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Understanding GRADE

• Overview of GRADE methodology

• Key principles and concepts

• Evidence to Decision Frameworks



Guidelines

“Guidelines are systematically developed evidence-based statements 
which assist providers, recipients and other stakeholders to make 
informed decisions about appropriate health interventions.”

WHO 2003, 2007, 2014 



Three approaches to guideline development

• Standard development of own guidelines

• Adoption of source guidelines

• Adaptation of source guidelines



The guideline



The recommendation



The recommendation

• The recommendation statement represents the answer to a priority 
question of the target users



The recommendation



The recommendation

Should healthcare workers who have had an exposure to Ebolavirus or 
Marburgvirus, be excluded from work versus not excluded from work?

The question



Questions and recommendations

• Question:

Should Population, receive Invervention versus Comparator?



Questions and recommendations

• Question:

Should Population, receive Invervention versus Comparator?

• Recommendation:

WHO recommends Population, receives Invervention versus Comparator



Beyond flipping the question into an answer

• Strength of recommendation

• Remarks

• Implementation considerations









Developing recommendations is a decision 
making process



Decision making process

• Who is making the decision

• The options being considered

• Factors based on which decision is made

• Data based on which those factors are judged



Who is making the decision

• Panel members

➢Representing different stakeholders

➢Managing conflicts of interest



The options being considered

• Question:

Should Population, receive Invervention versus Comparator?

• Recommendation:

WHO recommends Population, receives Invervention versus Comparator



Factors based on which decision is made



Evidence on 
health effects

Evidence on 
contextual 

factors



Data based on which those factors are judged





Decision making process

• Who is making the decision

• The options being considered

• Factors based on which decision is made

• Data based on which those factors are judged



Typical approach to develping guidelines?



Credit: Kim Lindblade



Grades of Recommendation Assessment, 
Development and Evaluation

www.gradeworkinggroup.org

2008 BMJ series 

2011 JCE series

http://www.gradeworkinggroup.org/


Adopted by more than 200 organizations
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http://whqlibdoc.who.int/hq/2003/EIP_GPE_EQC_2003_1.pdf
http://www.endo-society.org/
http://www.chestnet.org/
http://www.uptodate.com/service/editorial_policy.asp
http://asr.regione.emilia-romagna.it/wcm/asr/eventi/2006/20060504_sem_gradeprier.htm
http://www.health.gov.on.ca/english/providers/program/mas/mas_mn.html
http://www.aezq.de/?set_language=en&cl=en
http://www.survivingsepsis.org/
http://www.thoracic.org/
http://www.acponline.org/
http://www.cochrane.org/
http://www.kdigo.org/
http://www.ests.org/
http://resources.bmj.com/bmj/authors/article-submission/article-requirements
http://www.ahrq.gov/
http://www.sccm.org/
http://www.nice.org.uk/
http://www.kunnskapssenteret.no/index.php?show=38&expand=14,38
http://www.uphs.upenn.edu/cep/
http://www.medizin.uni-halle.de/pflegewissenschaft/index.php?id=346
http://www.provincia.bz.it/sanita/2305/weiterbildung/i/list_i.asp?kki=620000025
http://www.vascularweb.org/
http://www.clinicalevidence.com/
http://ebmg.wiley.com/ebmg/ltk.koti
http://ebm.org.pl/
http://ersnet.org/
http://wwwsoc.nii.ac.jp/jstmj/
http://www.socialstyrelsen.se/en/
http://cadth.ca/
http://www.idsociety.org/
http://www.semfyc.es/es/
http://www.childrensnational.org/EMSC/
http://www.sbu.se/en/
http://www.sign.ac.uk/
http://www.tbevidence.org/
http://eapps.ngha.med.sa/ebm/
http://www.asge.org/PublicationsProductsIndex.aspx?id=352
http://www.easl.ch/
http://www.cdc.gov/hicpac/guidelineMethod/guidelineMethod.html
http://finohta.stakes.fi/EN/index.htm
http://www.nhshealthquality.org/
http://www.aasld.org/
http://www.ccs.ca/consensus_conferences/index_e.aspx
http://www.worldallergy.org/
https://www.kaiserpermanente.org/
http://www.emcdda.europa.eu/best-practice
http://www.winfocus.org/
http://www.springer.com/medicine/critical+care+and+emergency+medicine/journal/13089
http://asccp.org/
http://www.cbo.nl/en/
http://www.systematic-reviews.com/
http://www.canadiantaskforce.ca/
http://www.kidney.org/professionals/KDOQI/guidelines_process.cfm
http://www.icsi.org/
http://www.wsacs.org/
http://www.fascrs.org/
http://www.aasmnet.org/
http://www.kce.fgov.be/index_en.aspx?SGREF=5211
http://www.rki.de/cln_153/nn_217358/EN/Home/homepage__node.html?__nnn=true


