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Introduction

The placebo effect is an improvement in a patient’s condition caused by the expectation that a treatment will be helpful, rather than the true effect of the treatment. Randomized controlled
clinical trials (RCTs) attempt to provide therapeutic benefits for patients who need it, while recording data about treatment effects. Researchers desire to minimize all forms of bias or
convolution of data: demographic variables are minimized with randomization, observer bias is minimized with blinding, and sample sizes are preferred to be large to make data more statistically
accurate. Attempting to minimize placebo bias has resulted in an orthodoxy of RCTs using placebo controls. In these studies, one group of subjects receives a placebo, usually in the form of saline
injections or an inert pill, and one group of subjects receives the new treatment being examined. The major ethical problem with PCTs is that minimizing placebo bias is the goal of researchers
designing placebo controlled trials, and the means to this goal is providing patients seeking treatment with inadequate healthcare. This project examines the arguments posed by placebo
advocates as well as criticisms of these arguments. Ultimately, the dangers and ethical issues associated with withholding treatment from placebo group research subjects, as well as the existence
of ethical criteria that allows for active-control trials (ACTs) as an alternative lead to the thesis that placebo controlled trials (PCTs) should not be used when a standard treatment exists for the
disease state in question.
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Legal Background and Incentives for Placebo Orthodoxy

Significant Comparative Efficacy Results
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 U.S. Department of Health and Human Services (HHS) vs Food and Drug Administration (FDA) with Unigue Annual Dosing Regimen
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* FDA shows preference for PCTs, enforces preference with ability to reject drug applications that do not use PCTs o ) N
 Examples of FDA rejecting ACT tested drugs .55%
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* 1982 beta blocker tested against FDA-approved control

e 2013: Lemtrada
* Prevention of multiple sclerosis relapse
* ACT used because test drug has obvious side effects that would unblind study (Phillip’s paradox) e
* Tested against FDA-approved control, Rebif— Lemtrada did better than Rebif but was rejected because of its trial design
* Another application takes years and over S100 million to follow “gold standard” of PCT

 Both examples have excessive risk for placebo group patient-subjects

 Both examples are very similar though 30 years apart

Update: the FDA reversed

its decision about Lemtrada
in November 2014




