-refractory colitis (to use up to 3 doses at 10mg per kg)  

2. Vedolizumab to treat steroid-refractory colitis in patients unsuitable for 

infliximab (i.e. elderly or frail patients at high risk of infection), following 

gastrointestinal discussion and input.  

3. Upadacitinib to treat infliximab/vedolizumab refractory colitis (after 3 doses), 

following gastrointestinal discussion and input. 
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               Fig. 1: Management of immune checkpoint-inhibitor (ICPi) induced enterocolitis
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Duration and dose of treatments 
Infliximab – 5mg per kg at 0, 2 and 6 weeks (see Fig. 1 for dosing information if albumin 

is less than 32grams per Litre). 

A single dose of 5 mg per kg might be sufficient to allow full resolution of symptoms, 

although up to 35% of patients might need a second dose because of symptomatic 

relapse or incomplete response, which should be administered within 2 weeks.  

Some patients require additional doses, with the decision to administer further doses 

usually made based on the presence of ongoing symptoms. The value of repeat 

dosing, or the completion of standard induction regimens in patients with rapid 

symptom resolution, has not been established. This might be a particularly important 

issue in patients with high-risk endoscopic features, and especially in those with deep 

mucosal ulceration. 

Vedolizumab – 300mg at 0, 2 and 6 weeks  

Upadacitinib – 45mg prolonged-release tablet once daily for 8 weeks 
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