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Lead discovery for Alzheimer®s disease through synthetic organic chemistry
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1. Toward lead discovery of inhibitors of AR aggregation, total synthesis
of the y -lactam-containing natural products including talaramide A, rubrobramide, berkeleyamide D,
and euvesperins A and B were achieved. Among the synthetic natural products, only berkeleyamide D
with a spirocyclic skeleton showed moderate inhibitory activity against AR aggregation. In
addition, structure-activity relationship (SAR) studies of L-755,807 analogs revealed that a
combination of a hydrophobic carbon chain and a terminal hydrophilic functional group is important
for AR aggregation inhibitory activity.
2. SAR studies of BACEl inhibitors with a urea functional group led to a discovery of a highly
active N,N-dibutylamide derivative.
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