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Alzheimer’s disease (AD) is a progressive 
neurodegenerative disorder, the most common cause 

of dementia and considered as multifactorial disease. A 
number of hypotheses have been proposed to describe the 
molecular pathogenesis of AD including amyloid β (Aβ), Tau, 
cholinergic neuron damage, oxidative stress, inflammation, 
and metal hypothesis were received high attention. Thus, 
based on these hypotheses many efforts have been done 
to driven the drug development strategies for Alzheimer's 
disease for over 20 years. Due to the complexity of human 

brain and poor understanding of molecular mechanism 
of AD pathogenesis, not a single hypothesis satisfies 
the molecular pathogenesis of AD. Based on the line of 
evidences, we may propose the “quadrant AD hypothesis” 
which is a combination of amyloid β (Aβ), Tau, oxidative 
stress, and metal hypothesis. Therefore, there is need of 
clinical evidence based multidimensional hypothesis which 
may result into the researches and therapies against the 
multifactorial AD.

Alzheimer’s disease hypotheses: A multidimensional view
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