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This presentation 

• Review work on GRADE decision criteria 

• GRADE Evidence to decision 

frameworks 

– Users 

– Use 

– Utility 
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Grade recommendations 

(Evidence to Recommendation) 

• 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 ( | …) 

“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 



Balancing desirable and 

undesirable consequences 

weak 

 

 

 

 

 

 

 

 

Strong  For Against 

Outcomes x 
importance 
(values) x $ 

Outcomes x 
importance 

(values) x $$$ 



World Health Organization 

guidelines 

Schunemann, Hill et al., The Lancet ID, 

2007 
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Schünemann et al. Lancet ID & PLOS Med 2007 

x 



Factors Impact on the strength of a recommendation 

Balance between 

desirable and 

undesirable effects 

Larger the difference between the desirable and 

undesirable effects, more likely a strong 

recommendation warranted.  Narrower the 

gradient, more likely weak recommendation 

warranted 

Certainty (quality) of 

the evidence 

Higher the quality of evidence, more likely a strong 

recommendation warranted 

Relative importance of 

the outcomes 

(“values and 

preferences”) 

More variability in values and preferences, or more 

uncertainty in values and preferences, more likely 

weak recommendation warranted 

Costs (“resource use”) Higher the costs of an intervention – that is, the more 

resources consumed – less likely a strong 

recommendation warranted 

GRADE factors determining the direction and 

strength of a recommendation 



Recommendation:		In	settings	where	LEEP/LLETZ	is	available	and	accessible,	the	expert	panel	suggests	

treatment	with	LEEP/LLETZ	over	cryotherapy.			

Population:		Women	with	histologically	confirmed	CIN	

Intervention:		Cryotherapy	versus	LEEP	

Factor	 Decision	 Explanation		

High	or	moderate	evidence	

(is	there	high	or	moderate	
quality	evidence?)	
	
The	higher	the	quality	of	evidence,	
the	more	likely	is	a	strong	
recommendation.		

¨	Yes	

x	No	
ÅÅOO	

There	is	moderate	quality	evidence	from	both	

randomised	and	observational	controlled	studies	
for	recurrence	rates.		However,	there	is	low	quality	
evidence	for	other	outcomes	which	were	

considered	critical	and	important	for	decision	
making	(e.g.,	severe	adverse	events,	cervical	

cancer).		There	is	uncertainty	for	fertility	and	other	
obstetrical	outcomes,	and	HIV	

acquisition/transmission	was	not	measured.	
Certainty	about	the	balance	

of	benefits	versus	harms	and	
burdens		

(is	there	certainty?)	
	
The	larger	the	difference	between	
the	desirable	and	undesirable	
consequences	and	the	certainty	
around	that	difference,	the	more	
likely	a	strong	recommendation.		
The	smaller	the	net	benefit	and	the	
lower	the	certainty	for	that	benefit,	
the	more	likely	is	a	conditional/	
weak	recommendation.	

¨	Yes	
x	No	

Benefits	of	

LEEP	were	
greater,	and	

harms	were	
fewer	or	

similar		

§ Recurrence	rates	of	CIN	I,	CIN	II-III	and	all	CINs	

are	probably	greater	with	cryotherapy	
o CIN	II-III,	OR	3.3	(1.04	to	10.46)	

o CIN	I,	OR	2.74	(0.62	to	12.07)	
o All	CIN,	OR	2.14	(1.05	to	4.33)	

§ Cryotherapy	may	be	less	acceptable	to	patients	
than	LEEP	

§ There	may	be	little	difference	in	serious	

adverse	events	between	cryotherapy	and	LEEP,	
but	there	may	be	fewer	minor	adverse	events	

(such	as	pain)	with	cryotherapy	
§ It	is	unclear	whether	there	is	a	difference	in	

fertility/obstetric	outcomes	

Certainty	in	or	similar	values	
(is	there	certainty	or	
similarity?)	
	
