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 Co-Chair GRADE working group

 CSO MAGIC Evidence Ecosystem Foundation

 UpToDate consultant



 Achieved goals

 Fundamental Guide to Clinical Practice

 GRADE and systematic reviews, guidelines

 Achieved goals/Unresolved Issues

 Hierarchy - ? Has it penetrated

 COVID – ? Can it continue?

 Electronic layered format, SOFs - ? Dissemination

 Unresolved issues

 Can we educate optimally and successfully

 Can we get right balance rigor and simplicity





25 part series in JAMA to 2000

EBM represents a new paradigm for medical practice

Less emphasis intuition, clinical experience, pathophysiologic rational

Instead evidence from clinical research



 Wide acceptance of basic principles
 Hierarchy of evidence, systematic reviews, V and P (SDM)

 Every undergraduate medical/health program
 Curricula based on Users’ Guides

 2007 BMJ EBM one of top 10 advance since 1840

	

Figure 1: Effect of steroids on mortality in community acquired pneumonia	



6 part series BMJ 2008

40 part series JCE



>110 organizations have adopted 



Certainty assessment criteria

Study Design Confidence in estimates Lower if Higher if

Randomized trials High Risk of bias

-1 Serious

-2 Very serious

Inconsistency

-1 Serious

-2 Very serious

Indirectness

-1 Serious

-2 Very serious

Imprecision

-1 Serious

-2 Very serious

Publication bias

-1 Likely

-2 Very likely

Large Effect

+ 1 Large

+ 1 Very large

Dose response

+1 Evidence of a gradient

All plausible confounding

+1 Would reduce a 

demonstrated effect or

+1 would suggest a spurious 

effect when results show no 

effect

Moderate

Observational studies Low

Very Low



 Strong recommendation
 Benefits clearly outweigh risks/hassle/cost

 Risk/hassle/cost clearly outweighs benefit

 Rating down
▪ Close balance evidence and harms/burdens

▪ Low certainty of evidence

▪ Uncertainty, variability values and prerference

▪ Issues with feasibility, acceptability, equity



 Variability in patient preference
 Strong, almost all same choice (> 90%)

 Weak, choice varies appreciably

 Interaction with patient
 Strong, just inform patient

 Weak, ensure choice reflects values

 Use of decision aid
 Strong, don’t bother; weak, use the aid



 Achieved goals

 Fundamental Guide to Clinical Practice

 GRADE and systematic reviews, guidelines

 Achieved goals/Unresolved Issues

 Hierarchy - ? Has it penetrated

 COVID – ? Can it continue/extend?

 Electronic layered format, SOFs - ? Dissemination

 Unresolved issues

 Can we educate optimally and successfully

 Can we get right balance rigor and simplicity



Case-Control

Case Series

Observational Studies

RCT

Prospective

Retrospective

Systematic Review / 

Meta-analysis

Nonsystematic Clinical Experience 





 Rapid conduct of platform clinical trials
 Vaccines, 3 drugs for non-severe, 4 for severe

 Rapid production of trustworthy guidelines



https://www.who.int/publications/i/item/WHO-2019-nCoV-therapeutics-2021.1

https://www.who.int/publications/i/item/WHO-2019-nCoV-therapeutics-2021.1


 Achieved goals

 Fundamental Guide to Clinical Practice

 GRADE and systematic reviews, guidelines

 Achieved goals/Unresolved Issues

 Hierarchy - ? Has it penetrated

 COVID – ? Can it continue?

 Electronic layered format, SOFs - ? Dissemination

 Unresolved issues

 Can we educate optimally and successfully

 Can we get right balance rigor and simplicity





Cross-sectional, paper-based survey 

Academic centers in 8 countries,

Internal and family medicine, 531/610 (87%)

Problem: Clinicians don’t understand results

So how can they do shared decision-making?



 Success of EBM, Users Guides and GRADE

 Make complex simple – some sacrifice

 Lost balance: Cochrane RoB 2
 Alternative instrument

 12 experts: methods paper 1 1st/last, 2 others

 Only one said no

 ROBINS-I right off the rails

 Smart PhD at defence: ”Torture”

 GRADE risks same problem



 Achieved goals 

 EBM has changed practice of medicine worldwide

 Three principles widely acknowledged (V and P, SDM less)

 GRADE now core in systematic reviews, guidelines
 Guidelines becoming trustworthy, UpToDate, Dynamed

 Partially and unfulfilled

 COVID: rapid trials, living reviews/guidelines, optimal format

 Education clinicians understand magnitude of effects, SDM

 Return optimal balance methodological rigor versus simplicity


