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GRADE quality assessment criteria FOR A BODY OF EVIDENCE

Downgrading is cumulative, but the lowest level of quality is: very low 

Limitations of design: 

• lack of allocation concealment  

• lack of blinding (particularly if outcomes are subjective and their assessment highly susceptible to bias)  

• large loss to follow-up  

• failure to adhere to an analysis according to intention-to-treat principle  

• stopping a trial early for benefit  

• Selective reporting of events: investigators neglect to report outcomes that they have measured (typically those for which they observed no effect).  

Inconsistency: 

Widely differing estimates of the treatment effect (i.e. heterogeneity or variability in results) across studies 

suggest true differences in underlying treatment effect. When heterogeneity exists, but investigators fail to 

identify a plausible explanation, the quality of evidence should be downgraded by one or two levels, depending on the magnitude of the inconsistency in the results. 

Inconsistency may arise from differences in: 

• populations (e.g. drugs may have larger relative effects in sicker populations)  

• interventions (e.g. larger effects with higher drug doses)  

• outcomes (e.g. diminishing treatment effect with time).  

Indirectness: 

There are two types of indirectness. 

1. Indirect comparison – occurs when a comparisons of intervention A versus B is not available, but A was  compared with C and B was compared with C. Such trials allow indirect comparisons of the magnitude of effect of A versus B. Such evidence is of lower quality than head-to-head comparisons of A and B would provide. 

2. Indirect population, intervention, comparator, or outcome – the question being addressed by the authors of a systematic review is different from the available evidence regarding the population, intervention, comparator, or an outcome. 

Imprecision: 

Results are imprecise when studies include relatively few patients and few events and thus have wide confidence intervals around the estimate of the effect.   

For dichotomous outcomes 

· total (cumulative) sample size is lower than the calculated optimal information size (OIS)  

· total number of events is less than 300   

· 95% confidence interval (or alternative estimate of precision) around the pooled or best estimate of effect includes both negligible effect and appreciable benefit or appreciable harm. 


GRADE suggests that threshold for "appreciable benefit" or "appreciable harm" that warrants downgrading is a relative risk reduction (RRR) or relative risk increase (RRI) greater than 25%.  

EXCEPTION: 

When event rates are very low, 95% confidence intervals around relative effects can be very wide, but 95% confidence intervals around absolute effects may be narrow. Under such circumstances one may not downgrade the quality of evidence for imprecision.  

For continuous outcomes 

· 95% confidence interval includes no effect and the upper or lower confidence limit crosses the minimal 

· important difference (MID), either for benefit of harm  

· if the MID is not known or use of different outcomes measures required calculation of an effect size (ES), we suggest downgrading if the upper or lower confidence limit crosses an effect size of 0.5 in either direction.  

Publication Bias 

Publication bias is a systematic underestimate or an overestimate of the underlying beneficial or harmful effect due to the selective publication of studies (publication bias). That is, investigators fail to report studies they have undertaken (typically those that show no effect) 

Quality of evidence across studies for the outcome 

High: 

· Further research is very unlikely to change our confidence in the estimate of effect or accuracy. 

Moderate: 

· Further research is likely to have an important impact on our confidence in the estimate of effect or accuracy and may change the estimate. 

Low: 

· Further research is very likely to have an important impact on our confidence in the estimate of effect or accuracy and is likely to change the estimate. 

Very low: 

· Any estimate of effect or accuracy is very uncertain. 

