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Why do we need clinical guidelines ?





Evidence based medicine is the 

conscientious, explicit, and judicious use of 

current best evidence in making decisions 

about the care of individual patients. The 

practice of evidence based medicine means 

integrating individual clinical expertise with

the best available external clinical evidence 

from systematic research.

Evidence based medicine: what it is and 

what it isn't

David  Sackett, 1996 



Evidence based medicine

Evidence Based Clinical Guidelines

(Clinical Practice Guidelines)



Systematic review of literature

Studies have shown that the balance of disciplines within a 

guideline development group has considerable influence on the

guideline recommendations

Multidisciplinary development

Guidelines based on a consensus of expert opinion or on unsystematic 

literature surveys have been widely criticised as not reflecting current  

medical knowledge and being liable to bias.

Graded recommendations
Guideline recommendations are graded to differentiate between those 

based  on strong evidence and those based on weak evidence

Miller J, Petrie J. Development of a practice guideline. Lancet 2000;  355:82–3.

Requisiti minimi di una CPG



Graded recommendations

Certainty 

(Level of evidence)

Strenght

of recommendations

strong

weaklow

high



Grilli et al : Lancet, 2000

Low quality of early guidelines



Many guidelines derive(d)  level of 

evidence almost exclusively  from 

study type

Moreover classification of level of 

evidences with letters, numbers, or 

symbols was chaotic

Problems of  CPGs



ESC/AHA

SIGN

ERC 



And so, no RCT, no strong recommendation?



Sometimes trials are unethical  or impossible

yet some treatments are quite effective 



Type of study

Quality of evidence
Strength 

of recommendation

Other factors ?



type of study

Quality  of evidence Strenght of recommendation

magnitude of effect

risk of bias

precision

consistency

directness

relevance

Balance of  all 

favorable /unfavorable outcomes

patients values & preferences

resources ?

a more complex approach is needed

confounders



http://www.gradeworkinggroup.org/



According to GRADE 

Quality of evidence must be summarized in a table

Iannone et Al,

JAMA Intern Med, 2014





There are good

guidelines

Yet many medical specialty

societies 

haven’t adopted GRADE



20 anni dopo ….



Conflict of interests

Bias almost always

results in an overestimation of benefit 

and an underestimation of

harm

Is not a source of a random error

COI generates BIAS

We have also another problem….



Managing COI within a 

guideline panel is of 

paramount importance

to warrant  trustworthy

recommendations







An so, how to decide whether a guideline

is trustworthy ?

• Evaluation frameworks (AGREE, GIN, IOM standards)

• Concordance between guidelines

«Traditional» approach



2011

1. Establishing Transparency

2. Management of Conflict of Interest (COI)

3. Guideline Development Group Composition

4. Clinical Practice Guideline–Systematic Review Intersection

5. Establishing Evidence Foundations for and Rating Strength of

Recommendations

6. Articulation of Recommendations

7. External Review

8. Updating



Evaluation frameworks explore the  quality

of producing and  reporting  guidelines

NOT 

the trustworthiness of their recommendations 



Can dronedarone be recommended for preventing

recurrences of  Atrial Fibrillation ?

• Three renowned medical specialty societies (AHA, ESC, 

CCS)

• Three guidelines on the same disease (why ?)

• Same evidence base (6 RCTs) about dronedarone

• One guideline declared to comply with GRADE

• disclosure of conflict of interests

• One of these guideline declared to comply with AGREE 

criteria

• Substantial agreement among them about the 

effectiveness of  dronedarone

a case study…



However applying GRADE methods to the same evidence

base considered by these three guidelines….

We  didn’t find any  relevant favorable outcome, we 

found  unexplained heterogeneity of results,  and we 

could not exclude an unfavorable effect of 

dronedarone on mortality, with an excess of 13 (95%CI, 

−15 to 61) deaths per 1000 patients treated with it

yes







in presence of 

• flawed methods (no GRADE guidelines)

• uncontrolled conflict of interests

• restricted panel compositions

Concordance of  recommendations between

guidelines and declared adherence to quality

standards do not warrant their trustworthiness

How to decide whether a guideline is

trustworthy



A   roadmap I would suggest…

(a very modest & weak recommendation…)

How to decide whether a guideline is

trustworthy



Have You a clinical problem ?

Search whether  a guideline addressing  relevant 

outcomes does exsist

Sound methodology ?

(GRADE fully exploited)

No/Negligible conflict of Interest ?

Multidisciplinary involvement ?

Low risk of 

untrustworthiness

PICO  framing

YES

YES

IOM criteria

helpful

Evaluate primary evidences carefully in case of any doubt

YES

NO

NO

NO

NO

Search for 

other

evidences

YES

Consider temporal gaps



• Overall quality of evidences

• Relevance of outcomes

• Type of studies

• Precision

• Consistency

• Directness

• Risk of bias

• Modifiers/Confounders

• Balance across all favourable and unfavourable

outcomes

• Patients’ values and  preferences

• Resources’ use

Follow  GRADE 



I didn’t mean to confuse You

But Evidence Based Medicine is

an eminently creative 

methodology which emphasizes

critical reasoning

and not the robotic application of 

rules and recommendations…

Bogathy & Brophy, Lancet 2003



Hoffman et Al


