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A prerequisiteA prerequisite

Practitioners and policy makers
must make much clearer that 
they need rigorous evaluative 
research to help ensure that 

they do more good than harm.

Iain Chalmers



Definition of clinical practice guidelines

(CPG) by the Institute of Medicine: 

““systematically developed statements systematically developed statements 

to assist practitioner and patient to assist practitioner and patient 

decisions about appropriate decisions about appropriate 

healthcare for specific clinical healthcare for specific clinical 

circumstancecircumstance””

GUIDELINESGUIDELINES



Why evidence based GL: Problem Why evidence based GL: Problem 

• In general, guidelines are 
insufficiently transparent and not 
evidence based
– Lack of use of systematic reviews

– Lack of transparency about judgements

– Too much dependence on expert opinion

– Lack of emphasis on adapting global 
guidelines to end users' needs

– Tension between time taken and when 
advice needed

– Lack of resources

Oxman, Lavis & Fretheim, Oxman, Lavis & Fretheim, Lancet.Lancet. 2007;369(9576):1883-9.



Many grading systemsMany grading systems

EvidenceEvidence RecommendationRecommendation

�� BB Class IClass I

�� C+ C+ 11

�� IVIV CC

OrganizationOrganization

�� AHAAHA

�� ACCPACCP

�� SIGNSIGN

Recommendation for use of oral anticoagulation in patients Recommendation for use of oral anticoagulation in patients 
with atrial fibrillation and rheumatic mitral valve diseasewith atrial fibrillation and rheumatic mitral valve disease

�� Australian NMRCAustralian NMRC
�� Oxford Center for EvidenceOxford Center for Evidence--based Medicinebased Medicine
�� Scottish Intercollegiate Guidelines (SIGN)Scottish Intercollegiate Guidelines (SIGN)
�� US Preventative Services Task ForceUS Preventative Services Task Force
�� Professional organizationsProfessional organizations

–– AHA/ACC, ACCP, AAP, Endocrine society, etc....AHA/ACC, ACCP, AAP, Endocrine society, etc....

Lots of confusionLots of confusion



A common international grading system?A common international grading system?

�� International groupInternational group
–– ACCP, AHRQ, Australian NMRC, BMJ Clinical Evidence, ACCP, AHRQ, Australian NMRC, BMJ Clinical Evidence, 

CC, CDC, NICE, Oxford CEBM, SIGN, UpToDate, CC, CDC, NICE, Oxford CEBM, SIGN, UpToDate, 

USPSTF, WHOUSPSTF, WHO

�� > 60 contributors> 60 contributors
–– methodologists, guideline developers, systematic methodologists, guideline developers, systematic 
reviewers, researchers, clinicians, editorsreviewers, researchers, clinicians, editors

�� ~ 20 meetings over last seven years~ 20 meetings over last seven years
–– ~10 ~10 –– 40 participants40 participants

www.gradeworkinggroup.org



Solution 

•WHO Guidelines Review 
Committee
–Approval and review process

–Tailored types of guidelines

–Standards for use of evidence

–Standards for reporting

–Regular review and update



2008;336;924-926 BMJ
2008;336;995-998 BMJ

2008;336;1049-1051 BMJ

www.gradeworkinggroup.org



GRADE Uptake
Agencia sanitaria regionale, Bologna, Italia 

Agency for Health Care Research and Quality (AHRQ)

Allergic Rhinitis and Group - Independent Expert Panel

American College of Cardiology Foundation

American College of Chest Physicians

American College of Emergency Physicians

American College of Physicians

American Endocrine Society 

American Society of Gastrointestinal Endoscopy

American society of Interventional Pain Physicians

American Thoracic Society (ATS)

BMJ Clinical Evidence 

British Medical Journal        

Canadian Agency for Drugs and Technology in Health

Centers for Disease Control

Cochrane Collaboration 

EBM Guidelines Finland 

Emergency Medical Services for Children National 
Resource Center 

European Association for the Study of the Liver

European Respiratory Society

European Society of Thoracic Surgeons

Evidence-based Nursing Sudtirol, Alta Adiga, Italy

Finnish Office of Health Technology Assessment

German Agency for Quality in Medicine

Infectious Disease Society of America 

Japanese Society of Oral and Maxillofacial Radiology 

Joslin Diabetes Center

Journal of Infection in Developing Countries

Kidney Disease International Guidelines Organization 

National and Gulf Centre for Evidence-based Medicine

National Institute for Clinical Excellence (NICE)

