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Recent studies comparing clinical and biomarker changes in patients with sporadic Alzheimer's disease with normal subjects and individuals with mild cognitive impairment (MCI) suggest that the pathology of this disease begins in the brain decades before the first cognitive symptoms2. Bateman et al.1 have now confirmed and extended these findings by demonstrating that specific biomarker changes occur 25 years before the onset of cognitive symptoms in an autosomal dominantly inherited familial Alzheimer's disease (FAD) cohort of presenilin and amyloid precursor protein (APP) mutation carriers and noncarriers. By monitoring the sequential changes of five biomarkers over time, Bateman et al.1 showed that a reduction in the concentration of amyloid-Î² (AÎ²42) in cerebrospinal fluid (CSF) was the first change observed in the study subjects, and they inferred that this occurred âˆ¼25 years before the onset of clinical FAD in affected family members. This change was followed by increased signals in positron emission tomography (PET) amyloid imaging, increased concentrations of CSF tau proteins, decreases in glucose use and progressive increases in brain atrophy, all of which were inferred to occur âˆ¼15 years before expected symptom onset.
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