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Workshop Overview 
• Intro to GRADE and an overview of how GRADE is used to 

assess the certainty of the evidence from systematic reviews 
  
• Group work – brainstorming exercise 
 
• Using the GRADE evidence to decision framework (EtD) to aid 

guideline developers to make recommendations 
 
• Group work – Participants will become GDG members and 

vote on recommendations! 
 
• GRADE in the real world – a guideline developer’s hands-on 

experience  
 
• Close/Questions 



What is a guideline?  

“National Clinical Guidelines are systematically 
developed statements, based on a thorough 
evaluation of the evidence, to assist practitioner 
and service users’ decisions about appropriate 
healthcare for specific clinical circumstances 
across the entire clinical system”  

(NCEC, 2018) 



Irish National Clinical Guidelines 

 



Guideline Development Process 

 



Today’s workshop – working with 
evidence using GRADE 

For key recommendations:  
• Search for and retrieve all available evidence  
• Identify relevant systematic reviews  
• Formally assess certainty of the evidence  
 
GRADE provides a systematic and transparent approach 
to (1) assessing the certainty of the evidence and (2) 
making recommendations using standardised tables:  

– Summary of evidence (SOF tables) 
– The factors that affect the final recommendation (Evidence 

to Decision (EtD) table)  

 



So what is GRADE? 

• GRADE: Grades of recommendation, 
assessment, development and evaluation 

• A common international grading system 
developed by experts from the WHO, NICE, 
Oxford CEBM, CDC, etc.  

• Over 100 organisations using the system so far… 

 



So what are we GRADING? 

 

1. “Grading” 
the certainty 
of the 
evidence 
(from the SR)  

2. “Grading” the 
recommendation 
(based on the 
evidence and 
other criteria)  



1. GRADING the ‘evidence’  
2. GRADING the ‘recommendations’ 
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1) “GRADING” the Certainty of the 
Evidence 

In the context of making recommendations 

 

 

 

 

The certainty of the evidence reflects 
our confidence that the estimates of an 
effect are adequate to support a 
particular recommendation 



1) “GRADING” the Certainty of 
Evidence – How?  
• Using the GRADE approach we assess how confident we 

are that an estimate is close to the true effect? 

• This is done for each of the main outcomes across ALL 
available studies 

 

 

 

 



Where to start randomised controlled trials (RCTs) and 
observational studies (High, moderate, low, very low)? 
 
• RCTs start HIGH 

 

• Observational studies start LOW  

 

What can lower our confidence/certainty in the evidence? 
 

• Risk of bias (studies conducted in a way that may lead to errors) 

• Indirectness (studies conducted in a different population to the population 
of interest) 

• Inconsistency (some studies with positive findings, some with negative 
findings) 

• Imprecision (small sample size, low event rate) 

• Publication bias (negative results and non-English studies less likely to be 
published) 
 
 

1) “GRADING” the Certainty of the 
Evidence across all Studies - 
Where to start?  



What can increase our 
confidence/certainty in the evidence? 

 

• Large magnitude of effect (large consistent results) 

• Plausible confounding would reduce the 
demonstrated effect or increase the effect if no 
effect was observed (other factors influencing 
results) 

• Dose-response gradient (more of something makes 
its better/worse, e.g. vaccines and herd immunity, 
the more people vaccinated, the lower the risk of 
disease becomes) 

 

 

1) “GRADING” the Certainty of the 
Evidence across all Studies - 
Where to start?  



Overall certainty of the 
evidence 
• Combined rating of the certainty of the evidence 

across all outcomes considered critical for answering 
a health care question (e.g. mortality, admission rates) 

 
• Can differ across outcomes. When determining the 

overall certainty of the evidence across outcomes: 
– Consider only ‘critical outcomes’ 
 
– If the certainty of the evidence is the same for all, 

then this becomes the overall quality 
– If the certainty of the evidence differs across 

outcomes, the lowest quality of evidence for any of the 
critical outcomes determines the overall quality of 
evidence. 

 



 



“GRADING the evidence” - Summary 

1. Conduct SR based 
on a clearly defined 
PICO question 

2. Using the 
GRADE approach, 
assess the 
‘certainty of the 
evidence’ for each 
critical outcome in 
your SR 

3. Present in 
GRADE summary 
of findings table 

4. Move to ‘GRADING of 
the recommendations’ 



GROUP WORK 
Brainstorming exercise 



2. GRADING and ‘recommendations’ 

• How do we go from the evidence to 
recommendations?  

 

• Group work: What factors do you think 
need to be considered when trying to 
develop recommendations for National 
Clinical Guideline No. 9?  

