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Development of novel amyloid-beta aggregation inhibitors based on the i
constituents of Perilla frutescens var. crispa, and their mechanism of action
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In this study, amyloid-beta a?gregation inhibitory activities of stnthesized

rosmarinic acid derivatives were evaluated by miclo-litter high-through put screening system
(MSHTS) and ThT method, and docking simulation between Abeta and the derivatives were also studied.
Results suggested that the compounds showed higer activity owned both lipophilic moiety and phenolic

hydroxyls and their CLogP values were nearly equal to values of general drugs acted to central
nervous system. Considering the difference of the activities obtained by two different methods
(MSHTS and ThT), the derivatives showed the activity by two defferent mechanisms based on their
chemical structure. The additional detailed biochemical and spectroscopic studies, the derivatives
were devided to two groups: one was the compounds that inhibited the initial stage of the
aggregation and another was the compounds that inhibited the aggregation between middle size
aggregates.
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Figure 5 TEM images of AR fibrils.
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