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Background (1)Background (1)
 Systematic reviews aim to provide an unbiased Systematic reviews aim to provide an unbiased 

assessment of the effects of healthcare interventions. assessment of the effects of healthcare interventions. 
 Including information about the relative effects of an Including information about the relative effects of an 

intervention provides people with a balanced and intervention provides people with a balanced and 
realistic account of the likely outcomes. realistic account of the likely outcomes. 

 Unintended effects (adverse) of an intervention are not Unintended effects (adverse) of an intervention are not 
usually investigated as thoroughly as its intended usually investigated as thoroughly as its intended 
(beneficial) effects.(beneficial) effects.



  

Background (2)Background (2)
 Beneficial effects are usually relatively frequent and Beneficial effects are usually relatively frequent and 

apparent in the short term. apparent in the short term. 
 Adverse effects are often unanticipated, uncommon and Adverse effects are often unanticipated, uncommon and 

may occur in the longer term. may occur in the longer term. 
 A study of systematic reviews indexed in MEDLINE or A study of systematic reviews indexed in MEDLINE or 

published in published in CDSRCDSR (1996 – 2000) showed only 25%  (1996 – 2000) showed only 25% 
included safety as an outcome measure:included safety as an outcome measure:
 the majority focused on efficacy outcomes.the majority focused on efficacy outcomes.
 only 4% assessed safety as the primary outcome. only 4% assessed safety as the primary outcome. 

(Ernst et al 2001).(Ernst et al 2001).  



  

Background (3)Background (3)
 Incorporating information on adverse events poses a Incorporating information on adverse events poses a 

number of methodological challenges such as the :number of methodological challenges such as the :
 type of study design, search strategy, appraisal of type of study design, search strategy, appraisal of 

methodological quality, methods of analysis.methodological quality, methods of analysis.
 There is a lack of up-to-date information about how There is a lack of up-to-date information about how 

adverse event data are incorporated into systematic adverse event data are incorporated into systematic 
reviews. reviews. 

 Information is needed to guide future research and Information is needed to guide future research and 
training needs.training needs.



  

ObjectivesObjectives
 To assess how information about adverse events is To assess how information about adverse events is 

currently included in systematic reviews.currently included in systematic reviews.

 To identify problematic areas and quantify the frequency To identify problematic areas and quantify the frequency 
of these problems.of these problems.



  



  

Selection of systematic reviewsSelection of systematic reviews
 All new Cochrane reviews published in Issue 1 2005 ofAll new Cochrane reviews published in Issue 1 2005 of  

CDSR CDSR in in The Cochrane LibraryThe Cochrane Library . .

 All reviews, with the publication year 2003 and 2004, All reviews, with the publication year 2003 and 2004, 
included in included in DARE DARE for the first time in Issue 1 2005 of for the first time in Issue 1 2005 of 
The Cochrane LibraryThe Cochrane Library. . 



  

Data extractionData extraction
 Review detailsReview details
 TitleTitle
 AbstractAbstract
 ParticipantsParticipants
 Disease areaDisease area
 InterventionIntervention
 Outcome measuresOutcome measures
 Study designStudy design

 Searching for studiesSearching for studies
 Assessment of Assessment of 

methodological qualitymethodological quality
 Collecting dataCollecting data
 Data analysisData analysis
 Interpreting results and Interpreting results and 

conclusionsconclusions



  

Data extraction and analysisData extraction and analysis
 Data extraction was carried out by one author. Data extraction was carried out by one author. 
 Where there was uncertainty regarding a particular Where there was uncertainty regarding a particular 

review, this was checked by a second and third author review, this was checked by a second and third author 
where necessary.where necessary.

 Data were collated in Excel and analysed using STATA Data were collated in Excel and analysed using STATA 
(v8.2) for each data variable.(v8.2) for each data variable.



