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Summary

A SAR study suggests that molecules combining
cholinesterase inhibition with antioxidant

activity could help treat AD. In vitro, a series of
compounds with functional groups derived from the
cholinesterase inhibitor tacrine and the aggregation
blocker 8-hydroxyquinoline had better cholinesterase
inhibition and antioxidant activity than either
parent compound. In an in vitro model of the blood
brain barrier (BBB), the best compounds in the
series showed BBB permeation comparable to that
of known CNS drugs, as well as good antioxidant
activity. Next steps could include lead optimization
and testing of candidate compounds in mouse
models of AD.

Acetylcholinesterase inhibitors marketed to treat
AD include Novartis AG’s Exelon rivastigmine,
Pfizer Inc’s Aricept donepizil and Shire plc’s Reminyl
galantamine.

Prana Biotechnology Ltd’s PBT2, an
8-hydroxyquinoline-derived metal protein-
attenuating compound, is in Phase II testing for AD.
Raptor Pharmaceutical Corp. has bisnorcymserine,
a dual inhibitor of butyrylcholinesterase and
B-amyloid (A), in preclinical development for AD.
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