 

 



Pharmacological Management of 
Cancer Pain in Adults 
National Clinical Guideline No. 9 



How do we go from the evidence 
to recommendations? 
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Evidence to decision framework 
(EtD)  

• Criteria to determine a recommendation  
– Priority of problem  

– Benefits and harms 

– Quality of evidence 

– Values  

– Resources 

– Equity  

– Acceptability  

– Feasibility  

  

 



Criteria to determine a 
recommendation 



Evidence to decision framework 
(EtD)  



Evidence to decision framework 
(EtD)  

 



Evidence to decision framework 
(EtD)  

 



Evidence to decision framework 
(EtD)  



Strength of recommendations  

• Reflects extent to which a guideline 
development group is confident that desirable 
effects of an intervention outweigh undesirable 
effects, or vice versa, across the range of 
patients for whom the recommendation is 
intended 
 

• GRADE has two categories:  
– Strong  

• ‘‘we recommend’’ or ‘‘clinicians should’’ 
 

– Weak/conditional 
• ‘‘we suggest’’ or ‘‘we conditionally recommend’’ or ‘‘clinicians may’’ 



 



Participants exercise – using 
Mentimeter 

• Workshop participants – you will now act as 
guideline developers and vote for the 
following:  

1. Whether to make a recommendation that education will 
form part of the National Early Warning System(NEWS) 
National Clinical Guideline No. 1 [Yes, No] 

2. And if so, whether or not to make a ‘strong’ or ‘weak’ 
recommendation by voting on each of the EtD criteria 
(including the certainty of the evidence) 

3. Using your phones, please go to the following link: 
www.menti.com and enter the code: 58 64 92 

 

http://www.menti.com/


Participants exercise – using 
Mentimeter – Background info 

• NEWS is an early warning system used in adult patients in 
acute settings (e.g. hospitals) whereby vital signs are 
measured frequently (including blood pressure, heart rate, 
respiratory rate, etc.) with the view to detecting deterioration.  

• These measurements are plotted on a standardised 
observation chart  with a scoring system (0-3) which is colour 
coded.  

• Any derangements in vital signs (a score of 3 in a single vital 
sign, or a total score of 7+) should trigger healthcare workers 
to call for help (escalate care).  



Participants exercise – using 
Mentimeter – Background info 

• The NEWS guideline is currently being updated. A 
systematic review (SR) on the effectiveness of various 
early warning score-based educational interventions has 
been completed.  

• For each of the SRs primary outcomes, GRADE was used 
to assess the certainty of the evidence, which was found 
to be:  

 

 

• The summary of findings table is presented on the next 
slide. 



Certainty of the evidence - SOF  
The effectiveness of educational interventions in detecting physiological deterioration in adult (non-pregnant) patients in acute health care settings 

Patient or population: nurses, doctors, other health care professionals 

Setting: Varied (hospital, university simulation lab) 

Intervention: educational interventions (including virtual or mannequin-based simulation, validated education programmes such as COMPASS®, hospital specific educational interventions) delivery 

either face-to-face or blended (online component). 

Comparison: another educational intervention, or no educational intervention   

Outcomes Impact № of participants  

(studies)  

Certainty of the 

evidence 

(GRADE)  

Knowledge  All 5 studies demonstrated an increase in knowledge post-educational intervention.  270 

(5 studies including 3 RCTs, 2 before-after 

studies)  

⨁◯◯◯ 

VERY LOW a,b,c 

Performance/confidence  All 7 studies demonstrated an increase in clinical performance or self-confidence post-

educational intervention.  

371 

(7 studies including 4 RCTs and 3 before-after 

studies)  

⨁◯◯◯ 

VERY LOW a,b,c,d 

The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).CI: Confidence interval. 

GRADE Working Group grades of evidence 

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect 

Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different 

Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 

Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

Explanations 
a. High or unclear risk of risk: no blinding of participants and personnel in three RCTs, b. High risk 
of confounding in observational studies, c. Single centre study -may not be generalisable to other 
settings, d. Small sample size  

 



VOTING TIME 
Would you make a recommendation 
that:  

“There should be an educational programme 
around the National Early Warning Score 
(NEWS)”?  

 

YES or NO 

 

 

www.menti.com and enter the code: 58 64 92 

 
 

http://www.menti.com/


VOTING TIME 

If YES, going through each of the EtD criteria vote:  

1) Is the problem a priority?  

2) How substantial are the desirable anticipated effects (benefits)?  

3) How substantial are the undesirable anticipated effects (harms)?  

4) What is the certainty of the evidence (very low) 

5) Is there important uncertainty about or variability in how much 
people value the main outcomes (values) 

6) Does the balance between desirable and undesirable effects favour 
the intervention or the comparison? 

7) How large are the resources required (costs)?  

8) What would be the impact on health equity?  

9) Is the intervention acceptable to key stakeholders? 

10) Is the intervention feasible to implement? 

Strength of the recommendation: Strong or weak? 

www.menti.com and enter the code: 58 64 92 

 

http://www.menti.com/


NEWS GDG October 2018 

NCG No. 1 National Early 
Warning System (NEWS): 
Guideline Development 
Group and the GRADE 

Process 



What we did... 
 

