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Nardilysin prevents amyloid plaque formation by enhancing alpha-secretase activity i
n an Alzheimer™s disease mouse model.
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Amyloid beta peptide, the main component of senile plagues in patients with Alzhei
mer"s disease (AD), is derived from proteolytic cleavage of amyloid precursor protein (APP) by beta- and g
amma-secretases. Alpha-cleavage of APP has a potential to preclude the generation of A-beta because it occ
urs within the A-beta domain. We reported that a metalloendopeptidase, nardilysin (N-arginine dibasic conv
ertase; NRDc) enhances alpha-cleavage of APP, which results in the decreased generation of A-beta in vitro
. To clarify the in vivo role of NRDc in AD, we intercrossed transgenic mice expressing NRDc in the forebr
ain with an AD mouse model. Here we demonstrate that the neuron-specific overexpression of NRDc prevents A
-beta deposition in the AD mouse model. The activity of alpha-secretase in the mouse brain was enhanced by
the overexpression of NRDc, and was reduced by the deletion of NRDc. Our results indicate that NRDc contr
ols A-beta formation through the regulation of alpha-secretase.
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