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Look at the year!! 

 
“No isolated experiment, however significant in 
itself, can suffice for the experimental 
demonstration of any natural phenomenon” 
 

Fisher RA. The design of experiments. 2nd edition. Edinburgh: Oliver and Boyd; 1937. 



Sackett DL, Rosenberg WM, Gray JA, Haynes RB, Richardson WS. BMJ. 1996;312(7023):71-2. 



Levels of evidence: 
Pyramid of evidence 



Sackett D, Strauss S, Richardson W, et al. Evidence-Based Medicine: How to Practice and Teach EBM. 2nd ed.  

Churchill Livingstone; Edinburgh: 2000 

Levels of evidence: 
Different approaches 

Adapted from Sackett, Straus, Richardson (2000): 



Levels of evidence: 
Different approaches 

NHMRC: National Health and Medical Research Council (AU) 

 NHMRC levels of evidence and grades for recommendations for developers of guidelines (2009)  



Levels of evidence: 
Different approaches 

National Comprehensive Cancer Network (NCCN) 

https://www.nccn.org/professionals/physician_gls/categories_of_consensus.aspx 





Recommendations: 

• clinicians initiate treatment in adults aged 60 years or older with systolic 
blood pressure persistently at or above 150 mm Hg to achieve a target 
systolic blood pressure of less than 150 mm Hg to reduce the risk for 
mortality, stroke, and cardiac events.  
 

• clinicians consider initiating or intensifying pharmacologic treatment in 
adults aged 60 years or older with a history of stroke or transient 
ischemic attack to achieve a target systolic blood pressure of less than 
140 mm Hg to reduce the risk for recurrent stroke.  



Oxford Centre for Evidence Based Medicine (OCEBM) 

LEVELS OF EVIDENCE and 
Grade of the recommendations 
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https://www.cebm.net/2016/05/ocebm-levels-of-evidence/ 



Levels of evidence: 
Pyramid of evidence 







GRADE evidence 
Grading of Recommendations Assessment, Development and Evaluation 

Atkins D et al. BMJ. 2004;328(7454):1490. 



GRADE evidence 
Grading of Recommendations Assessment, Development and Evaluation 

High (+4) 

Moderate (+3) 

Low  (+2) 

Very Low (+1)  

Guyatt G et al. J Clin Epidemiol. 2011;64: 383-394 



http://gdt.guidelinedevelopment.org/app/handbook/handbook.html 



making health care recommendations 
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http://gdt.guidelinedevelopment.org/app/handbook/handbook.html 



• Study Design 

• Quality 

• Inconsistency 

• Indirectness 

• Imprecision 

• Other factors 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Atkins D et al. BMJ. 2004;328(7454):1490. 



Scoring GRADE 
Score 

Study Design 

RCTs +4 

Observational studies +2 

Other designs +1 
Quality (Risk of Bias or 
limitations) 

Not serious 0 
Serious -1 

Very serious -2 
Inconsistency 

Not serious 0 
Serious -1 

Very serious -2 
Indirectness 

Not serious 0 
Serious -1 

Very serious -2 
Imprecision 

Not serious 0 
Serious -1 

Very serious -2 
Other factors 

Publication bias detected -1 

Large effect size +1 

Very large effect size +2 

Plausible confounders +1 

Dose respond gradient +1 



GRADE pro 



How to grade with GRADE 
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Guyatt G et al. J Clin Epidemiol. 2011;64: 383-394 



GRADE’s output 

Atkins D et al. BMJ. 2004;328(7454):1490. 



Reduction of risk of major adverse cardiovascular 
event (i.e. myocardial infarction, stroke, coronary 
revascularization, cardiac sudden death, and 
angina) 



GRADE: Study Design 
RCT 

RCT 

RCT 
RCT 

RCT 

RCT 
RCT 



GRADE: Quality 



GRADE: Inconsistency 



GRADE: Indirectness 



GRADE: Imprecision 



GRADE: Other 

Publication bias 
Large effect size 
Very large effect size 
Plausibel confounders 
Dose respond gradient 



GRADE: Final Score 

+4 -1 +0 +0 +0 +0 = 3 



Implications & Take home 

• Frequent incorrect use of the term ‘evidence’ 
• Evident ideas are not evidence 
• One study does not produce evidence 
• Several positive studies may not create evidence of a positive  effect 
 

• Evidence generation needs high quality primary studies 
 

• Evidence generation high quality synthetizing process 
 

• Not all the recommendations emerging from a systematic review are equal 
 

• We should get used to always evaluate the strength of each recommendation 


