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Table 1
Study limitations in randomized trials
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. Lack of allocation concealment

Those enrolling patients are aware of the group (or period in a crossover trial) to which the pext enrolled patient will be allocated (major problem in
“pseudo” or “quasi” randomized trials with allocation by day of week, birth date, chart number, etc)
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Lack of blinding

Patient, care givers, those recording outcomes, those adjudicating outcomes. or data analysts are aware of the arm to which patients are allocated (or the

medication currently being received in a crossover trial)
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. Incomplete accounting of patients and outcome events

Loss to follow-up and failure to adhere to the intention-to-treat principle in superiority trials: or in noninferiority trials, loss to follow-up, and failure to
conduct both analyses considering only those who adhered to treatment, and all patients for whom outcome data are available
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. Selective outcome reporting bias

Incomplete or absent reporting of some outcomes and not others on the basis of the results
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. Other limitations
Stopping early for benefit

Use of unvalidated outcome measures (e.g.. patient-reported outcomes)

Carryover eftects in crossover trial
Recruitment bias in cluster-randomized trials

Table 3
Summarizing study limitations for randomized trials

Extent of risk of bias Risk of bias within a study

Risk of bias across studies Interpretation across studies®

Example of summary across
studies

No serious limitations, do not Low risk of bias for all key
downgrade criteria (Table 1)

Serious limitations, rate down Crucial limitation for one
one level (i.e., from high to
moderate quality)

criterion or some
limitations for multiple
criteria sufficient to lower
ones confidence in the
estimate of effect

Very serious limitations rate  Crucial limitation for one or
more criteria sufficient to
substantially lower ones
confidence in the estimate

of effect

down two levels (i.e., from
high to low quality or
moderate to very low)

Most information is from
studies at low risk of bias

High-quality evidence: the
true effect lies close to that
of the estimate of the effect

Quality of evidence reduced
from high- to moderate-
quality evidence: the true
eftect is likely to be close
to the estimate of the
eftect, but there is a
possibility that it is
substantially different

Quality of evidence reduced
from high- to low-quality
evidence: the true effect
may be substantially
ditferent from the estimate
of the effect

Most information is from
studies at moderate risk of
bias

Most information is from
studies at high risk of bias

Beta-blockers reduce
mortality in patients with
heart failure [26]

Amodiaquine and SP together
likely reduce treatment
failures compared with SP
alone in patients with
malaria [27]

Open discectomy may reduce
symptoms after 1 yr
compared with
conservative treatment of
lumbar disc prolapse [28]

Abbreviation: SP, sultadoxine-pyrimethamine.

* This interpretation assumes no problems that necessitate rating down because of imprecision, inconsistency, indirectness, and publication bias.
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