National Kidney Foundation

Norwegian Knowledge Centre for the Health Services

Ontario MOH Medical Advisory Secretariat

Panama and Costa Rica National Clinical Guidelines Program

Polish Institute for EBM

Scottish Intercollegiate Guideline Network (SIGN)

Society of Critical Care Medicine

Society of Pediatric Endocrinology 

Society of Vascular Surgery

Spanish Society of Family Practice (SEMFYC) 

Stop TB Diagnostic Working Group

Surviving sepsis campaign 

Swedish Council on Technology Assessment in Health Care

Swedish National Board of Health and Welfare 

University of Pennsylvania Health System  for EB Practice 

UpToDate 

World Health Organization 



GRADE process
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� Quality of evidence

� Balance benefits/harms
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Health Care 
Question 

(PICO)
Systematic reviews

Studies

Outcomes

Important 
outcomes

Rate the quality of evidence for each outcome, across studies
RCTs start high, observational studies start low

(-)
Study limitations

Imprecision
Inconsistency of results
Indirectness of evidence

Publication bias likely

Final rating of quality for each outcome: high, moderate, low, or very low

(+)
Large magnitude of effect

Dose response
Plausible confounders would ↓ effect when 

an effect is present or ↑ effect if effect is 
absent

Decide on the direction (for/against) and grade strength 
(strong/weak*) of the recommendation considering:

Quality of the evidence
Balance of desirable/undesirable outcomes

Values and preferences
Decide if any revision of direction or strength is 

necessary considering: Resource use
*also labeled “conditional”

or “discretionary”

Rate overall quality of evidence 
(lowest quality among critical outcomes)

S1 S2 S3 S4

OC1 OC2 OC3 OC4

OC1 OC3Critical
outcomes

OC4

Generate an estimate of effect for each outcome

OC2

S5





http://www.who.int/substance_abuse/publications/opioid_dependence_guidelines.pdf



Steps of the Process

Prioritise problem, establish panel 

Identify the questions to be answered

Define the relative importance of the outcomes

Find the evidence  (RS, RCTs…..CPS)

Rate quality of evidence for each outcome

Rate overall quality of evidence 

Balance of benefits and harms 
(does the intervention do more good than harm?)

Balance of benefits and costs

Define the strength of the recommendation

Implementation and evaluation



Prioritise the problemPrioritise the problem

These guidelines have been developed in response to
the resolution of the United Nations Economic and Social
Council (ECOSOC). 

The resolution invited the World Health Organization 
(WHO), in collaboration with United Nations Office on 
Drugs and Crime (UNODC), “to develop and publish 
minimum requirements and international guidelines on 
psychosocially assisted pharmacological treatment of 
persons dependent on opioids, taking into account 
regional developments in the field, in order to assist the 
member states concerned”



Establish PANELEstablish PANEL

• A group of technical experts –
international scientists with expertise 
in opioid dependence 

• Clinicians involved in the treatment of 
opiid addiction

• Methodologists / epidemiologists

• Consumers

• Economists and stakeholders













Define the clinical Define the clinical 

questionsquestions

• In their first meeting, the group 
defined the key questions to be 
addressed by the guidelines, using 
PICO. 





Define the relative importance Define the relative importance 

of the outcomesof the outcomes

• For each question, the panel 
identified the outcomes to be 
considered and rated their relative 
importance 



Choice of outcomesChoice of outcomes

all important outcomes should be considered 
in making a recommendation, but only critical 
ones should be considered when making 
judgements about the overall quality of the 
evidence underlying a recommendation

studies using surrogate outcomes generally 
provide weaker evidence than those using 
outcomes that are important, and these only 
should be included when evidence for 
important outcomes is lacking.

Schünemann HG et al. Health Res Policy Syst 2006:4:18



Rating the outcomesRating the outcomes

The GRADE convention on the rating of outcomes 
is as follows:

• ratings of 7–9 are for critical health outcomes
• ratings of 4–6 are for outcomes that are 
considered important but not critical to the 
decision; they should be used in judgements 
about tradeoffs and recommendations, but not 
in judgements about the overall quality of 
evidence across critical outcomes

• ratings of 1–3 are generally removed from the 
evidence profile and are not considered in 
judgements about the overall quality of 
evidence, tradeoffs or recommendations.



