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Dear Editor,

D

r. Umbricht suggests that the two examples
we cite in our viewpoint (1) support rather
than call into question the value of interim
futility analyses in Alzheimer’s disease (AD) trials. He
points out that the first example, the Phase 3 trials of
aducanumab, the futility analyses did indeed indicate a
trend toward a beneficial treatment effect in one of the
two trials though the planned pooled futility decision
led to stopping the trials. In the second case, in which a
futility analysis led to a halt, full analysis of available data
suggested efficacy; a subsequent study was negative.
We certainly agree that interim data analysis can be
informative. Our primary point is that interim futility
analyses require assumptions and are prone to errors
in design. Once futility is declared, interpretation of
treatment effects is difficult and reporting evidence
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of efficacy is problematic. In the aducanumab case,
allowing the trials to complete would likely have yielded
substantially clearer evidence regarding treatment effects.
Similarly, in the case of TTP488, a full dataset from a
competed trial would have provided more definitive
evidence one way or the other, perhaps obviating the
need for a follow-up study. In both cases, the cost of a
futility analysis (loss of inference from a full trial dataset)
seems high, far outweighing the savings. We agree with
Dr. Umbricht’s call for methodologic rigor. Further, we
urge that AD trialists carefully weigh the benefits and
risks of futility analyses prior to considering them in their
trial design.
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