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Placebo drift revisited: Reviewing placebo response mitigation
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Abstract

Background : Placebo response rates of clinical trials on major depressive disorder (MDD) appear to be
increasing over years. This phenomenon, known as placebo drift (PD), is conceived as one of the leading
factors of the low success rate of development of psychiatric medications. Recently, a psychoeducational
tool named Placebo-Control Reminder Script (PCRS) was developed to mitigate placebo effects with
educating study participants briefly about placebo response factors.

Purpose : To summarize PD and reviewing placebo response mitigating strategies.

Methods : Narrative non-systematic review on PD and placebo response mitigating strategies.

Results and Discussion : PDs are reviewed on several neuropsychiatric disorders and some noncommunicable
diseases (NCDs). Though MDD is the most extensively verified, PD of MDD trials might be non-existent
because recent systematic reviews of placebo response rates in MDD trials negate PD phenomenon.
Placebo mitigating strategy with educating participants about placebo response factors was first reported
as Patient and Rater Education of Expectations in Clinical Trials (PREECT) approach by Zimbroff in 2001
which was published in the same issue where the term PD first appeared in the guest editorial by Khan &
Brown. Placebo response mitigation itself raises ethical concerns from the viewpoint of principles of non-
maleficence as well as beneficence.

Conclusion : Placebo response mitigation strategies should not be adopted to overcome PD because the
existence of PD phenomenon itself is still in controversy and it is unethical to reduce placebo effect
deliberately. Rather we should increase placebo response for ethically justifiable clinical trials.
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Table 1 Placebo drifts of drug treatments for various diseases
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Table 2 RCT of Placebo-Control Reminder Script (PCRS)
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