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Introduction

- Network meta-analysis (NMA) allows assessing the comparative 

effectiveness of multiple interventions by combining direct and 

indirect evidence in one statistical model 

>>  be able to compare every pair of interventions even if they 

have not been compared directly in trials
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Introduction

- Assessing the “Certainty of the evidence(CoE)” from NMAs is 

crucial for interpreting those estimates and moving from evidence 

to decision. 
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GRADE for NMA
- The GRADE (grading of recommendations, assessment, 

development, and evaluations) working group for NMA

- Firstly proposed in 2014

- Certainty of the evidence = how confident we are that the true effect 
of an intervention is close to what the studies found.

GRADE rates evidence for each outcome as:

High (⊕⊕⊕⊕) — Very confident in the effect estimate.

Moderate (⊕⊕⊕◯) — Moderately confident; true effect may differ slightly.

Low (⊕⊕◯◯) — Limited confidence; true effect may differ substantially.

Very Low (⊕◯◯◯) — Very little confidence in the effect estimate.
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GRADE for NMA

- Five Domains That Can Lower Certainty

1. Risk of Bias — Flaws in study design or execution.

2. Inconsistency — Wide variation in results across studies.

3. Indirectness — Evidence doesn’t directly apply (e.g., different 

population or intervention).

4. Imprecision — Small sample sizes or wide confidence 

intervals.

5. Publication Bias — Missing studies, often with negative or null 

results.
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Adequate assessment of the CoE for every assessed outcome 

requires 

- NMA estimates and 95% CI for every comparison using both 

relative and absolute estimates of effect for each outcome

- Direct and indirect estimates and 95% CI for each comparison

- Risk-of bias assessments for each outcome 

- Forest plots of all direct comparisons

- Network plot for each outcome

Data preparation
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Process for assessing CoE for NMA
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Process for assessing CoE for NMA

Direct estimate

GRADE Rating Levels for Each Domain
Not serious (0) : the issue is negligible or well-managed.

Serious (-1 level) : The issue likely affects confidence in the results.

Very serious (-2 level) : The issue severely limits confidence in the results.



12

Process for assessing CoE for NMA

Direct estimate
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- The certainty of the evidence of indirect comparisons is based on the certainty 

ratings of the direct comparisons on which those indirect estimates are calculated.

- The initial certainty of the indirect estimate is the lowest of the preliminary 

certainty ratings of the direct comparisons that constitute the most dominant first 

order loops

Process for assessing CoE for NMA

Indirect estimate
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- The transitivity assumption must not be violated 

- Can be assessed using checklists, or the ICEMAN instrument.

Process for assessing CoE for NMA

Indirect estimate
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Process for assessing CoE for NMA

Indirect estimate
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Process for assessing CoE for NMA

Network estimate

- The initial certainty of network estimate is based on the information size, result 

from direct or indirect preliminary certainty rating in step A and B
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Process for assessing CoE for NMA

Network estimate

- When results from direct and indirect estimate diverge beyond 

what chance can explain and reviewers fail to identify an 

explanation, reviewers should consider rating down the certainty 

of the NMA estimate for incoherence.
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Process for assessing CoE for NMA

Network estimate
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Process for assessing CoE for NMA

Best estimate
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- The GRADE working group has provided guidance on

how to draw conclusion from an NMA using contextualised

frameworks.

- Interventions placed in higher categories are likely to be more 

effective than interventions placed in lower categories. 

- Use of these frameworks can be especially useful in the context of

large NMAs.

Conclusion



Question and answer

Thank you
For your attention


