Supplementary Table S5. Severe (grade ≥ 3) immune-related adverse events reported by the included studies.
	Study
	N
	Reporting basis
	Main findings
	Stratified by PPI exposure

	Miyamoto 2026
	228
	Grade ≥ 3 checkpoint-inhibitor pneumonitis, by PPI exposure
	4.9% in PPI users vs. 4.3% in non-users, P = 0.746
	Yes

	Miura 2021
	300
	Grade ≥ 3 irAEs, whole cohort
	38 cases (12.7%); no concomitant medication was significantly associated with irAE occurrence
	No

	Saiki 2025
	124
	Grading of irAE events, whole cohort
	26 of 84 irAE events were grade ≥ 3
	No

	Wei 2025
	112
	Grade ≥ 3 irAEs, whole cohort
	3 cases (2.7%); no grade 4–5 events
	No

	Bai 2024
	200
	Between-group comparison of 9 adverse-reaction categories (not graded)
	No significant between-group difference in any category
	Partial*


Notes: irAE, immune-related adverse event; ICI, immune checkpoint inhibitor; PPI, proton pump inhibitor. The remaining three studies reporting irAEs (Conde-Estévez 2020, Husain 2021, and Du 2022) did not report adverse-event grading. *Bai 2024 compared adverse reactions between groups by category but did not stratify by CTCAE grade.
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