Supplementary Table 1: Qualitative overview of different grading systems (please see subsequent tables for more details). GRADE: Grading of Recommendations Assessment, Development and Evaluation (Guyatt, Oxman, Kunz, et al. 2008; Berkman et al. 2015; GRADE 2017); CEBM: Oxford Centre for Evidence-based Medicine (CEBM 2009); SIGN: Scottish Intercollegiate Guidelines Network (SIGN 2013, 2014); AHRQ: Agency for Healthcare Research and Quality (Berkman et al. 2015), AHCPR: Agency for Health Care Policy and Research (AHCPR 1992; Hadorn et al. 1996), USPSTF: U.S. Preventive Services Task Force (USPSTF 2012); NHMRC: National Health and Medical Research Council (NHMRC 2009). 
	
	GRADE
	SIGN
	AHRQ
	USPSTF
	OCEBM
	AHCPR
	NHMRC

	[bookmark: _GoBack]Levels of  evidence
	High
Moderate
Low
Very low
	1++
1+
1-
2++
2+
2-
3
4
	High
Moderate
Low
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	High
Moderate
Low
	1a
1b
1c
2a
2b
2c
3a
3b
4
5
	Ia
Ib
IIa
IIb
III
IV
	I
II
III-1
III-2
III-3
IV

	Grades of recommendations/
Strength of recommendations
	Strong yes
Weak yes
Strong no
Weak no
	A
B
C
D
Good practice points
	
	A
B
C
D
I
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B
C
D
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B
C
(D)
	A
B
C
D



Supplementary  Table 2: GRADE apporach for grading evidence (Guyatt, Oxman, Vist, et al. 2008; Berkman et al. 2015; GRADE 2017)
	Quality of evidence

	High quality
	Further research is very unlikely to change our confidence in the estimate of effect
	Randomized trials without serious limitations Well-performed observational studies with very large effects (or other qualifying factors)

	Moderate quality
	Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate
	Randomized trials with serious limitations Well-performed observational studies yielding large effects

	Low quality
	Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate
	Randomized trials with very serious limitations Observational studies
without special strengths or important limitations

	Very low quality
	Any estimate of effect is very uncertain
	Randomized trials with very serious limitations and inconsistent results. Observational studies with serious limitations. Unsystematic clinical observations (e.g. case series or case reports)

	
	

	Strength of recommendations

	
	Strong recommendation for using an intervention

	
	Weak recommendation for using an intervention

	
	Weak recommendation against using an intervention

	
	Strong recommendation against using an intervention

	

	Determinants of strength of recommendation

	Balance between desirable and undesirable effects
	The larger the difference between the desirable and undesirable effects, the higher the likelihood that a strong recommendation is warranted. The narrower the gradient, the higher the likelihood that a weak recommendation is warranted

	Quality of evidence
	The higher the quality of evidence, the higher the likelihood that a strong recommendation is warranted

	Values and preferences
	The more values and preferences vary, or the greater the uncertainty in values and preferences, the higher the likelihood that a weak recommendation is warranted

	Costs (resource allocation)
	The higher the costs of an intervention—that is, the greater the resources consumed—the lower the likelihood that a strong recommendation is warranted




Supplementary Table 3: SIGN grading system:  The grade of recommendation relates to the strength of the evidence on which the recommendation is based. It does not reflect the clinical importance of the recommendation (SIGN 2013).
	Levels of evidence

	1++
	High quality meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of bias

	1+
	Well conducted meta-analyses, systematic reviews, or RCTs with a low risk of bias

	1-
	Meta-analyses, systematic reviews, or RCTs with a high risk of bias

	2++
	High quality systematic reviews of case control or cohort studies; High quality case control or cohort studies with a very low risk of confounding or bias and a high probability that the relationship is causal

	2+
	Well conducted case control or cohort studies with a low risk of confounding or bias and a moderate probability that the relationship is causal

	2
	Case control or cohort studies with a high risk of confounding or bias and a significant risk that the relationship is not causal

	3
	Non-analytic studies, e.g. case reports, case series

	4
	Expert opinion

	