The	more	certainty	or	similarity	in	
values	and	preferences,	the	more	
likely	a	strong	recommendation.	

xYes	
¨	No	

Similar	
values	across	
women	

§ High	value	was	placed	on	CIN	recurrence,	

serious	adverse	events	and	acceptability	to	the	
patient	

§ Low	value	was	placed	on	minor	adverse	events	

	

Resource	implications	

(are	resources	worth	
expected	benefits?)	
	

The	lower	the	cost	of	an	
intervention	compared	to	the	
alternative	that	is	considered	and	
other	costs	related	to	the	decision	–	
that	is,	fewer	resources	consumed	–	
the	more	likely	is	a	strong	
recommendation.	

xYes	
¨	No	

More	
resources	

required	for	
LEEP	

§ Need	for	more	skilled	providers	to	perform	

LEEP	
§ Need	for	more	or	expensive	

equipment/supplies	for	LEEP;	electrical	supply	
for	LEEP	

§ Need	for	local	anaesthesia	with	LEEP		

Overall	strength	of	
recommendation	

Conditional	

	

Santesso et al, WHO 2010, IJGO 2012 



• Criteria on which a recommendation is 

based   

• Judgements that must be made in 

relation to each criterion 

• Research evidence to inform each 

judgement 

• Additional considerations that inform or 

explain each judgement 

 

EtD frameworks 



GRADE Evidence to Decision 

(EtD) framework 
Can help guideline panels (and decision makers) 
move from evidence to a recommendation or 
decision by 

• Informing judgements about the pros and cons of 
each option (intervention) 

• Considering each important factor that determine 
a decision (criteria) 

• Providing a concise summary of the best available 
research evidence to inform judgements  

• Helping to structure discussion and identify 
reasons for disagreements 

• Making the basis for decisions transparent and 
adaptable for target audiences 



Development of EtD frameworks 

An iterative process: 

• GRADE Working Group’s approach  

• Review of relevant literature and surveys 

• Brain storming 

• Feedback from stakeholders 

• Application to examples 

• User testing 



Criteria 

1. Is the problem a priority? 

2. How substantial are the desirable anticipated effects? 

3. How substantial are the undesirable anticipated effects? 

4. What is the overall certainty of the evidence of effects? 

5. Is there important uncertainty about or variability in how much 
people value the main outcomes? 

6. Does the balance between desirable and undesirable effects 
favour the option or the comparison? 

7. How large are the resource requirements (costs)? 

8. What is the certainty of the evidence of resource requirements 
(costs)? 

9. Does the cost-effectiveness of the intervention favour the option 
or the comparison? 

10. What would be the impact on health equity? 

11. Is the option acceptable to key stakeholders? 

12. Is the option feasible to implement? 
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• Question/Problem 

• Benefits and harms 

• Quality of evidence 

• Values 

• Resources 

• Equity 

• Acceptability 

• Feasibility 

• Recommendation 



Evidence is essential to inform 

decisions, 

but requires judgments 
Judgements are needed, including 

judgements about each factor that 

needs to be considered 



Judgements 



WHO 2013 



For groups making 

recommendations 

• Question 
– Details 

– Subgroups 

– Background 

• Assessment 
– Criteria 

– Judgements 

– Research evidence 

– Additional considerations 

• Conclusions 
– Type of recommendation 

– Recommendation 

– Justification 

– Implementation considerations 

– Monitoring and evaluation 

– Research considerations 

 



For groups using 

recommendations 

• The question and background in their 

context 

• An assessment in their context 

• Decision 

• Justification 

• Implementation considerations 

• Monitoring and evaluation 

 



Different frameworks for different 

types of recommendations and 

decisions 
• Clinical recommendations from a population 

perspective 

• Clinical recommendations from an individual 
patient perspective 

• Coverage decisions 

• Health system and public health 
recommendations 

• Recommendations and coverage decisions 
for diagnostic and other tests 



Use of the EtD in real guidelines  
+ user testing 

• 22 guidelines (225 recommendations) in 

collaboration with the MoH in Saudi Arabia 

• Live use of EtDs during guideline process 

• Capacity building in guideline development 

 

 

 



Guideline ‘Ad-o-lopment’ 
Ad-o-lopment = Adaptation + Adoption + Development 

1. Prioritizing questions 

2. Identifying and updating existing evidence syntheses, 
including systematic reviews, HTAs, and evidence 
reports on effects of interventions 

3. Systematic reviews for “other information” required for 
EtD 

4. Developing recommendations in a structured and 
transparent way for a specific healthcare setting using 
EtDs in group meetings 

 

Not simply adopting recommendations from previous 
guidelines.  

