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(%) Alzheimer’s disease (AD) was originally described as a clinical syndrome associated with characteristic pathological find-
ings after death. Major advances have enabled the detection of amyloid-beta, tau, and other brain pathological features accu-
rately in living patients, leading to a growing picture of the longitudinal interplay between pathology and clinical symptoms.
Biomarker changes, particularly for amyloid-beta, are now known to occur far in advance of symptoms, leading to an evolution
away from a clinical / syndromic definition of AD towards a definition based on the underlying biology. Numerous ongoing clini-
cal trials of investigational therapies in individuals with pathological signs of AD but no clinical symptoms, along with a new NIA-
AA Research Framework and new FDA Draft Guidance on Alzheimer’s Disease, are products of this revised thinking. As new
biomarkers emerge for features beyond amyloid-beta and tau, there will be opportunities to improve our understanding of AD bi-
ology, to reduce heterogeneity and improve signal detection in clinical trials, and ultimately to personalize the delivery of appro-
priate therapies to appropriate patients.
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