	Grades of Recommendations

	A
	At least one meta-analysis, systematic review, or RCT rated as 1++, and directly applicable to the target population;
or
A body of evidence consisting principally of studies rated as 1+, directly applicable to the target population, and demonstrating overall consistency of results

	B
	A body of evidence including studies rated as 2++, directly applicable to the target population, and demonstrating overall consistency of results; 
or
Extrapolated evidence from studies rated as 1++ or 1+

	C
	A body of evidence including studies rated as 2+, directly applicable to the target population and demonstrating overall consistency of results; or
Extrapolated evidence from studies rated as 2++

	D
	Evidence level 3 or 4; 
or
Extrapolated evidence from studies rated as 2+

	

	Good practice points
	Recommended best practice based on the clinical experience of the guideline development group




Supplementary Table 4: US Agency for Healthcare Research and Quality (AHRQ) strength of evidence grades and definitions (Owens et al. 2009; Berkman et al. 2015)
	Grade
	Definition

	High
	We are very confident that the estimate of effect lies close to the true effect for this outcome. The body of evidence has few or no
deficiencies. We believe that the findings are stable, that is, another study would not change the conclusions.

	Moderate
	We are moderately confident that the estimate of effect lies close to the true effect for this outcome. The body of evidence has some
deficiencies. We believe that the findings are likely to be stable, but some doubt remains.

	Low
	We have limited confidence that the estimate of effect lies close to the true effect for this outcome. The body of evidence has major or
numerous deficiencies (or both). We believe that additional evidence is needed before concluding either that the findings are stable
or that the estimate of effect is close to the true effect.

	Insufficient 
	We have no evidence, we are unable to estimate an effect, or we have no confidence in the estimate of effect for this outcome. No evidence is available or the body of evidence has unacceptable deficiencies, precluding reaching a conclusion




Supplementary Table 5: U.S. Preventive Services Task Force (USPSTF) grading levels (USPSTF 2012)

	Levels of certainty

	High
	The available evidence usually includes consistent results from well-designed, well-conducted studies in representative primary care populations. These studies assess the effects of the preventive service on health outcomes. This conclusion is therefore unlikely to be strongly affected by the results of future studies.

	Moderate
	The available evidence is sufficient to determine the effects of the preventive service on health outcomes, but confidence in the estimate is constrained by such factors as:
· The number, size, or quality of individual studies.
· Inconsistency of findings across individual studies.
· Limited generalizability of findings to routine primary care practice.
· Lack of coherence in the chain of evidence.
As more information becomes available, the magnitude or direction of the observed effect could change, and this change may be large enough to alter the conclusions

	Low
	The available evidence is insufficient to assess effects on health outcomes. Evidence is insufficient because of:
· The limited number or size of studies.
· Important flaws in study design or methods.
· Inconsistency of findings across individual studies.
· Gaps in the chain of evidence.
· Findings not generalizable to routine primary care practice.
· Lack of information on important health outcomes. More information may allow estimation of effects on health outcomes.

	

	Grades of Recommendations

	A
	The USPSTF recommends the service. There is high certainty that the net benefit is substantial

	B
	The USPSTF recommends the service. There is high certainty that the net benefit is moderate or there is moderate certainty that the net benefit is moderate to substantial.

	C
	Clinicians may provide this service to selected patients depending on individual circumstances. However, for most individuals without signs or symptoms there is likely to be only a small benefit from this service (statement under revision)

	D
	The USPSTF recommends against the service. There is moderate or high certainty that the service has no net benefit or that the harms outweigh the benefits.

	I
	The USPSTF concludes that the current evidence is insufficient to assess the balance of benefits and harms of the service. Evidence is lacking, of poor quality, or conflicting, and the balance of benefits and harms cannot be determined.



