Supplement 4: Certainty of Evidence Assessment Protocol (GRADE)
Risk of Bias
Rate down by one level if the cumulative weight of studies at high risk of bias exceeds 60% in an analysis.

Inconsistency
Rate down by one level if  exceeds 60%, with unexplained causes for heterogeneity. Exceptions apply to cases where the interpretation of  is misleading due to presence of large studies which report exceptionally narrow confidence intervals. In these cases, the forest plots should be examined further to determine whether the majority of the confidence intervals overlap, and whether the point estimates are similar. If this is the case, decide against downgrading for inconsistency.

Imprecision
Rate down by one level if both the Knapp-Hartung 95% confidence interval (CI) and the Bayesian 95% credible interval (CrI) overlap with the null effect.

Rate down by two levels if the DerSimonian-Laird, Knapp-Hartung, and Bayesian C(r)Is all overlap with the null effect. 

Publication Bias
Rate down by one level if the corrected pooled estimate produced by either the  estimator OR the  estimator of the trim-and-fill method is 20% lower than the DerSimonian-Laird estimate. Solely the suspicion of studies being suppressed due to publication bias is not sufficient for downgrading: the magnitude of the effect of publication bias is of interest.
