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Abstract

The pathological hallmarks of Alzheimer's disease (AD) are senile plaques consisted of A protein
and neurofibrillary tangles consisted of tau protein. In the commonly accepted hypothetic model of AD
pathogenesis proposed by Jack et al. in 2010, AS biomarkers become abnormal first, before
neurodegenerative biomarkers such as tau protein and cognitive symptoms, and then neurodegenerative
biomarkers become abnormal later. Based on recent progress of AD research, the original 2010 model has
been revised in 2013. In this revision, there is a vital paradigm shift that is recognition that the two major
proteinopathies underlying AD biomarker changes, A and tau, might be initiated independently in AD,
in which it is assumed that an incident Af pathophysiology can accelerate antecedent limbic and
brainstem tauopathy.
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