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Elucidation of pathogenesis of Alzheimer®s disease by the development of
diagnostic methods for abnormal aggregates
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Based on the knowledge and technology that the applicants have indeﬂendently
acquired, this research aimed to understand the three-dimensional structure of ASPD, a highly toxic
assembly derived from Alzheimer®s disease patient brains, and to develop a new ASPD-selective PET

probe based on this understanding. Furthermore, we aimed to establish an ASPD-selective diagnostic

method for blood or cerebrospinal fluid by combining anti-ASPD antibodies. We elucidated part of the
structural basis of the interaction between anti-ASPD antibodies and ASPD, and found a PET probe
candidate derived from an ASPD-binding 4-residue peptide with high blood stability. CSF and plasma
assays were established, and some ASPD-positive specimens were detected. As mentioned above, the

research progressed smoothly as planned.
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Na+, K+-ATPase a 3
eNOS (Highly neurotoxic amyloid-B assemblies from Alzheimer®s disease brain, amylospheroids, inhibit
endothelial NAKa 3 activity, resulting in the inhibition of eNOS activity in human brain microvascular endothelial cells)

93 ( )

2020

Establishment of a new tri-culture system for elucidating crosstalk mechanisms between central nervous system and brain
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