  

Inclusion criteriaInclusion criteria
COCHRANE
79 identified

COCHRANE
59 (76%) included adverse events

1 excluded
(screening review)

DARE
89 identified

DARE
38 (48%) included adverse events

10 excluded
(n=6 diagnostic reviews)

(n=4 languages other 
than English)

COCHRANE
78 included

19 excluded
(efficacy outcomes only)

DARE
79 included

41 excluded
(efficacy outcomes only)



  

DefinitionsDefinitions
 Efficacy outcomes were defined as:Efficacy outcomes were defined as:

 those showing intended (beneficial) effects of an intervention.those showing intended (beneficial) effects of an intervention.

 Adverse outcomes were defined as:Adverse outcomes were defined as:
 those showing unintended (adverse) effects of an intervention.those showing unintended (adverse) effects of an intervention.



  

Number of Cochrane reviews Number of Cochrane reviews 
reporting adverse events (76%)reporting adverse events (76%)



  

Number of DARE reviews reporting Number of DARE reviews reporting 
adverse events (48%)adverse events (48%)



  

TerminologyTerminology
 The terminology used varied - the most commonly used The terminology used varied - the most commonly used 

terms were:terms were:  
 adverse eventadverse event
 adverse effectadverse effect
 side effectside effect
 safety safety 
 complicationscomplications



  

Type of interventionType of intervention

3 (13%)7 (32%)    Other 

6 (60%)11 (92%)    Surgery

29 (63%)41 (93%)    Drug

Reviews reporting adverse 
events:

DARE (n=38/79: 48%)COCHRANE (n=59/78: 
76%)

2322    Other 

1012    Surgery

4644    Drug

All reviews:

DARE (n=79)COCHRANE (n=78)



  

Type of study designType of study design

1 (3%)
    Unclear

2 (5%) 1 (2%)    Non-RCT

13 (34%) 2 (3%)    RCT and non-RCT

22 (58%)56 (95%)     RCT (including quasi)

Adverse outcomes:
8 (21%) 1 (2%)(Efficacy not assessed)

1 (3%)     Unclear

1 (3%)1 (2%)    Non-RCT

7 (18%)1 (2%)    RCT and non-RCT

21 (55%)56 (95%)     RCT (including quasi)

Efficacy outcomes:

DARE (n=38)COCHRANE (n=59)



  

Type of data analysisType of data analysis

17 (46%)20 (47%)    Meta-analysis

20 (54%)23 (53%)    Descriptive analysis

1 = not reported10 = not reported
6 = no trials

37 (97%) 43 (73%)Analysis of adverse outcomes:

19 (63%)35 (69%)    Meta-analysis

11 (37%)16 (31%)    Descriptive analysis

8 = harms reviews1 = harms reviews
7 = no trials

30 (79%)51 (86%)Analysis of efficacy outcomes:

DARE (n=38)COCHRANE (n=59)



  

Implications (1)Implications (1)
 Most Cochrane reviews of drug and surgical Most Cochrane reviews of drug and surgical 

interventions considered adverse events:interventions considered adverse events:
 the amount of detailed information varied greatly.the amount of detailed information varied greatly.
 nearly all relied only on evidence from randomized trials – this nearly all relied only on evidence from randomized trials – this 

may well be inadequate.may well be inadequate.
 Two-thirds of DARE reviews of drug and surgical Two-thirds of DARE reviews of drug and surgical 

interventions considered adverse events:interventions considered adverse events:
 the amount of detailed information varied greatly.the amount of detailed information varied greatly.
 these reviews were more likely to include evidence from non-these reviews were more likely to include evidence from non-

randomized studies.randomized studies.



  

Implications (2)Implications (2)
 Few Cochrane or DARE reviews of other types of Few Cochrane or DARE reviews of other types of 

interventions considered adverse events.interventions considered adverse events.
 Appendix 6b: Including Adverse Events - the Cochrane Appendix 6b: Including Adverse Events - the Cochrane 

Handbook:Handbook:
 should improve reporting of adverse events at a systematic should improve reporting of adverse events at a systematic 

review level.review level.  
 Better Reporting of Harms in Randomized Trials - an Better Reporting of Harms in Randomized Trials - an 

extension of the CONSORT Statement: extension of the CONSORT Statement: 
 should improve reporting of adverse events at a trial level.should improve reporting of adverse events at a trial level.  
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