
DECIDE project conference, June 2 2014

GRADE: What Does It 

Offer To Guideline 

Producers? 

Holger Schünemann, MD, PhD
Professor and Chair, Dept. of Clinical Epidemiology & Biostatistics

Professor of Medicine

Michael Gent Chair in Healthcare Research

McMaster University, Hamilton, Canada

@schunemann_mac



Disclosure

• Co-chair GRADE Working Group

• World Health Organization: various committees

– Co-director, WHO collaborating center on evidence 

informed policy making

• Cochrane Collaboration – Steering group

• GIN – Board of Directors

• No direct financial COI
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• Methods application and research

– Guideline development

– DECIDE project

• Network

• Support to decision makers

– Direct

– Indirect



• International contributors (>300) with diversity in 

background beginning in 2000

• Developed a unifying, transparent and sensible system 

for grading the quality of evidence and developing 

recommendations 

• First articles in 2003 & 2004

• 2008 BMJ series > 1250 citations

• 2011 JCE series

• Various other publications (incl. GRADE Handbook)

• Over 70 organizations adopted or use GRADE

CMAJ 2003, BMJ 2004, BMC 2004, BMC 2005, 

AJRCCM 2006, Chest 2006, BMJ 2008, JCE 2011-

2012

http://www.sign.ac.uk/
http://www.sign.ac.uk/




Rest of today’s 

presentation
• Process of using GRADE

• Structure

– Examples

• Criteria for decision-making

• Guidance 

• Tools

– Guideline Development Checklist (GDC)

– GRADE Guideline Development Tool (G2DT)



Guidelines…

… are recommendations intended to assist
providers and recipients of health care and other
stakeholders to make informed decisions. 

WHO 2003, 2007
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Recommendation/Decision

Evidence synthesis (SR, HTA)

P

I

C

O

Outcome

Outcome

Outcome

Outcome

Critical

Important

Critical

Not
Summary of findings & 

estimate of effect for 

each outcome

Grade overall 

quality  of  evidence 

across outcomes based on 

lowest quality 

of critical outcomes

Randomization raises 

initial quality

RCTs: high

Observational: low

1. Risk of bias

2. Inconsistency

3. Indirectness

4. Imprecision

5. Publication biasG
ra

de
  d

ow
n

G
ra

de
  u

p 1. Large effect

2. Dose  response

3. Opposing bias & 

Confounders

Very low

Low

Moderate

High

Grade recommendations

(Evidence to Decision)

• For or against (direction) 

• Strong or conditional/weak (strength)

By considering balance of consequences 

(evidence to recommendations):

 Quality of evidence

 Balance benefits/harms

 Values and preferences 

 Feasibility, equity and acceptability

 Resource use (if applicable)

Formulate Recommendations/Decision

“The panel recommends that ….should...” 

“The panel suggests that ….should...” 

“The panel suggests to not ...” 

“The panel recommends to not...”

Transparency, clear, actionable

Research?

Guideline/Decision
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Interactive website



//localhost/Users/Hojes/Dropbox/GDT Videos/Checklist Website Video 1/Website Video.avi
//localhost/Users/Hojes/Dropbox/GDT Videos/Checklist Website Video 1/Website Video.avi
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GRADE applied

• Focused on management and diagnostic questions and 

how to use evidence to make recommendations (for 

health care related recommendations)
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Schünemann et al. PLOS Med & Lancet ID, 2007
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• Question/Problem

• Benefits and harms
• Quality of evidence

• Values

• Resources

• Equity

• Acceptability

• Feasibility

• Recommendation

• Implementation
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On Dec. 28, 2012, the U.S. Food and Drug 

Administration approved [bedaquiline] as part 

of combination therapy to treat adults with 

multi-drug resistant pulmonary tuberculosis 

(TB) when other alternatives are not available.



[bedaquline] is being approved under the FDA’s 

accelerated approval program, which allows the 

agency to approve a drug to treat a serious disease 

based on clinical data showing that the drug has an 

effect on a surrogate endpoint ... 

9 patients who received [bedaquiline] died 

compared with 2 patients who received placebo. ….



World Health Organization

• provides TB diagnosis and treatment 

guidelines

• new TB pharmaceuticals developed, in 

particular for drug resistant TB

• demand from country programs, funders, 

patients, advocates, clinicians, public 

health officers

• new policy guideline for bedaquiline

– independent of other decisions











WHO 2013



Evidence profiles

Question and source of evidence (systematic review)

Population, intervention, comparator, outcomes

OutcomesMethods and evaluation Effect estimates
Certainty/quality by 
outcome:
• High
• Moderate
• Low
• Very low
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59 events in 
132 patients
120 weeks

RR = 1.81 
for cure26/100 more 

patients cured

10 events in 
160 patients
120 weeks

1 “phase 2” RCT 
evaluating cure

RR = 9.23 
for death

10/100 more 
patients dead

Mortality –
SAE?

WHO, 2013

Reanalysis of trial 
data, contact with 

sponsor; overall low 
to very low certainty 

in the evidence









Panel decision: including deliberations

Duly informed decision-making: informed consent



Research gaps

Implementation and feasibility

Phase 3 clinical trial(s) of 

safety and efficacy of 

bedaquiline ….accelerated





Use of the EtD in real 

guidelines
+ user testing

• WHO Bedaquiline and ??? TB guideline

• World Allergy Organization guidelines on 

probiotics

• Rare Disease guidelines 

(rarebestpractices.eu)

• 10 guidelines (79 recommendations) in 

collaboration with the MoH in Saudi Arabia



DevelopmentAdaptation

Adolopment @schunemann_mac

Adaptation Development
AdoptionAdoption
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• Question/Problem

• Benefits and harms
• Quality of evidence

• Values

• Resources

• Equity

• Acceptability

• Feasibility

• Recommendation

• Implementation



G

R
A

D
E

 w
o
rk

s
?

NICE
n=55

CEBM
n=54

SIGN
n=53

GRADE
n=54

Randomised to an evidence-
based clinical 

recommendation: Rx of 
diarrhoea graded with...

RCT of 

participants

n=216

Intended decision: 10 cm visual analog scale
Cuello et al, 2011



Baseline 5.61 
(4.75 to 6.46)

4.75
(3.77 to 5.73)

6.09

(5.34 to 

7.06)

6.03 
(5.20 to 7.02)

After 5.56 
(4.70 to 6.43)

4.66
(3.73 to 5.59)

5.77

(4.85 to 

6.68)

3.84 
(3.0 to 4.7)

0.08
(-0.52 to 

0.69)

0.31
(-0.41 to 

1.05)

2.18
(1.48 to 2.88)

0.04
(-0.68 to 

0.77)

Mean

difference
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GRADE’s ongoing work

• Evidence to decision work

• Software/electronic tool box

• Non-randomized studies – risk of bias 

assessment: where do we start in 

GRADE?

• Prognosis and risk factors

• Network meta-analysis

• Environmental health

• Rare disease
@schunemann_mac



Questions
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