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Supplemental Data C: GRADE Criteria 

1. Limitations in study design – Cochrane Risk of Bias Tool 1.0 

 

• Selection bias (random sequence generation, allocation concealment, group similarities at 

baseline);  

• Performance bias (blinding of participants and/or healthcare providers);  

• Attrition bias (drop outs and intention-to-treat analysis);  

• Detection bias (blinding of the outcome assessors and timing of outcome assessment);  

• Reporting bias (selective reporting).  

 

We downgraded the quality of the evidence:  

• By one level if >50% of participants were from studies with selection bias and performance 

bias.  

• Inadequate randomization and lack of blinding may lead to an exaggeration of the 

intervention effect estimates [1–3]. 

 

Unexplained heterogeneity or inconsistency of results 

 

• Pre-defined area/range of equivalence: We define a range of equivalence of SMD -0.5 

to 0.5 [4]. 

• Downgrade two levels if there is a major concern and one level if there are some 

concerns. 

• If there are very few trials, the amount of heterogeneity is poorly estimated and 

prediction intervals are unreliable, we will downgrade based on reference priors [5].  
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Indirectness 

Domain (original 

question asked) 

Description (evidence 

found and included, 

including evidence from 

other studies) – 

consider the domains of 

study design and study 

limitation, 

inconsistency, 

imprecision and 

publication bias 

Judgment – is the evidence sufficiently direct? 

Population:  Yes Probably yes Probably no No 

Intervention:  Yes Probably yes Probably no No 

Comparator:  Yes Probably yes Probably no No 

Direct 

comparison: 

 Yes Probably yes Probably no No 

Outcome:  Yes Probably yes Probably no No 

Final judgement 

about indirectness 

across domains: 

No indirectness ? => No downgrade. 

 

Serious indirectness ? => Downgrade one level. 

 

Very serious indirectness ? => Downgrade two levels. 

 

 

Two components for network meta-analysis: 

 similarity of studies in the analysis to the target question (PICO) 

 similarity of the studies in the analysis to each other (relates to transitivity 

assumption) 
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Publication bias [6] 

Reporting bias may be suspected when the following occur: 

• Prior documented evidence of reporting bias in trials in the field. 

• meta-analysis is based on a small number of new studies, typically positive findings 

(e.g. new drugs may have positive findings early and later the true effect size becomes 

apparent). 

• Industry-funded trials dominate 

• Known unpublished data from grey literature not included. 

Reporting bias is considered to not be present in the following situations: 

• Analytical methods indicate the findings from small are similar to those in 

large/published studies 

• Findings from unpublished studies agree with published studies. 

• Prospective trial registration, protocol publication and/or clinical trial registries are 

used extensively in the field and do not indicate important discrepancies with 

published reports. 

 

 Downgrade one level if publication bias is suspected.  

 

 

Criteria specific to NMA: 

 Do not consider imprecision when rating the direct and indirect estimates to inform 

the rating of NMA estimates [7].  

 No need to rate the indirect evidence when the certainty of the direct evidence is 

high and the contribution of the direct evidence to the network estimate is at least as great 

as that of the indirect evidence. 
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