Outcome

Retention in treatment Critical

Side effects Critical

Mortality Critical

Level of social functioning Critical

Quality of life Critical

HIV seroconversion Critical

Hepatitis seroconversion Critical

patient satisfaction Critical

use of primary substance Important but not critical

patients who have relapsed at follow-up at 12 months Important but not critical

patients who have relapsed at follow-up > 12 months Important but not critical

frequency of high risk behaviours Important but not critical

criminal and delinquent behaviour Important but not critical

use of other drugs Important but not critical

relapse rate in abstinence oriented treatment program Not important

disability Not important

psychiatric comorbidity Not important

compliance with treatment Not important

diversion of medication ( not naltrexone) Not important

cost of treatment Not important



Searching the literature

• For each key clinical question, the 
literature was searched for recent 
systematic reviews on the topic. 

•Where a Cochrane review existed, 
that review was used in preference 
to other reviews. 

•Where no suitable systematic review 
existed, a review was conducted.



Rate quality of evidenceRate quality of evidence

The quality of the evidence was assessed 
according to the methodology described by the 
GRADE working group. 
This approach involves assessing the quality of 
evidence on a particular question, taking into 
consideration the magnitude of the effect, the 
relevance of the data to the clinical question 
being asked, the sample size in the relevant 
trials, the methodology of the trials and the
consistency of the findings



Determinants of qualityDeterminants of quality

Study design: RCTs start high, observational studies start 
low. 

What can lower quality?
•Limitations: concealment, intention to treat, blinding, loss to concealment, intention to treat, blinding, loss to 
followfollow--upup
•Inconsistency: variability in results, variation in size of variability in results, variation in size of 
effect, overlap in confidence intervals, statistical significanceffect, overlap in confidence intervals, statistical significance e 
of heterogeneityof heterogeneity
•Indirectness: differences in patients: interventions, 
comparators. differences in outcomes: surrogates
• Other consideration: imprecise or sparse data; publication 
bias



Interpretation of qualityInterpretation of quality

•• High qualityHigh quality—— Further research is very unlikely to Further research is very unlikely to 

change our confidence in the estimate of effect change our confidence in the estimate of effect 

•• Moderate qualityModerate quality—— Further research is likely to Further research is likely to 

have an important impact on our confidence in have an important impact on our confidence in 

the estimate of effect and may change the the estimate of effect and may change the 

estimate estimate 

•• Low qualityLow quality—— Further research is very likely to Further research is very likely to 

have an important impact on our confidence in have an important impact on our confidence in 

the estimate of effect and is likely to change the the estimate of effect and is likely to change the 

estimate estimate 

•• Very low qualityVery low quality—— Any estimate of effect is very Any estimate of effect is very 

uncertainuncertain



Some examples

The question:The question:

Should methadone maintenance treatment Should methadone maintenance treatment 

versus opioid withdrawal or no treatment versus opioid withdrawal or no treatment 

be used for opioid dependence?be used for opioid dependence?

Outcome Importance

Mortality 9

Retention in 
Treatment 

7

Use of opiate 7

Criminal 
behaviour

6



























Strength of recommendationStrength of recommendation

The degree of confidence that the desirable effects 

of adherence to a recommendation outweigh the 

undesirable effects.

Desirable effectsDesirable effects
••health benefitshealth benefits
••less burdenless burden
••savingssavings

Undesirable effectsUndesirable effects
••HarmsHarms
••more burdenmore burden
••costscosts



Strength of recommendationStrength of recommendation

strong recommendations are those for which:

•most individuals should receive the intervention, 
assuming that they have been informed about 
and understand its benefits, harms and burdens

•most individuals would want the recommended 
course of action and only a small proportion 
would not

•the recommendation could unequivocally be 
used for policy making



Strength of recommendationStrength of recommendation

standard recommendations are those for which:

•most individuals would want the suggested 
course of action, but an appreciable proportion 
would not

•values and preferences vary widely

•policy making will require extensive debates and 
involvement of many stakeholders.



