Supplementary Table S6. GRADE certainty-of-evidence assessment for the association of PPI exposure with outcomes of ICI therapy in NSCLC.
	Outcome
	Studies (patients)
	Pooled effect (95% CI)
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Publication bias
	Upgrading factors
	Certainty

	Overall survival
	35 (58,545)
	HR 1.33 (1.23–1.44)
	Not serious a
	Not serious b
	Not serious
	Not serious
	Serious c (−1)
	Dose–response gradient d (+1)
	Low

	Progression-free survival
	23 (9,939)
	HR 1.65 (1.44–1.89)
	Not serious a
	Serious e (−1)
	Not serious
	Not serious
	Serious c (−1)
	None
	Very low

	Objective response rate
	10 (2,175)
	OR 1.21 (0.86–1.70) f
	Not serious a
	Serious e (−1)
	Not serious
	Serious g (−1)
	Not detected h
	None
	Very low

	Disease control rate
	6 (764)
	OR 1.43 (0.84–2.43) f
	Not serious a
	Serious e (−1)
	Not serious
	Serious g (−1)
	Not assessed i
	None
	Very low

	Immune-related adverse events
	6 (937)
	OR 0.98 (0.63–1.51) f
	Not serious a
	Serious e (−1)
	Not serious
	Serious g (−1)
	Not assessed i
	None
	Very low


[bookmark: _GoBack]Notes: GRADE, Grading of Recommendations Assessment, Development and Evaluation; HR, hazard ratio; OR, odds ratio; CI, confidence interval. PPI exposure was non-randomized in all included studies (including RCT-derived post hoc analyses); the body of evidence therefore starts at "low" certainty as non-randomized evidence. a The starting level already reflects the inherent risk of bias of non-randomized designs; sensitivity analyses excluding high-risk studies yielded stable results, so no additional downgrade was applied. b I² = 75%, but the direction of effect was highly consistent across studies and regional subgroup analysis partly explained the heterogeneity (between-subgroup P = 0.0005); not downgraded. c Marked funnel-plot asymmetry with Egger test P ≤ 0.001, indicating publication bias or small-study effects; downgraded one level. d Dose–response relationship: higher cumulative PPI dose (DDD strata) and longer exposure duration were associated with progressively worse survival outcomes; upgraded one level. e I² = 55–69% with substantial unexplained heterogeneity; downgraded one level. f OR expresses the odds in non-exposed relative to PPI-exposed patients. g Wide 95% CI crossing the null value of 1; downgraded one level. h Egger test P = 0.189, no marked asymmetry. i Fewer than 10 studies; publication-bias testing not performed per Cochrane Handbook guidance.