 



The question 



Evidence profiles or Summary of 

Findings table 



The GRADE EtD 

Evidence-to-Decision 
Framework 

 EP or SoF Table 

 Values 

 Resources 

 Equity 

 Acceptability 

 Feasibility 



GRADE Evidence to Decision 

Frameworks (www.gradepro.org) 









The Final Product 



Breast cancer screening 







Reason 

• Different baseline risk in Saudi Arabia 



Hemodialysis 



Message 

• Complete practice change of authorities in 

the field 

• Also true for other guidelines 



Multi vessel vs single vessel 

intervention for myocardial 

infarction 





Two small trials vs four trials  
~200 vs 1000 patients  



Message 

• Saudi Arabian panel more certain in 

decision/recommendation 

• Reason: 

– NEW EVIDENCE IDENTIFIED during our 

effort 



Summary 

Advantages 

 Builds in part on existing 

evidence syntheses 

 Transparent 

consideration of factors 

beyond QoE (EtDs) with 

focus on local/regional 

setting 

 Builds capacity 

Challenges 

• SRs required as starting point 

• Challenging if existing SR 

restricted inclusion to RCTs or 

highly selected outcomes 

• Reviews of “other information” 

• Panels need to commit to 

follow rigorous methodological 

approach and stick to timelines 
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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 











Evidence profiles 

Question and source of evidence (systematic review) 

Population, intervention, comparator, outcomes 

Outcomes Methods and evaluation Effect estimates 
Certainty/quality by 
outcome: 
• High 
• Moderate 
• Low 
• Very low 

@schunemann_mac 



59 events in 
132 patients 
120 weeks 

RR = 1.81  
for cure 26/100 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 



Recommendation: In patients with confirmed or 

strongly suspected infection with avian 

influenza A (H5N1) virus, clinicians should 

administer oseltamivir treatment as soon as 

possible (strong recommendation, very low 

quality evidence).  

Remarks: This recommendation places a high value 
on the prevention of death in an illness with a high 
case fatality. It places relatively low values on 
adverse reactions, the development of resistance 
and costs of treatment.  

Schunemann et al. The Lancet ID, 2007 



Other explanations 
Remarks: Despite the lack of controlled 

treatment data for H5N1, this is a strong 

recommendation, in part, because there is a 

lack of known effective alternative 

pharmacological interventions at this time.  

 

The panel voted on whether this 

recommendation should be strong or weak and 

there was one abstention and one dissenting 

vote. 



Recommendation:		In	settings	where	LEEP/LLETZ	is	available	and	accessible,	the	expert	panel	suggests	

treatment	with	LEEP/LLETZ	over	cryotherapy.			

Population:		Women	with	histologically	confirmed	CIN	

Intervention:		Cryotherapy	versus	LEEP	

Factor	 Decision	 Explanation		

High	or	moderate	

evidence	
(is	there	high	or	moderate	
quality	evidence?)	
	
The	higher	the	quality	of	
evidence,	the	more	likely	is	a	
strong	recommendation.		

¨	Yes	

x	No	
ÅÅOO	

There	is	moderate	quality	evidence	from	both	

randomised	and	observational	controlled	studies	for	
recurrence	rates.		However,	there	is	low	quality	
evidence	for	other	outcomes	which	were	considered	

critical	and	important	for	decision	making	(e.g.,	
severe	adverse	events,	cervical	cancer).		There	is	

uncertainty	for	fertility	and	other	obstetrical	
outcomes,	and	HIV	acquisition/transmission	was	not	

measured.	
Certainty	about	the	

balance	of	benefits	
versus	harms	and	

burdens		
(is	there	certainty?)	
	
