&= C-19

HEES
MEiER
HZE EAR
FREES

HEREMWERNRARREE
Pk 23 455 H 27 A HUE

: 14301

. HEFHE B)
: 2009~2010

: 21700351

MEEBEL (X)) TFILYNAI—RIZETFHAM6 A 207077 —EDEE

HREREL (FX) The role of M16 family metal loprotease in Alzheimer’ s disease
MERRSE

S FE (HIRAOKA YOSHINORI)

REKE - EFEHARFH - B

MEEES - 60397552

WFFER O (Fn0) 13 &4 13 Z U E TlZ.invitro TM16 A % 1 7’ 1 77—+ nardilysin (NRDc)
Mot ¥ —F¥ (ADAM9, ADAMI0, TACE/ADAM17) ZiGMEAL L., 7 I oA FpXFF |

(AB) DEAZIEITLHZ L ZHLNT LT, A, M T0o NRDe ZEL &K 3 f51ZHN LT
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APP/NRDc-Tg (3 APP-Tg L tb_TT 2 A RF T —27 OGO HT-Z & )5, NRDe A
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e OEE (J£3L) : Alzheimer’s disease (AD) is a progressive neurodegenerative
disorder characterized by the formation of amyloid B peptide (AB) and their deposition in
the brain as senile plaques. In the nonamyloidgenic pathway, the amyloid precursor protein
(APP) is cleaved by the a-secretase within the AB sequence. Proteinases of the ADAM
family are the main candidates, but the underlying mechanism is not cleared. We have
demonstrated that nardilysin (N-arginine dibasic  convertase; NRDc), a
metalloendopeptidase of M16 family, enhaces a-secretase (ADAMY9, ADAMIO0,
TACE/ADAM17) activity and reduces AP generation in vitro. We have generated NRDc
transgenic (NRDc-Tg) mice that overexpress NRDc in neuron and NRDc hetero-knockout
mice (NRDc+/-). A neuronal overexpression of NRDc in model mice of AD (APP-Tg) led to a
decrease in the number and size of amyloid plaques. Analysis of mice which reduces NRDc
expression in neuron is still going on. Our findings demonstrate that upregulation of NRDc
represents an efficacious therapeutic approach to combating AD in vivo.
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