Supplementary Table 6: Oxford Centre for Evidence-based Medicine (OCEBM) levels of evidence (CEBM 2009)
	Levels of evidence

	1a
	Systematic review/Meta-Analysis (with homogeneity) of RCTs

	1b
	Individual RCT (with narrow confidence Interval)

	1c
	All or none

	2a
	Systematic review/Meta-Analysis (with homogeneity) of cohort studies

	2b
	Individual cohort study (including low quality RCT; e.g., <80% follow-up)

	2c
	“Outcomes” Research; Ecological studies

	3a
	Systematic review/Meta-Analysis (with homogeneity) of case-control studies

	3b
	Individual Case-Control Study

	4
	Case-series (and poor quality cohort and case-control studies)

	5
	Expert opinion without explicit critical appraisal, or based on physiology, bench research or “first principles

	

	Grades of Recommendations

	A
	Consistent level 1 studies

	B
	Consistent level 2 or 3 studies or extrapolations from level 1 studies

	C
	Level 4 studies or extrapolations from level 2 or 3 studies

	D
	Level 5 evidence or troublingly inconsistent or inconclusive studies of any level






Supplementary Table 7: Agency for Health Care Policy and Research grading system (AHCPR) (AHCPR 1992; Hadorn et al. 1996). This system has been introduced in the early 1990 and has been used for years in guidelines across all medical fields. Many features laid down in this system can be found in newer grading systems.
	Levels of evidence

	Ia
	Meta-analysis of randomized controlled trials

	Ib
	At least one randomized controlled trial

	IIa
	At least one well-designed controlled study without randomization

	IIb
	At least one other type of well-designed quasi-experimental study

	III
	Well-designed non-experimental descriptive studies, such as comparative studies, correlation studies or case-control studies

	IV
	Expert opinions and/or clinical experience of respected authorities

	

	Grades of Recommendations

	A
	Directly based on category I evidence

	B
	Directly based on category II evidence or extrapolated from category I evidence

	C
	Directly based on category III evidence or extrapolated from category I or II evidence

	(D)
	(Directly based on category IV evidence or extrapolated from category I, II or III evidence)

	Alternative
	

	A
	Requires at least one randomized controlled trial as part of a body of literature of overall good quality and consistency addressing the specific recommendations (Ia, Ib)

	B
	Require availability of well-conducted clinical studies bit no randomized clinical trials on the topic of recommendations (IIa, IIb, III)

	C
	Require evidence obtained from expert committee reports or opinions and/or clinical experiences of respected authorities. Indicates an absence of directly applicable clinical studies of good quality (IV)





Supplementary Table 8: Australian National Health and Medical Research Council (NHMRC) levels of evidence (NHMRC NHaMRC 2009)
	Levels of evidence

	I
	A systematic review of level II studies

	II
	A randomised controlled trial

	III-1
	A pseudo-randomised controlled trial (i.e. alternate allocation or some other method)

	III-2
	Acomparative study with concurrent controls:
· Non-randomised, experimental trial
· Cohort study
· Case-control study
· Interrupted time series with a control group

	III-3
	A comparative study without concurrent controls:
· Historical control study
· Two or more single-arm studies
· Interrupted time series without a parallel control group

	IV
	Case series with either post-test or pre-test/posttest outcomes

	Grades of recommendation

	A
	Body of evidence can be trusted to guide practice

	B
	Body of evidence can be trusted to guide practice in most situations

	C
	Body of evidence provides some support for recommendation(s) but care should be taken in its application

	D
	Body of evidence is weak and recommendation must be applied with caution




Supplementary Table 9: Strength of Recommendation System for NICE Guidance (Addington et al. 2017; NICE 2017; Pringsheim and Addington 2017).
	Strength of recommendations: The wording used in NICE recommendations denotes the certainty with which the recommendation is made (the strength of the recommendation)

	Interventions that must (or must not) be used: We usually use ‘must’ or ‘must not’ only if there is a legal duty to apply the recommendation. Occasionally we use ‘must’ (or ‘must not’) if the consequences of not following the recommendation could be extremely serious or potentially life threatening

	Interventions that should (or should not) be used—a ‘strong’ recommendation:  We use ‘offer’ (and similar words such as ‘refer’ or ‘advise’) when we are  confident that, for the vast majority of patients, an intervention will do more good than harm and will be cost effective.

	Interventions that could be used: We use ‘consider’ when we are confident that an intervention will do more good than harm for most patients, and will be cost effective, but other options may be similarly cost effective. The choice of intervention, and whether to have the intervention at all, is more likely to depend on the patient’s values and preferences than for a strong recommendation.
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