The	larger	the	difference	
between	the	desirable	and	
undesirable	consequences	and	
the	certainty	around	that	
difference,	the	more	likely	a	
strong	recommendation.		The	
smaller	the	net	benefit	and	the	
lower	the	certainty	for	that	
benefit,	the	more	likely	is	a	
conditional/	weak	
recommendation.	

¨	Yes	
x	No	

Benefits	of	
LEEP	were	

greater,	and	
harms	were	
fewer	or	

similar		

§ Recurrence	rates	of	CIN	I,	CIN	II-III	and	all	CINs	

are	probably	greater	with	cryotherapy	
o CIN	II-III,	OR	3.3	(1.04	to	10.46)	

o CIN	I,	OR	2.74	(0.62	to	12.07)	
o All	CIN,	OR	2.14	(1.05	to	4.33)	

§ Cryotherapy	may	be	less	acceptable	to	patients	
than	LEEP	

§ There	may	be	little	difference	in	serious	adverse	

events	between	cryotherapy	and	LEEP,	but	there	
may	be	fewer	minor	adverse	events	(such	as	

pain)	with	cryotherapy	
§ It	is	unclear	whether	there	is	a	difference	in	

fertility/obstetric	outcomes	

Certainty	in	or	similar	
values	(is	there	certainty	

or	similarity?)	
	
The	more	certainty	or	similarity	
in	values	and	preferences,	the	
more	likely	a	strong	
recommendation.	

xYes	

¨	No	

Similar	

values	across	
women	

§ High	value	was	placed	on	CIN	recurrence,	
serious	adverse	events	and	acceptability	to	the	

patient	
§ Low	value	was	placed	on	minor	adverse	events	

	

Resource	implications	
(are	resources	worth	

expected	benefits?)	
	

The	lower	the	cost	of	an	
intervention	compared	to	the	
alternative	that	is	considered	
and	other	costs	related	to	the	
decision	–	that	is,	fewer	
resources	consumed	–	the	more	
likely	is	a	strong	
recommendation.	

xYes	
¨	No	

More	
resources	

required	for	
LEEP	

§ Need	for	more	skilled	providers	to	perform	LEEP	
§ Need	for	more	or	expensive	equipment/supplies	

for	LEEP;	electrical	supply	for	LEEP	
§ Need	for	local	anaesthesia	with	LEEP		

Overall	strength	of	

recommendation	
Conditional	 Santesso et al, WHO 2010, IJGO 2012 









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 





Implications of  

a strong recommendation 

• Policy makers: The recommendation can 
be adapted as a policy in most situations 

• Patients: Most people in this situation 
would want the recommended course of 
action and only a small proportion would 
not 

• Clinicians: Most patients should receive 
the recommended course of action 



Implications of  

a weak/conditional recommendation 

• Policy makers: There is a need for 
substantial debate and involvement of 
stakeholders 

• Patients: The majority of people in this 
situation would want the recommended 
course of action, but many would not  

• Clinicians: Be more prepared to help 
patients to make a decision that is 
consistent with their own values/decision 
aids and shared decision making 



74 fewer 

20 more 

158 more 



A duly informed decision making-process by patients 

should be followed; this includes that the intervention be 

presented as an option and includes information about 

uncertainty about the effects…Local practice requiring 

written informed consent should be observed (5:5 vote, 2 

missing). 



• Criteria on which a recommendation is 

based   

• Judgements that must be made in 

relation to each criterion 

• Research evidence to inform each 

judgement 

• Additional considerations that inform or 

explain each judgement 

 

EtD frameworks 



For research translation to be evidence-
based and lead to appropriate policy 

 

• structured decision-making processes 

• transparent evidence syntheses that inform 
about the certainty in that evidence 

– evidence profiles, evidence to decision 
frameworks with judgments 

• confidence in estimates of intervention 
effects only “a” part 

– bedaquiline or delamanid for TB 

• accept uncertainty and be able to 
communicate it for better research and 
implementation 
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