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The FDA’s Position:

FDA agrees that the results of Study 302 are highly persuasive and the study is capable of
providing the primary contribution to a demonstration of substantial evidence of effectiveness
of aducanumab.

Study 302 is a strongly positive study on multiple distinct and important clinical measures,
robust to numerous sensitivity analyses, and supported by well-characterized biomarker data.
Beneficial effects on clinical measures are supported by evidence suggesting a dose-response
relationship on clinical outcomes and by evidence of a dose- and time-dependent relationship
on biomarkers of fundamental Alzheimer’s disease pathophysiology, including brain amyloid
burden, the primary direct marker of aducanumab’s intended mechanistic effect.

Further clinical support for a benefit of aducanumab is found in the presentation of the
individual domains of CDR-SB, the primary outcome, which were all consistent with the
overall result, and in the statistically significant exploratory analysis of NPI-10, which
assesses clinical findings not directly evaluated by the other clinical efficacy outcomes.

Although there was no alpha adjustment for considering the sub-items of the CDR, it is
routine to evaluate the movement of components of a scale when the overall scale itself
demonstrates statistical significance according to the prespecified testing procedure. It is
worth noting that the large absolute effect on NPI-10 may be influenced by non-normal and
skewed data and may not be robust to outliers.
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