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Supplementary Table S3. Risk of bias and quality appraisal (domain-level interpretative summary)
	Domain
	Dominant study designs
	Risk of bias considerations
	Implications for interpretation

	SC opioids
	RCTs, comparative studies, implementation evaluations
	Generally lower risk of bias compared to other domains; some indirectness due to inclusion of hospital-based populations
	Supports high clinical certainty when outcomes are consistent and applicable to Primary Care contexts

	SC antibiotics
	Observational cohorts, PK studies
	Confounding, small sample sizes, heterogeneity and potential indirectness
	Justifies low to moderate clinical certainty despite strong PK/PD evidence, reflecting limitations in comparative clinical outcome data

	SSCIs
	Reviews, practice-based reports
	Limited comparative evidence and heterogeneity, with reliance on descriptive data
	Supports moderate certainty, with interpretation dependent on context and consistency across sources

	Organisational evidence
	Guidelines, reports, grey literature
	Predominant indirectness rather than classical methodological bias; variability across organisational contexts
	Supports organisational inference and hypothesis generation rather than effectiveness or causal claims



Notes
This appraisal is presented at the domain level and is intended to support structured interpretation of heterogeneous evidence in accordance with scoping review methodology.
This appraisal was conducted as part of an interpretative framework, and does not represent a formal quantitative risk of bias synthesis or a basis for study exclusion.
It also does not represent a formal GRADE assessment.
Findings from this appraisal informed the distinction between PK/PD certainty and clinical certainty, underpinning the synthesis presented in Table 1 of the main manuscript.
Differences in study design, population context and evidence maturity across domains were explicitly considered when deriving interpretative conclusions.