GRADE framework

• Relies on a systematic, explicit and transparent approach

• Emphasizes:
• Certainty of evidence assessment

• Contextualization



Evidence on 
health effects

Evidence on 
contextual 

factors



Balance of benefits & harms
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Balance of benefits & harms

• The larger the difference between benefits and harms → the more 
likely the recommendation will be strong

• The smaller the difference between benefits and harms → the more 
likely the recommendation will be conditional
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Certainty of evidence

• Extent to which the confidence in the estimate of effect is adequate 
to support decision
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Certainty of evidence



Certainty of evidence

• The higher the certainty of evidence → the more likely the 
recommendation will be strong

• The lower the certainty of evidence → the more likely the 
recommendation will be conditional
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Values and preferences

• The lower the variability and uncertainty in values associated with 
outcomes relevant to a policy are → the more likely the 
recommendation will be strong

• The greater the variability and uncertainty in values associated with 
outcomes relevant to a policy are → the more likely the 
recommendation will be conditional
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Resource use

• Most of the interventions have resource implications : type, 
availability, amount

• Many of the resource implications are major

• Cost, opportunity cost

42



Resource use

• The lower the resources required for a policy are → the more likely 
the recommendation will be strong

• The higher the resources required for a policy are → the more likely 
the recommendation will be conditional
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Equity

• The greater the positive effect on equity of a policy is → the more 
likely the recommendation will be strong

• The greater the negative effect on equity of a policy is → the more 
likely the recommendation will be conditional



Acceptability

• The more acceptable to key stakeholders a policy is → the more likely 
the recommendation will be strong

• The less feasible to key stakeholders a policy is → the more likely the 
recommendation will be conditional



Feasibility

• The more feasible a policy is → the more likely the recommendation 
will be strong

• The less feasible a policy is → the more likely the recommendation 
will be conditional



Evidence on 
health effects

Evidence on 
contextual 

factors



Practically











Understanding GRADE

• Overview of GRADE methodology

• Key principles and concepts

• Evidence to Decision Frameworks





GRADE EtD in practice

• Key considerations in the development of EtD frameworks

• Case studies in the use of GRADE EtD



Outline

• Importance of contextual factors

• What are the contextual factors

• How to gather infomration on contextual factors

• How to use contextual factors in the guideline process
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Importance of contextual factors

• WHO handbook: One of the roles of the guideline development group 
(GDG) is to “formulate recommendations taking into account 
benefits, harms, values and preferences, feasibility, equity, 
acceptability, resource requirements and other factors, as 
appropriate” (1). 



Importance of contextual factors

• 4 examples to illustrate the importance of contextual factors



Importance of contextual factors (example 1)

Developing a recommendation requires judging the balance of health 
effects (i.e., desirable effects versus undesirable effects)



Importance of contextual factors (example 1)

• For patients with condition X, intervention A (compared with no 
intervention A) leads to:
• 10 less deaths per 1000 patients (over one year)

• 20 more episodes of diarrhea per 1000 patients (over one year)

• Would you judge the balance of health effects as favoring A or not 
favoring A?



Importance of contextual factors (example 2)



Importance of contextual factors (example 2)

• Patients with cancer X, chemotherapy A leads to:
• Improved survival (3 months)

• Worsening quality of life

• For which of the following 2 groups are you more likely to judge the 
balance of effects as favoring chemotherapy A?
• Patients with cancer X seeking cure?

