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Analysis of novel Alzheimer®s disease-related peptides in human cerebrospinal fluid
derived from APLP2
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Previously, we detected APLP2-derived Abeta like peptides APL2beta35, 38 and 39 fr
om human Cerebrospinal Fluid. To clarify generation mechanism of APL2beta, APLP2 transfected cells were tr
eated with several secretase inhibitors. Secreted peptides were immunoprecipitated by anti-APL2beta antise
ra and detected by MALDI-TOF Ms. APL2beta peptides were abolished by beta- and gamma-secretase inhibitors.

Conversely, APL2beta38 and 39, but not APL2beta35 were raised by alpha-secretase inhibitor. Interestingly
, APL2beta35 was increased, but APL2beta38 and 39 were decreased by overexpression of Neprilysin, which is
known as major Abeta degrading enzyme in brain. These results indicate that APL2beta38 and 39 are genera
ted by beta- and gamma-secretase, and cleaved by Neprilysin. Consequently, APL2beta35 is produced. It is c
onsidered that Neprilysin is reduced in the brains of Alzheimer disease patients. Thus, APL2beta35 may be
a surrogate marker for Abeta degradation by Neprilysin in brain.
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