Supplementary Table S2. Operational rules for pharmacokinetic/pharmacodynamic (PK/PD) and clinical certainty ratings (not GRADE)
	Certainty level
	PK/PD certainty
	Clinical certainty

	High
	Reproducible and clinically relevant exposure profiles and/or target attainment demonstrated across consistent PK/PD analyses in relevant adult populations
	Consistent comparative clinical outcomes (e.g., randomised or well-controlled studies) with acceptable risk of bias and direct relevance to Primary Care or community contexts

	Moderate
	Supportive PK/PD evidence with some variability, but overall consistent exposure profiles across studies
	Observational, heterogeneous and/or partially indirect evidence, with moderate risk of bias and/or indirect applicability to Primary Care settings

	Low
	Scarce, inconsistent, indirect or heterogeneous PK/PD evidence, with limited demonstration of target attainment
	Sparse clinical outcome data, high risk of bias, substantial heterogeneity, or reliance on indirect outcome measures with limited applicability to Primary Care



Notes
These certainty categories are not GRADE assessments and are intended to support structured interpretation of evidence rather than to generate clinical guideline recommendations.
This framework distinguishes explicitly between pharmacological plausibility (PK/PD evidence) and observed clinical effectiveness, enabling a transparent and context-sensitive interpretation aligned with scoping review methodology.
The framework is interpretative and does not replace formal evidence grading systems such as GRADE.
These operational criteria were used to inform the synthesis and interpretation of evidence across domains and underpin the certainty assignments presented in Table 1 of the main manuscript.
This approach facilitated differentiation of certainty levels across domains, particularly in identifying high-certainty evidence for subcutaneous opioids and lower clinical certainty for subcutaneous antibiotics and short subcutaneous infusions, as reflected in the Results section.

