Assuring That Double-Blind Is Blind

The gold standard for evidence in psychiatry, as elsewhere in medicine, is often
considered to be the randomized, placebo-controlled, double-blind study. The use of
blinding or masking plays a key role in these designs by addressing the problem of ex-
pectancy. First, if participants anticipate greater benefit from a particular treatment,
they may be more likely to respond to it, which is considered a component of placebo
response. Not surprisingly, participants have been found to report greater anticipated
benefits when they were randomized to enter an active-comparator, versus a place-
bo-comparator, study (1). Likewise, raters may anticipate greater benefit from active
drug and thus favor it in their ratings, whether consciously or unconsciously. Greater
response rates in both active and placebo arms occur when a greater proportion of par-
ticipants receive active treatment—that is, when patients (1) or raters (2) expect more
participants to benefit.

Double-blinding, typically by providing drug and placebo in identical capsules, is in-
tended to minimize the impact of expectancy and the related concept of credibility. The
blind may be compromised in a variety of ways, however, beginning with differences in
medication taste or smell. Of particular concern may
“ be the emergence of adverse effects, particularly when

We Cdllf or more those adverge effects are known to bI; associatgd with
unifor m application a specific medication. The requirement that informed
Of standards in the f:onsent for‘ms‘dehneate common adverse effects may
. . increase this risk (3). Indeed, when the degree of un-
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and review Of reports suggest that it is extensive: at least three-quar-
clinical trials.” ter§ of patients are ‘typically able to correctly guess at
their treatment assignment (4, 5). Moreover, even the
sudden absence of adverse effects may contribute to
unblinding, as might occur when a participant stabilized on a sedating medication is
abruptly switched to placebo at randomization in a relapse-prevention study.

If such unblinding occurs, does it meaningfully affect trial results? A meta-analysis
of antidepressant trials using active placebos, such as those with antihistaminergic or
anticholinergic effects, suggested smaller effect sizes than those observed in the pre-
sumably less blinded trials with inert placebo (6). Estimating the potential impact in
published studies is difficult, but certain findings when results are stratified by poten-
tially unblinding adverse effects raise concern. In a trial of quetiapine in bipolar depres-
sion (7), for example, when investigators examined only the groups reporting sedation,
mean change in the Montgomery-Asberg Depression Rating Scale total score at week
8 was —18.8 in the quetiapine groups (N=195) and —18.9 in the placebo group (N=24).
Conversely, when the subset of participants without sedation were examined, the mean
change in the Montgomery-Asberg Depression Rating Scale total score was —19.3 and
—-11.7 in the quetiapine and placebo groups, respectively. While only a small subset of
patients were in the placebo/sedation arm, the disparity in placebo response might
suggest that clinical raters were attempting to “guess” at treatment assignment.

Unfortunately, for psychotropic drugs, CNS side effects may be inevitable. Therefore,
we call for more uniform application of standards in the design, reporting, and review
of clinical trials.

1. Consistent with CONSORT (8) and international guidelines (9), participants and
raters should be asked to guess treatment assignment, and the degree of true and false
unblinding should be reported in the primary publication of results. Statistical tech-
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niques to formally test for unblinding have been described and are readily available
(10). However, while this approach may help to identify flawed trials, it does nothing to
prevent them, and guesses at the end of a trial may be confounded by “true” efficacy.

2. To minimize the impact of adverse effects on efficacy ratings, one rater should
evaluate symptoms but not side effects, while another rater scores side effects and not
symptoms.

3. Where the risk of unblinding through adverse effects is substantial, the use of an
“active” placebo should be considered, with adverse effects mimicking those of the
active drug. This design is rarely used in modern psychotropic studies: A MEDLINE
search for “active placebo” identified only one randomized controlled antidepressant
trial since 2000 with this design. However, the ethical problem of deliberately inducing
risk for adverse effects, even if they are benign or even potentially therapeutic, requires
further study.

All of these recommendations are reflected in existing guidance documents for clini-
cal trial design and analysis, and some date back more than 25 years. If readers, review-
ers, and journal editors ensure that they are applied where appropriate, confidence in
the gold standard for determining clinical efficacy could be enhanced.
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