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Where unblinding occurs, or is not implemented in the first place, this can influ-
ence how the patient reports the disease. For example, if a patient believes that she is in
the study drug arm, she may tend to report that she is recovering. If a subject learns that
he or she is receiving the study drug, and not placebo, the subject may try to please the
doctor by exaggerating the improvement, and conversely, a subject learning that he is in
the placebo group may tend to view their experiences more negatively, as he may feel
deprived of treatment (38). Unblinding can also influence how the patient conforms
to the study protocol. For example, if a patient believes (rightly or wrongly) that he is
in the placebo group, he may fail to take his drugs on time. Unblinding can also influ-
ence the tendency of a subject to drop out of the study. If a subject believes that she is
in the placebo group, she may be tempted to drop out of the study. Unblinding can also
influence the tendency to become lost to follow-up. If a subject believes that she was in
the placebo group, she may fail to provide information to the investigator, in the years
following the study. If a study subject learns that he has been assigned to the placebo
group, he may be more willing to drop out of the clinical trial, once it is under way
(39). Disproportionate dropout rates from one study arm, relative to another study arm,
can influence the interpretation and outcome of clinical trials.

According to the ICH Guidelines (40), blinding can prevent the following sources
of bias:

(1) Subjects on active drug might report more favorable outcomes because they expect a
benefit or might be more likely to stay in a study if they knew they were on active drug.

(2) Observers might be less likely to identify and report treatment responses in a no-
treatment group or might be more sensitive to a favorable outcome or adverse
event in patients receiving active drug.

(3) Knowledge of treatment assignment could affect vigor of attempts to obtain on-
study or follow-up data.

(4) Knowledge of treatment assignment could affect decisions about whether a subject
should remain on treatment or receive concomitant medications or other ancillary
therapy.

(5) Knowledge of treatment assignment could affect decisions as to whether a given
subject’s results should be included in an analysis.

In observing the uneven quality of reporting on methods for allocation and blind-
ing, as it has occurred in publications of clinical trials, D.C. Bauer (41), an editor of a
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