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Major objective of this presentation

• To familiarise members of the working groups 
with the AGREE methodology and its 
implications for the development of clinical 
practice guidelines.



“The profession has placed high value on 
developing the basic science of medicine; 

it has not emphasised the process by 
which the science is translated into 

practice.”

Eddy DM, N Engl J Med 1982



Guidelines

• Why?

• On which topic?

• For whom?

• Development method

• Are they known?

• Are they accepted?

• Are they adopted?

• What is the effect?



Why?



Purpose of guidelines

• To improve the quality of care
• To support clinical decisions
• To diminish unwanted diversity of practice
• To Increase transparancy of care (for the doctor and the 

patient)
• More specific:  to contain/limit resistance 

to increase cost effectiveness



Outpatient antibiotic use in Europe

Lancet 2005; 365: 579-587



Antibiotic policy: Sources
Cochrane review

ECCMID course

(Local) Expert

Croatian guideline

“the  Mandell”

IDSA guideline

Medline article a

Medline article b

CDC guidelineAntibiotic guide
?

SIGN guideline

BTS guideline



Are there any barriers to guidelines?



• Inquiry  in The Netherlands: more than 75 percent of 
respondents does not have (any) objections towards 
clinical practice guidelines

Van Everdingen, Medisch Contact 2003;58: p. 12-21.

• Italian doctors consider guidelines as forced upon them 
and as an instrument for cost containment, more than a 
support for clinical practice.
Formoso et al. Arch Intern Med, 2001. 161: p. 2037-2042.

More this afternoon....



What do Croatians think about 
guidelines?



On which topic?



Topics

• Most frequent diseases
• Less frequent diseases, but serious 

outcome
• Diseases for which there is an unwanted 

variation in treatment



Topics of infectious diseases guidelinesTopics of infectious diseases guidelines

• Empirical  therapy, Prophylaxis, Diagnostics

• Controversies  about the best treatment

• Examples of SWAB guidelines: 

• CAP, sepsis, endocarditis, UTI, diarrhoea, 
meningitis.... 

• But also selective bowel  decontamination, MRSA 
carriage...

Consult  with as large a group as possible ! 



How?



Method of Development of a guidelineMethod of Development of a guideline

• Design

• Distribution

• Implementation

• Independence





site http://www.agreetrust.org



AGREE II Instrument

23 items
7-points-scale

Six Domains 
1. Scope and purpose (3)

2. Stakeholder involvement (3)

3. Rigour of development (8)

4. Clarity of presentation  (3)

5. Applicability (4)

6. Editorial independence (2)Manual

General 
judgment

















Dimensions of ‘evidence’

1. Level Study type (RCT, TS etc) 

2. Quality Validity within the design 

3. Precision Confidence interval  
/ p value 
 

4. Size Size of the effect and the clinical 
relevance 
 

5. Relevance Clinically relevant outcome 
measure and follow-up 

 
 









Search strategy



Antibiotics for exacerbation of COPD
Electronic search strategy using Medline:
(("Pulmonary Disease, Chronic Obstructive"[MeSH]) OR (chronic bronchitis) OR (pulmonary 

emphysema) OR (chronic obstructive bronchitis*) OR (chronic airflow limitation*) OR 
(chronic airflow obstruction*) OR (obstructive airways disease*) OR (chronic obstructive 
lung disease*)) 

AND 
(("Anti-Bacterial Agents"[MeSH] OR "Anti-Bacterial Agents"[Pharmacological Action]) OR 

(antibiotic*)) 
AND 
((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized controlled 

trials[mh] OR random allocation[mh] OR double-blind method[mh] OR single-blind 
method[mh] OR clinical trial[pt] OR clinical trials[mh] OR "clinical trial"[tw] OR ((singl*[tw] 
OR doubl*[tw] OR trebl*[tw] OR tripl*[tw]) 

AND 
(mask*[tw] OR blind*[tw])) OR "latin square"[tw] OR placebos[mh] OR placebo*[tw] OR 

random*[tw] OR research design[mh:noexp] OR comparative study[mh] OR evaluation 
studies[mh] OR follow-up studies[mh] OR prospective studies[mh] OR cross-over 
studies[mh] OR control*[tw] OR prospectiv*[tw] OR volunteer*[tw]) NOT (animal[mh] 
NOT human[mh])) Limits: English











Other considerations
are also important:

in particular for antibiotic guidelines

Local epidemiology

Local resistance percentages



Example:
Surveillance report
www.swab.nl

•• < 1 % MRSA< 1 % MRSA

•• E. coli in the E. coli in the 
community: community: 
< 2 % resistant < 2 % resistant 
to to 
cephalosporinscephalosporins



Sensitivity of pneumococci











How to score guidelines?







From national guidelines to a local 
rguideline for antimicrobial therapy

Literature search

Draft guideline

definitive guideline
framework

National guidelines

Antibiotic guide 
Local level

protocols
local



Distribution of guidelines

As extensive as possible!
Publication on paper

Several journals: NTVG (national medical 
journal), Neth J Med (national medical journal 
in English),  specialist journal 

Websites

• Downloadable (pdf)



Features of guidelines that may improve 
physician adherence 

• Simplicity
• Feasibility/applicability
• Flexibility (allowing for personal judgement)
• Testing (shown to improve outcomes)
• Intended to improve quality of care
• Not intended to reduce costs
• Not used in litigation or disciplinary actions

Adapted from Finch & Low Clin Microbiol Infect 2002;8 suppl 2:69-91; Christakis et al. Pediatrics 1998,  Flores et al. Pediatrics 2000



Conclusion: 
Good guideline programs

systematic literature search

‘evidence’ and consensus important

should we involve patients?

ample distribution

several implementation strategies

revision and evaluation



Implementation of guidelines

• Good preparation and planning
• Creating support/acceptance by stakeholders
• Development of realistic goals for improvement
• Practical tools for support
• Analysis of barriers to implementation
• Plan for interventions
• Delopment of indicators for monitoring 

Grol & Grimshaw. Lancet 2003 362;1225-1230



Example:Surgical prophylaxis

Uniformity facilitates follow‐up



Example : Monitoring the indication for cefazolin at Erasmus MC 
Rotterdam  (2001):

cefazolin  is confined  to surgical prophylaxis

department cefazolin  (g) %
operating theatres 4266 64
ICUs 1507 23
surgical wards 716 10
medical wards 208 3
total 6697 100

Filius, Endtz & Gyssens, unpublished 2002

Quantitative surveillance as a Quality marker



Use of First Generation Cephalosporins 
DDD/100 patient days

Erasmus MC, 2000-2002
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