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6.4 Performance bias

Performance bias refers to systematic differences in the care provided to the participants
in the comparison groups other than the intervention under investigation. To protect
against unintended differences in care and placebo effects, those providing and receiving
care can be 'blinded' so that they do not know the group to which the recipients of care
have been allocated. Some research suggests that such blinding is important in protecting
against bias (Karlowski 1975, Colditz 1989, Schulz 1995). Studies have shown that
contamination (provision of the intervention to the control group) and cointervention
(provision of unintended additional care to either comparison group) can affect study
results (CCSG 1978, Sackett 1979b ). Furthermore, there is evidence that participants who
are aware of their assignment status report more symptoms, leading to biased results
(Karlowski 1975). For these reasons, reviewers may want to consider the use of ' blinding'
as a criterion for validity. This can be done with the following questions: Were the
recipients of care unaware of their assigned intervention? Were those providing care
unaware of the assigned intervention?

A third question addressing blinding and detection bias is often added: Were persons
responsible for assessing outcomes unaware of the assigned intervention? This addresses
detection bias, as noted below.

Reviewers working on topics where blinding is likely to be important may want to
develop specific criteria for judging the appropriateness of the method that was used for
blinding. In some areas it may be desirable to use the same criterion across reviews, in
which case a Collaborative Review Group (CRG) might want to agree to a standard
approach for assessing blinding (Chalmers 1989, Schulz 1995, Jadad 1996, Moher
1996b).

6.5 Attrition bias

Attrition bias refers to systematic differences between the comparison groups in the loss
of participants from the study. It has been called exclusion bias. It is called attrition bias
here to prevent confusion with pre-allocation exclusion and inclusion criteria for enrolling
participants. Because of inadequacies in reporting how losses of participants (e.g.
withdrawals, dropouts, protocol deviations) are handled, reviewers should be cautious
about implicit accounts of follow-up. The approach to handling losses has great potential
for biasing the results and reporting inadequacies cloud this problem. What is reported, or
more frequently implied, in study reports on attrition after allocation has not been found
to be consistently related to bias (Schulz 1995). Thus reviewers should be cautious about
using reported follow-up as a validity criterion, particularly when it is implied rather than
explicitly reported. This is a general recommendation, however, and may not apply to
certain topic areas that have higher quality reporting or where it is possible to obtain
missing information from investigators.

6.6 Detection bias

Detection bias refers to systematic differences between the comparison groups in outcome
assessment. Trials that blind the people who will assess outcomes to the intervention
allocation should logically be less likely to be biased than trials that do not. Blinding is
likely to be particularly important in research with subjective outcome measures such as
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pain (Karlowski 1975, Colditz 1989, Schulz 1995). However, at least two empirical
studies have failed to demonstrate a relationship between blinding of outcome assessment
and study results. This may be due to inadequacies in the reporting of studies (Reitman
1988).

Bias due to the selective reporting of results is different from bias in outcome assessment.
This source of bias may be important in areas where multiple outcome measures are used,
such as evaluations of treatments for rheumatoid arthritis (Gotzsche 1989). Therefore,
reviewers may want to consider specification of predefined primary outcomes and
analyses by the investigators as indicators of validity. Alternatively, selective reporting of
particular outcomes could be taken to suggest the need for better reporting and efforts by
reviewers to obtain missing data.

6.7 Approaches to summarising the validity of studies

6.7.1 Simple approaches

There are several ways to rate validity. One is to rate individual criteria as 'met’, 'unmet,
or

‘unclear' and to use individual criteria, such as adequacy of allocation concealment, in
sensitivity analyses (see section 8.10). However, if several explicit criteria are used to
assess validity, it is desirable to summarise these so as to derive an overall assessment of
how valid the results of each study are. A simple approach to doing this is to use three
categories such as the following:

Hisk of bias Interpretation Relationship to individual criteria
A Low risk of bias Flausible bias unlikely to All of the criteria met

seroushy alter the results
B. Moderate risk of bias | Plausible bias that raises some | One or more criteria parthy met
doubt about the results
C. High risk of bias Flausible bias that serioushy One or more criteria not met
weakens confidence in the
results

The relationships suggested above will most likely be appropriate if only a few
assessment criteria are used and if all the criteria address only substantive, important
threats to the validity of study results. In general and when possible, reviewers should
obtain further information from the authors of a report when it is unclear whether a
criterion was met.

6.7.2 'Quality’ scales and checklists

David Moher and his colleagues identified 25 scales and 9 checklists that have been used
to assess the validity and 'quality’ of randomised controlled trials (Moher 1995, Moher
1996b). These scales and checklists include anywhere from 3 to 57 items and take from
10 to 45 minutes to complete. Almost all of the items in the instruments are based on
suggested or 'generally accepted' criteria that are mentioned in clinical trial textbooks.
Many of the instruments are liable to confuse the quality of reporting with the validity of
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