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Propagation of Alzheimers disease neuronal cell death by intracellular
formation and secretion of abnormal aggregates
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Neuronal cell death in Alzheimer®s disease occurs when physiologically
produced amyloid B -protein (AP ) aggregates and exerts toxicity. However, it is unclear how AR
aggregates are formed, how cell death occurs and how lesions propagate in the brain. In this study,
we focused on the AB aggregate termed ASPD, found by the applicants in the patient®s brain, and
aimed to clarify the above. As a result, it was revealed that AB 1is produced in all neuronal cells,

but ASPD are produced and secreted in a certain type of neurons, bind to sodium pump NAKa 3, and
causes NAKa 3-expressing nerve cells to degenerate. We also searched and identified a seed peptide
that blocks the binding between ASPD and NAKa 3, which opened the basis for drug discovery.
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