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Short Description

Proteolytic cleavage of amyloid precursor protein (APP) to produce the amyloid beta peptide
(AB) contributes to the pathophysiology of Alzheimer’s disease (AD). Some familial AD (FAD)
cases are associated with mutations of APP that lead to increased AB deposition. AP is
produced when APP is cleaved first by B-secretase and subsequently by y-secretase.
However, this cleavage process also releases an extracellular soluble APP (sAPP) fragment
and an APP intracellular domain (AICD), which play a role in cellular signaling. We have
recently found that a novel ligand of APP, TAG1, can trigger proteolytic cleavage of APP,
leading to AICD-dependent regulation of neurogenesis (Ma et al., 2008; see Mattson and van
Praag, 2008, for commentary). This novel signaling pathway opens new doors for
investigation of the normal physiological and pathophysiological regulation and functions of
APP. Some of the questions to be addressed are summarized in the diagram below.
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