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Abstract

Immune checkpoint inhibitors (ICIs) have become standard therapy across multiple cancer
types and have improved clinical outcomes. However, immune-related adverse events (irAEs) can
involve virtually any organ system, and gastrointestinal (GI) irAEs are among the most frequent,
second only to cutaneous toxicities. This review classifies digestive irAEs into (i) luminal GI
toxicities, (ii) immune-related hepatotoxicity, (iii) immune-related biliary toxicity, and (iv)
pancreatic toxicity, and summarizes their epidemiology, risk factors, clinical manifestations, diagnostic
approach, and management. Luminal GI toxicities are more common and can be more severe with
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anti-CTLA-4 antibodies and combination regimens; therefore, prompt exclusion of infectious etiologies
and early endoscopic evaluation are essential. Systemic corticosteroids are the mainstay for moderate-
to-severe disease, and biologic agents such as infliximab or vedolizumab are options for steroid-
refractory cases. Immune-related hepatotoxicity exhibits heterogeneous phenotypes, requiring careful
differential diagnosis, including concomitant hepatotoxic drugs, biliary obstruction, and viral hepatitis.
In immune-related biliary toxicity, MRCP is useful for diagnosis, and responses to corticosteroids may
be suboptimal. Pancreatic toxicity is uncommon but often asymptomatic and may present as acute
pancreatitis-like disease or lead to long-term pancreatic atrophy. Appropriate management of digestive
irAEs is critical to ensure patient safety and quality of life while enabling continuation of ICI therapy,
underscoring the importance of organ-specific algorithms and multidisciplinary collaboration.

Key Words: Immune Checkpoint Inhibitor, Immune-related Adverse event, Immune-related colitis,

Immune-related hepatotoxicity.
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1. CTCAE (Common Terminology Criteria for Adverse Events) ver5.0
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% 3. CTCAE (Common Terminology Criteria for Adverse Events) ver5.0
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