• Patients with cancer X seeking palliative care?



Importance of contextual factors (example 2)

• Developing a recommendation requires judging the balance of health 
effects (i.e., desirable effects versus undesirable effects)

• Judging the balance of health effects requires consideration of the 
relative valuation of outcomes

• Valuation of outcomes can vary between individuals, religious groups, 
countries, etc.



Importance of contextual factors (example 3)



Importance of contextual factors (example 3)

• Intervention reduces mortality by half (Relative Risk Reduction 50%)

• What is the reduction in mortality if the baseline risk (incidence) is:
1. 400,000 per 1000,000 →
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2. 4000 per 1000,000→
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Importance of contextual factors (example 3)

• Intervention reduces mortality by half (Relative Risk Reduction 50%)

• What is the reduction in mortality if the baseline risk (incidence) is:
1. 400,000 per 1000,000 → 200,000 avert death

2. 4000 per 1000,000→ 2000 avert death

3. 4 per 1000.000→ 2 avert death



Importance of contextual factors (example 3)

• Intervention reduces mortality by half (Relative Risk Reduction 50%)

• What is the reduction in mortality if the baseline risk (incidence) is:
1. 400,000 per 1000,000 → 200,000 avert death

2. 4000 per 1000,000→ 2000 avert death

3. 4 per 1000.000→ 2 avert death

• In which of the 3 cases are you more likely to recommend the 
intervention?



Importance of contextual factors (example 3)

• Quantifying the effect of an intervention on an outcome requires the 
consideration of its baseline risk (incidence)

• The lower the incidence, the lower the absolute effect, the less likely 
the recommndation to be in favor



Importance of contextual factors (example 4)



Importance of contextual factors (example 4)

• In patients with condition X, intervention A (compared with no intervention A) is 
judged to have a favorable balance of health effects

• Under each of the following scenario
1. If A widely acceptable 
2. If A is widelly unacceptable 
3. If A is acceptable in some but not all settings in your jurisdiction

• Would you recommend A to: 
• All
• Some
• None
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Importance of contextual factors (example 4)

• In patients with condition X, intervention A (compared with no intervention A) is 
judged to have a favorable balance of health effects

• Under each of the following scenario
1. If A widely acceptable 
2. If A is widely unacceptable 
3. If A is acceptable in some but not all settings in your jurisdiction

• Would you recommend A to: 
• All
• Some
• None



Importance of contextual factors (example 4)

• A management option could be effective and safe, but 
• Not acceptable to key stakeholders

• Not feasible

• Not affordable

• This would limit its ‘implementability’ and subsequently limit the 
expected desirable consequences



Importance of contextual factors

• Consider whether acceptability (or feasibility, or cost) varies across 
settings within the jurisdiction 

→ condition to consider these factors setting when interpreting 
the recommendation

Contextual factors become more important when the certainty of 
evidence about health effects if low or very low

Also consider the implications for the implementation considerations



Outline

• Importance of contextual factors

• What are the contextual factors

• How to gather infomration on contextual factors

• How to use contextual factors in the guideline process



What are the contextual factors 

• Outcomes
• Valuation of outcomes 

• Baseline risk of outcomes

• Interventions
• Resource use

• Acceptability

• Feasibility



Valuation of outcomes

• Generate a list of outcomes of interest
• efficacy and safety  

• morbidity, mortality, and patient-reported outcomes (e.g., quality of life). 



Valuation of outcomes

• For guideline panelists to judge the extent of the desirable effects, 
they need to consider both the effect of the intervention on each 
relevant outcomes, as well as the valuation of those outcomes 



Valuation of outcomes

• Influenced by several characteristics 
• Severity of the outcome experience

• Duration

• Reversibility

• Sequelae

• Consequences (e.g., reduction in productivity). 



