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The development of new diagnostic and therapeutic tools for AD based on regulation o
f the gamma-secretase complex assembly.
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Alzheimer disease is characterized by the deposition of amyloid beta, which is gen
erated from the amyloid precursor protein (APP) through its cleavage by beta- and gamma-secretases. The ga
mma-secretases complex component nicastrin (NCT) plays significant roles in the assembly and proper traffi
cking of the gamma-secretases complex and in the recognition of APP. Unassembled NCT is retrieved or retai
ned in_the ER by the protein Retention in endoplasmic reticulum 1 (Rerl). We hypothesized, therefore, that

Synoviolin (Syvn), an E3 ubiquitin ligase, regulates the assembly or localization of the gamma-secretases
complex by ubiguitinating Rerl resultin? in its subsequent degradation. Our findings that the level of Re
rl was increased in Syvn-knockout fibroblasts due to inhibition of its degradation support this hypothesis

. Thus, it is likely that Syvn regulates the assembly of the gamma-secretases complex via the degradation
of Rerl, which results in the generation of amyloid beta.
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