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For the discovery of compounds that inhibit the interaction between NRBP1
and BRI2, screening was conducted using natural product, small molecule, and middle molecule
libraries. Although an increase in the amount of BRI2 processing products and inhibition of amyloid
B (AB ) aggregation were observed with some of the middle molecule compounds, no compounds were
found to have sufficient potency of action to induce an increase in endogenous BRI2 and inhibition
of AB production. Two hit compounds were obtained that induced an increase in endogenous BRI2 and
suppression of AB production, but both were natural compounds with complex structures, making it
difficult to obtain analogues through synthetic expansion. Therefore, the search for lead compounds
based on these two compounds had to be abandoned.
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