JBI EVIDENCE SYNTHESIS

Supplemental File 5B: Adaptations of GRADE for evidence
syntheses

GRADE was developed to assess certainty of evidence for outcomes reported in systematic reviews
of interventions; accordingly, the assessment of certainty for other types of evidence syntheses
needs to consider different issues. We note developments in this area with regard to certain types of
non-intervention systematic reviews; we also consider specific issues related to the adaptation of
GRADE for overviews or umbrella reviews and briefly describe some examples of these advanced

syntheses.

Non-intervention systematic reviews

The GRADE working group provides guidance for adapting GRADE to prognostic systematic reviews!
and reviews of diagnostic test accuracy.>® GRADE adaptations have been developed and used in
systematic reviews of studies reporting on measurement properties and risk factors as well as

syntheses of qualitative research.

Measurement properties

COSMIN (COnsensus-based Standards for the selection of health Measurement INstruments) uses a
modified GRADE approach to assess certainty in reviews of studies reporting on measurement
properties.* It assesses similar factors to those considered in intervention reviews (eg, risk of bias
[RoB], inconsistency, indirectness, imprecision), but the starting point for downgrading or upgrading

depends on the rigor of a measurement tool’s development process.*

Qualitative

In the GRADE-CERQual (Confidence in the Evidence from Reviews of Qualitative research) approach,
an overall judgment of confidence is made on the basis of an assessment of four components:
methodological limitations, coherence, adequacy, and relevance.® In the JBI ConQual (Confidence in
the Output of Qualitative research synthesis) approach, synthesized findings of a meta-aggregative

review are ranked based on their creditability and dependability.®

Overviews or umbrella reviews

The application of the GRADE approach to overviews or umbrellas reviews requires adaptation
because these evidence syntheses summarize data from systematic reviews as opposed to primary
studies. It is essential that authors (and readers) understand the distinction between RoB
assessments of primary studies included in a systematic review as opposed to critical appraisals of
secondary studies (ie, systematic reviews) included in an overview. Another potential source of

confusion relates to the GRADE ratings of the overall certainty of a body of evidence reported by
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individual systematic reviews included in an overview. These ratings take into account the RoB
assessments of included primary studies but are not based on these exclusively; other factors are
considered that may upgrade or downgrade the overall certainty rating (see Table 5.1 in the main

text).

Umbrella review authors must critically appraise each included systematic review using AMSTAR-2
or ROBIS. As a separate and distinct component of overview development, authors should extract
and report the GRADE assessments reported by each systematic review included as evidence.
However, these may not be comparable for various reasons; in some cases, the overall certainty of
evidence may not be reported or it may be assessed using a tool other than GRADE.” If the included
systematic reviews in an overview do not report comparable certainty of evidence ratings for an
outcome of interest, the overall certainty of evidence may need to be assessed based on the
evidence at the primary study level as opposed to the systematic review level; in other words, a
new systematic review is necessary. Likewise, overview authors themselves may need to determine
GRADE assessments of overall certainty if they re-extract and re-analyze outcome data from

systematic reviews.’

Proposed quantitative criteria have been applied to assess the certainty of evidence for associations
of environmental risk factors with various diseases, and in genetic studies.®! These criteria reflect
the level of statistical support, the amount of data, the consistency across different studies, and
hints of potential bias.?? These criteria have been applied in multiple umbrella reviews summarizing

risk factor associations reported by umbrella reviews and systematic reviews with and without meta-

analyses. 315
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