Appendix A. Evidence grading methodology
The evidence grading system used in this guideline follows the classification adopted by the Swiss Society of Gynecology and Obstetrics (SSGO) and is based on the evidence hierarchy described by the Oxford Centre for Evidence-Based Medicine (OCEBM) Levels of Evidence and the Royal College of Obstetricians and Gynaecologists (RCOG) Green-top Guidelines. Levels of evidence reflect study design and methodological quality, while recommendation grades indicate the strength of clinical recommendations.

Reference framework
Royal College of Obstetricians and Gynaecologists (RCOG). Green-top Guideline No. 44. London: RCOG Press; 2006.
Oxford Centre for Evidence-Based Medicine. OCEBM Levels of Evidence Working Group. The Oxford Levels of Evidence 2011. 



Levels of Evidence
The level of evidence reflects the methodological quality and study design of the underlying literature. Evidence was classified according to the Oxford Centre for Evidence-Based Medicine (OCEBM) Levels of Evidence.


	Level
	Therapy / Prevention, Etiology / Harm
	Prognosis
	Diagnosis
	Differential diagnosis / symptom prevalence study
	Economic and decision analyses

	Ia
	SR (with homogeneity) of RCTs
	SR (with homogeneity) of inception cohort studies; validated in different populations
	SR (with homogeneity) of Level 1 diagnostic studies; different clinical centres
	SR (with homogeneity) of prospective cohort studies
	SR (with homogeneity) of Level 1 economic studies

	Ib
	Individual RCT (with narrow Confidence Interval)
	Individual inception cohort study with > 80% follow-up; single population
	Validating cohort study with goodreference standards; one clinical centre
	Prospective cohort study with good follow-up
	Analysis based on clinically sensible costs or alternatives; systematic review(s) of the evidence; and including multi-way sensitivity analyses

	Ic
	All or none
	All or none case-series
	Absolute rule-ins or rule-outs
	All or none case-series
	Absolute better-value or worse-value analyses 

	IIa
	SR (with homogeneity) of cohort studies
	SR (with homogeneity) of either retrospective cohort studies or untreated control groups in RCTs
	SR (with homogeneity) of Level >2 diagnostic studies
	SR (with homogeneity) of 2b and better studies
	SR (with homogeneity) of Level >2 economic studies

	IIb
	[bookmark: _Int_zAgaKvoQ]Individual cohort study (including low quality RCT; e.g., <80% follow-up)
	Retrospective cohort study or follow-up of untreated control patients in an RCT
	Exploratorycohort study with goodreference standards; 
	Retrospective cohort study, or poor follow-up
	Analysis based on clinically sensible costs or alternatives; limited review(s) of the evidence, or single studies; and including multi-way sensitivity analyses

	IIc
	“Outcomes” Research; Ecological studies
	“Outcomes” Research
	
	Ecological studies
	Audit or outcomes research

	IIIa
	SR (with homogeneity) of case-control studies
	
	SR (with homogeneity) of 3b and better studies
	SR (with homogeneity) of 3b and better studies
	SR (with homogeneity) of 3b and better studies

	IIIb
	Individual Case-Control Study
	
	Non-consecutive study; or without consistently applied reference standards
	Non-consecutive cohort study, or very limited population
	Analysis based on limited alternatives or costs, poor quality estimates of data, but including sensitivity analyses incorporating clinically sensible variations.

	IV
	Case-series (and poor quality cohort and case-control studies)
	Case-series (and poor quality prognostic cohort studies)
	Case-control study, poor or non-independent reference standard
	Case-series or superseded reference standards
	Analysis with no sensitivity analysis

	V
	Expert opinion without explicit critical appraisal, or based on physiology, bench research or “first principles”
	Expert opinion without explicit critical appraisal, or based on physiology, bench research or “first principles”
	Expert opinion without explicit critical appraisal, or based on physiology, bench research or “first principles”
	Expert opinion without explicit critical appraisal, or based on physiology, bench research or “first principles”
	Expert opinion without explicit critical appraisal, or based on economic theory or “first principles”







Grades of Recommendation
The strength of recommendations was graded using a standardized A–D recommendation scheme, reflecting the quality, consistency, and clinical applicability of the available evidence.

	Grade
	Descriptor
	Qualifying Evidence
	Implications for Practice

	A
	Strong recommendation
	Level I evidence or consistent findings from multiple studies of levels II, III, or IV
	Clinicians should follow a strong recommendation unless a clear and compelling rationale for an alternative approach is present

	B
	Recommendation
	Levels II, III, or IV evidence and findings are generally consistent
	Generally, clinicians should follow a recommendation but should remain alert to new information and sensitive to patient preferences

	C
	Option
	Levels II, III, or IV evidence, but findings are inconsistent
	Clinicians should be flexible in their decision-making regarding appropriate practice, although they may set bounds on alternatives; patient preference should have a substantial influencing role

	D
	Option
	Level V evidence: little or no systematic empirical evidence
	Clinicians should consider all options in their decision making and be alert to new published evidence that clarifies the balance of benefit versus harm; patient preference should have a substantial influencing role





