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LETTER TO THE EDITOR

Reply: Overstating harms can have consequences

Michael Benatar,'-? Christopher McDermott,> Martin R .Turner* and Ruben P. A. van Eijk>-

Author affiliations:

1 Department of Neurology, University of Miami Miller School of Medicine, Miami, Florida,
33136, USA

2 ALS Center, University of Miami, Miami, Florida, 33136, USA

3 Division of Neuroscience, Sheffield Institute for Translational Neuroscience, University of

Sheffield, S11 9EJ, UK
4 Nuffield Department of Clinical Neurosciences, Oxford University, Oxford, OX3 9DU, UK

5 Department of Neurology, UMC Utrecht Brain Center, University Medical Center Utrecht,
Utrecht, 3584CX, The Netherlands

6 Biostatistics & Research Support, Julius Center for Health Sciences and Primary Care,
University Medical Center Utrecht, Utrecht, 3584CX, The Netherlands

We acknowledge Dr. Bedlack’s concerns! and appreciate the opportunity to provide more clarity

around the important issues he raises.

Our concern is not with expanded access programs (EAPs) per se, but rather with how these are
currently operationalized. This includes the limited evidentiary basis for potential drug efficacy,
and the opportunity cost of investing necessarily limited federal funds in such programs rather

than in the sort of scientific research that is more likely to advance therapy development efforts.

The EAP programs funded to date have indeed been predicated upon results from trials whose

design carried a very high risk of false positive discovery. The putative benefits have routinely
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been based on post hoc analyses of only a selection of the many pre-specified analyses, without
adjustment for multiplicity. Nonetheless, media communications have consistently made
optimistic claims that are not subject to the essential critical appraisal of independent peer
review. Moreover, the funded EAP’s oft-stated goal of acquiring real world evidence of safety
and efficacy seems disingenuous, given the uninformative results that have come from similarly

sized randomized controlled trials.

While we recognize and value the hope that our patients derive from research participation and
access to experimental agents, we assert that hope is false when it is based on information about
the potential promise of a particular drug or EAP program that is not supported by the scientific
evidence. We do, however, share Dr Bedlack’s strong sense of hope, indeed expectation, that this
is an unprecedented time in ALS research — one in which drugs with clinically meaningful
benefit have the best ever chance to be developed. Part of the essential preparation for this new
era is to acknowledge that the old systems for testing these candidates has not been working and

needs to change.
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