What are the contextual factors 

• Outcomes
• Valuation of outcomes 

• Baseline risk of outcomes

• Interventions
• Resource use

• Acceptability

• Feasibility



Incidence of outcomes



Resource use

• May relate to: 
• Healthcare resources (e.g., costs of the intervention, healthcare workers’ 

time, hospital visits, home visits); 

• Non-healthcare resources (e.g., social welfare services); 

• Patient and informal caregiver resources (e.g., time of caregiver in providing 
care) 

• It is important to determine the perspective the resource use is being 
considered from (i.e., who pays) 



Resource use

• It is optimal to list resources (e.g., the number and types of machines 
needed) as opposed to simply providing their monetary value. 



Impact on equity

• Health equity: “the absence of unfair and avoidable or remediable 
differences in health among population groups defined socially, 
economically, demographically or geographically” 



Impact on equity

• Subgroups for whom equity might be particularly relevant are 
typically defined in relation to PROGRESS:
• Place of residence

• Race/ethnicity/culture/language

• Occupation

• Gender/sex

• Religion

• Education

• Socioeconomic status

• Social capital 



Acceptability

• Perception among stakeholders that a given intervention is 
appropriate, agreeable, tolerable, or satisfactory 

• Acceptability of an intervention should be judged regardless of its 
potential to cause benefit or harm (avoid double counting)



Acceptability

• Affected by 
• the characteristics of the intervention (e.g. complexity or comfort related to 

the intervention of interest) 

• the person’s culture, preferences, beliefs, and experiences related to the 
intervention 

• Example, when considering a vaccination intervention, issues with 
acceptability could be affected by:
• the perception of the vaccine and disease, the process to get vaccinated

• Individual’s beliefs, experiences and trust in health providers, and the media 



Feasibility

• The extent to which an intervention can be successfully carried out 
within a given setting 

• Feasibility considers barriers and facilitators to implementing the 
intervention, resources needed (e.g., human resources), 
sustainability, availability, accessibility, and the potential for 
integration of an intervention within an existing health program 



Outline

• Importance of contextual factors

• What are the contextual factors

• How to gather infomration on contextual factors

• How to use contextual factors in the guideline process



Sources of information 

• What are potential sources of information for the contextual factors?



Sources of information 

• What are potential sources of information for the contextual factors?



Sources of information 

• Baseline risks/incidence of outcomes
• Repositories, databases

• Other contextual factors
• Input of panel members

• Consultation with stakeholder groups 

• Systematic review of the literature 

• Primary research 



Outline

• Importance of contextual factors

• What are the contextual factors

• How to gather infomration on contextual factors

• How to use contextual factors in the guideline process



Evidence to Decision Framework

• GRADE evidence-to-decision (EtD) tables 
• ‘Use evidence in a structured and transparent way to inform decisions” 

• Account for factors important for developing recommendations, including 
‘health effects’ and ‘contextual factors’ 



Evidence on 
health effects

Evidence on 
contextual 

factors



Case study



Recommendation question

• Should healthcare workers with contact with patients who have Ebola 
disease or Marburg disease cover their head and neck skin in addition 
to covering their mucous membranes or only cover their mucous 
membranes?









• Concern about EVD transmission
• EVD can be fatal while AEs are less serious
• AEs can be prevented, and  managed
• Incidence of EVD transmission is higher than 

the incidence of AEs

• Concern about AEs
• AEs can cause inappropriate use of PPE, 

which will expose HCWs to EVD

• AEs can be dangerous (e.g., dehydration, 
overheating) 





• Larger costs/moderately larger costs: more PPE being used, waste management associated 
with disposal

• Negligible difference in costs and savings: most PPEs have a hood

• Larger savings/moderately larger savings: difference in cost is minimal compared to benefits of 
decreasing transmission 

• Varies: depends on whether integrated hoods used, depends on the supplier











• More feasible/probably more feasible: can be done easily 

• Less feasible/probably less feasible: donning and doffing takes more time, is more complicated, and costly; compliance issues

• Varies: different availability by setting









In summary

• GRADE methodology stresses:
• An structured approach

• An evidence informed approach

• Transparency

• Evidence to Decision (EtD) framework emphsizes:
• Contextual factors

• Consensus approach



Thank you!!