 

NEWS GDG October 2018 

• Reviewed existing 
NEWS 
recommendations x 
60 (in-depth 
familiarity was of 
benefit when 
reviewing the 
evidence) 

• Streamlined existing 
recommendations 
where possible 
through 
amalgamation/ 
omission 

 

Reviewed relevant 
sections of 

systematic review 
and SoF tables from 

HRB-CICER 

GDG reviewed, 
discussed and 

agreed draft new 
recommendations  

Draft EtD 
(Education) 
reviewed by 

GDG, discussed, 
debated and 
agreed by 
consensus 

• New 
recommendations for 
education drafted 

• Justification for 
strength and direction 
of recommendation 
debated, agreed and 
documented (GRADE) 

• Drafted GRADE 
EtD framework 
(Education) 



Grade assessment: Is the problem a 
priority? YES 

• GDG Rationale:  Patients and service users expect that healthcare 
professionals (HCPs) are educated to use EWSs. 

• Regulatory bodies expect that EWS education is provided and that HCPs 
undertake such training.  

• Audit, reports, critical incident analyses and focus group findings strongly 
suggest education should be provided for HCPs on EWSs. 

• While certainty of evidence is very low, all studies showed improvement in 
outcomes following educational interventions (performance, confidence and 
knowledge; documentation of observations; communication and 
collaboration between nurses and physicians). 

• This finding is corroborated in areas of research relevant to EWSs (Lockey 
et al. (2018) Impact of adult advanced cardiac life support course 
participation on patient outcomes – a systematic review and meta-analysis.  
Resuscitation, Vol. 129, pp 48-54) where quality of evidence is very low but 
studies demonstrate improved outcomes from participation in education.  

 

NEWS GDG October 2018 



Desirable effects: how substantial 
are the desirable anticipated 
effects? Moderate 
 • GDG Rationale: Anticipated desirable effects 

probably large but cannot say as there is low 

evidence quantifying the effect of educational 

interventions. 

• GDG agreed to revisit this question if more evidence 

comes to light or GDG members have additional 

comments following GDG meeting 

 

NEWS GDG October 2018 



Patient Values and Preferences 
GDG: Probably no important 

uncertainty or variability 

 

 
• Is there important uncertainty about or 

variability in how much people value the main 
outcomes? 

 

• GDG rationale: It can be assumed that the 
majority of people would value improved 
healthcare professional knowledge and 
performance of EWSs 

 

 
NEWS GDG October 2018 



So what did the GDG decide? 
•Is the problem a priority? YES 

•How substantial are the desirable anticipated effects (benefits)? 
Moderate 

•How substantial are the undesirable anticipated effects (harms)? Small 

•What is the certainty of the evidence Very low 

•Is there important uncertainty about or variability in how much people 
value the main outcomes (values) Probably not 

•Does the balance between desirable and undesirable effects favour the 
intervention or the comparison? Favours intervention 

•How large are the resources required(costs)? Large costs 

•What would be the impact on health equity? Probably  

•Is the intervention acceptable to key stakeholders? Yes 

•Is the intervention feasible to implement? Probably yes 

 

Strength of the recommendation: Strong   

     



Most useful features of GRADE 

Process?  

• Structure (SoFs, EtDs) 

• Prompts (EtD sections and questions) 

• GRADE ‘Conclusion section’ (justification, sub-
group considerations, implementation 
considerations, monitoring and evaluation and 
research priorities)  

• Very useful in assisting GDG in making rationale 
for recommendations based on factors other 
than certainty of evidence   

 

NEWS GDG October 2018 



Biggest challenge? 

• Becoming familiar with GRADE software 

• Becoming familiar with the GRADE process 
which was new to GDG members 

• Absence of high quality evidence for most of our 
clinical questions  

• Making the case for a strong recommendation in 
the absence of evidence certainty 

 

NEWS GDG October 2018 
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http://hrbstrategy.ie/


Further reading and resources 

• Higgins JPT, Green S (editors). Cochrane Handbook for Systematic Reviews of Interventions Version 
5.1.0 [updated March 2011]. The Cochrane Collaboration, 2011. Available from 
www.handbook.cochrane.org   
 

• Cochrane Training: http://training.cochrane.org/path/grade-approach-evaluating-quality-evidence-
pathway  
 

• GRADE BMJ series: 2008;336;924-926 
 

• Schünemann HJ, Wiercioch W, Brozek J, Etxeandia-Ikobaltzeta I, Mustafa RA, Manja V, et al. GRADE 
Evidence to Decision (EtD) frameworks for adoption, adaptation, and de novo development of 
trustworthy recommendations: GRADE-ADOLOPMENT. Journal of Clinical Epidemiology. 
2017;81:101-10. 

 
• Journal of Clinical Epidemiology GRADE series: http://www.jclinepi.com/content/jce-GRADE-Series 
  
• GRADE HANDBOOK (in particular Chapters 4,5,6) 

http://gdt.guidelinedevelopment.org/app/handbook/handbook.html 
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McMaster University GRADE Centre 

https://cebgrade.mcmaster.ca/index.html 

https://cebgrade.mcmaster.ca/index.html


GRADE Working Group 

http://www.gradeworkinggroup.org/ 

http://www.gradeworkinggroup.org/


Guideline Development Tool 

https://GRADEpro GDT software/ 

https://gradepro.org/


Questions? 
Comments? 


