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[Abstract] The advent of immune checkpoint inhibitor (ICI) has fundamentally reshaped the paradigm
of oncology treatment. However, the emergence of immune-related adverse events (irAEs), particularly digestive
system adverse events, presents a formidable clinical challenge. This review systematically elucidates the
multifaceted pathogenesis of digestive system irAEs, which primarily stems from the disruption of immunological
self—tolerance following ICI therapy. The underlying mechanisms involve complex inflammatory cascades driven
by factors such as molecular mimicry and antigen cross—reactivity, dysregulated immune cell activation, and gut
microbiota dysbiosis. This article provides a comprehensive overview of the epidemiology and risk factors
associated with ICI therapy across the upper/lower gastrointestinal tract, hepatobiliary system, and pancreas.
Furthermore, integrated with the latest clinical practice guidelines, this article delineates standardized
assessment and stratified management protocols based on severity grading. In conclusion, future research should
prioritize decoding the intricate immunological orchestrations of irAEs and exploring precision interventions—
including targeting specific immune cell subsets, modulating inflammatory signaling pathways, and leveraging
the gut microbiome—to ultimately optimize the therapeutic index of ICI.
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