Reasons for a standard Reasons for a standard 

recommendationrecommendation

• absence of high quality evidence

• imprecise estimates

• uncertainty or variation in how different 
individuals value the outcomes

• small net benefits

• uncertainty whether the net benefits are worth 
the costs (including the costs of implementing 
the recommendation)







ProblemsProblems

1. Absence of evidence

SR did not consider critical outcomes 

OR

Primary studies did not consider critical outcomes 

or did not report them in an homogeneous way

2. Low quality of evidence



Grading: advantages and limits

•Explicit valuation of the quality of 
evidence of the single studies

•Do not permit the valutation of clinical 
relevance of the information given by the 
single studies

•Penalize areas where is 
difficult/impossible to conduct RCTs



The expert panel formulated strong 
recommendations even if in presence of lack of 
evidence (3/9) or low quality of evidence (3/9) 

The use of GRADE allowed the transparency of 
the process 

The reader is informed that some 
recommendations are based on expert opinions. 

Conclusions (about Conclusions (about 

guidelines)guidelines)



Evidence based health care

SCIENTIFIC 
EVIDENCE

PATIENT
PREFERENCE

CLINICAL

EXPERIENCE

COSTS AND
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THERAPEUTIC/

PREVENTIVE…

DECISION



DECIDE
Developing and Evaluating       

Communication Strategies to
Support Informed Decisions and Practice 

Based on Evidence

is a 5-year project (running from January 
2011 to 2015) co-funded by the European 

Commission under the Seventh Framework 
Programme.



Project Objective 

"To improve the dissemination of 
evidence-based recommendations 

by building on the work of the 
GRADE Working Group to develop 
and evaluate methods that address 

the targeted dissemination of 
guidelines."



Background 

Healthcare decision makers face challenges in 
understanding guidelines, including the quality of the 
evidence upon which recommendations are made, 
which often is not clear. 
Guidelines are also typically developed as a one-size-
fits-all package.
By developing and evaluating targeted dissemination 
strategies, DECIDE aims to increase the use of 
evidence-based interventions in a sustainable way and 
to reduce the use of interventions where benefits are 
uncertain.



Methods

GRADE is a systematic approach towards assessing and communicating the 
quality of evidence and the strength of recommendations. 
It has been developed to address the weaknesses of other grading systems and 
is now widely used internationally. The DECIDE consortium, which is 
composed of members of the GRADE Working Group, will further develop 
this approach to ensure effective dissemination of evidence-based 
recommendations targeted at the key stakeholders (healthcare professionals; 
policymakers and managers; patients and the general public) who determine 
what happens in clinical practice. 
We will collect stakeholder input from advisory groups, consultations and user 
testing. 
This will be done across a wide range of health systems in Europe. 
The targeted dissemination strategies that are developed will be evaluated in 
randomized trials, refined and used and evaluated with real guidelines 
developed by the DECIDE partners and other guideline developers that we 
support.



Expected results

Dissemination strategies for 
recommendations that have been 
rigorously evaluated in diverse 
settings, support the transfer of 

research into practice, and are adapted 
to real-world healthcare systems.

















Introduction to AGREE II

The AGREE instrument is a tool that assesses the 
methodological rigour and transparency in which a 
guideline is developed and it is used internationally.

The Appraisal of Guidelines for Research & Evaluation 
(AGREE) Instrument was developed to address the 

issue of variability in the quality of practice guidelines. 
It is important to assess the methods used to develop 

practice guidelines in order to be confident of the 
resulting recommendations. The AGREE instrument is a 

tool that assesses the methodological rigour and 
transparency in which a guideline is developed and it is 

used internationally. 



Introduction to AGREE II

. The original AGREE Instrument, which was released 
in 2003, has been refined to improve the original tool’s 

usability and methodological properties, namely its 
validity and reliability. These efforts have resulted in 

the new AGREE II tool that also includes a new User’s 
Manual. 

. 



The AGREE II is both valid and reliable and comprises 
23 items organized into the original 6 quality domains: 
i) scope and purpose;
ii) stakeholder involvement; 
iii) rigour of development;
iv) clarity of presentation; 
v) applicability; 
and vi) editorial independence.
Each of the 23 items targets various aspects of practice 
guideline quality. 



The AGREE II also includes 2 final overall 
assessment items that requires the appraiser to 
make overall judgments of the practice guideline and 
considering how they rated the 23 items. 
The new User’s Manual is designed to guide 
appraisers in the use of the AGREE II. The Manual is 
part of the complete AGREE II document or 
“package” and includes specific information and 
guidance for each of the 23 items and the 2 overall 
assessment items



ThanksThanks


