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SUMMARY

• Why all this

• What are systematic reviews and which
questions they try to answer

• Future challenges and perspectives



Trends of mortality of young adult
males in Italy

Carcieri 2004
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Proportion of patients on methadone
treatment in Italy. Ministry of Health 1991

• 20% of clients of public treatment centres in 
Italy in 1991 were on short term methadone
treatment

• 10% of clients of public treatment centres in 
Italy in 1991 were on protracted
methadone treatment
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RCTs on interventions for drug addiction (n=6451)

Specialized Register Drugs and Alcohol Cochrane Group. CL 4 .2008
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The Cochrane Collaboration

An international network of people 
lunched in  1992 to conduct, update and 
disseminate systematic reviews of the 
effect of health care interventions. 

There are 51 Review Groups in the 

Cochrane Collaboration



Scope
to produce and disseminate systematic reviews of all RCTs
and CCTs that describe an active intervention (including
prevention, treatment and rehabilitation) aimed at reducing the 
potential for harm or the actual harm
directly related to the use of different dependence producing
substances

CGR: “Drug and alcohol”



Cochrane Systematic reviews

• Are the result of a complex process :

–Formulate a proper question

–Comprehensive data search

–Objective selection and data 
extraction

–Critical evaluation of primary studies

–Synthesis

–Update



• Define :

–Objectives

–Criteria for considering studies

•Type of studies

•Type of participants

•Type of interventions

– Experimental/control

–Outcomes

•Primary/secondary

Formulate a proper question



Types of outcome measures
Primary outcomes

(1) retention in treatment as measured by the 
number of participants still in treatment at the end o f 
the study;
(2) use of opioids as measured by: a) urinalysis
results positive for heroin metabolite (i.e., morphine) , 
b) self reported heroin use;
(3) use of other substances of abuse as measured
by: a) urinalysis results positive for cocaine, b) 
urinalysis results positive for benzodiazepines;
(4) criminal activity as measured by self report
(5) mortality

Secondary outcomes
(6) physical health;
(7) psychological health
(8) side effects of medication .



•Why a comprehensive search 
strategy?
– It has been proved that negative studies are 
less likely to be:

•published: (timely, completely, in well 
spread journals, in English)

•Presented at conferences

•Quoted in other articles



Full publication of absracts submitted 
to CPDD according to study results

0.23-0.640.3817 (39)44No 
results

359

24 (47)

198 (61)

120 (74)

N°trials 
published

N   (%)

0.30-0.740.4851Null or 
negative

0.56-0.900.70325Not 
reported

581TOTAL

1.00161Positive

IC 95%Hazard 
Ratio

N°trials 
presented

N

Vecchi S et al (data not published)



Systematic search: studies included 
621/1704 considered

15% of 
trials not
found on 
MEDLINE



RCTs on interventions for drug addiction (n= 6451)

Specialized Register Drugs and Alcohol Cochrane Group. CL 4 .2008
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Country of origin of the studies included in the 
Specialized Register

Asia Australia/New Zealand Europe Middle East

North America South America South Africa

68.3%
21.7%

4.4%4.1%

0.7%

0.5%
0.3%



•Why critical appraisal of studies?

– Many studies have shown an association 
between poor quality of the study and 
overestimation of effect

– Good quality evidence is mixed with poor 
quality evidence

– Can get biased estimates

– Poor quality of primary studies = poor 
quality of systematic review



• Synthesis, principles of metanalysis

Meta-analisi

Review

Meta-analysis

Meta-analysis is one part of the review, not always
appropriate. There are reviews without metanalysis







•Why updating?



Time since pubblication of SRs without need of 
updating

Shojania KG et al. Ann Intern Med 2007



Update of Cochrane Drugs and 
Alcohol SRs

• 23 reviews to be updated

– Range: 3 – 57 months

– Mean: 23 months

– Median: 15 months



Does all this rigorous and 
standardised process result in better

quality?



Quality Assessment Cochrane Reviews
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Quality Assessmentnon Cochrane Reviews
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State of the art CLIB 4.2008



Do the reviews published have
implications for practice?
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Effectiveness of all interventions
OPIATES
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Does all this matter for research
indications?
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Who does all this?



Country of origin of authors (N=126) 
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Cochrane Drugs and Alcohol Group

The Editors Robert Ali (Australia)
Zhao Chengzheng (China)
Marina Davoli (Italy, coed)
Fabrizio Faggiano (Italy)
Michael Farrell (UK) 
David Foxcroft (UK)
Walter Ling (USA)
(Richard Mattick e Marc Auriacombe)

Broers Barbara (Switzerland)
Gowing Linda (Australia)
Marsden John (UK)
Martinez-Raga Josè (Spain)
Pani Pier Paolo (Italy)
Siegfried Nandi (South 
Africa)

Active Assistant
Editors



Cochrane Drugs and Alcohol Group

Laura Amato
Suzana Mitrova
Simona Vecchi
Silvia Minozzi
(Annette Verster e Marica Ferri)

The editorial base

Referees

Consumer 
involvment

Statistical advise



CONCLUSIONS

• Cochrane reviews provide the “best available evidence”
addressing the questions they are planned to answer

• Cochrane reviews sometimes provide useful results to identify 
effective treatments

• They also identify a wide range of interventions unlikely to be 
beneficial and even likely to be ineffective or harmful

• Cochrane reviews also help in identifying areas where more 
systematic reviews are necessary and areas where more 
primary research is required 



Future challenges

• Maintain high quality standard of updated evidence
• Better balance between extreme attention to “bias hunting”

and broader view towards impact
• Interact with all stakeholders to prioritize questions to be 

addressed by systematic reviews in order to be relevant for:
– Patients and their families
– Care givers
– Policy maker

• Make the best possible use of evidence coming from different 
sources (long term effect, diagnostics, other technologies)

• Make the evidence available and accessible
• and….hope that sometime in the future Italian policy makers 

would be interested


