BExXc—19

FIZHREHER REHREHDE) HARAREBES
5@&%&%H27Hﬁﬁ_

HEIES © 24601

RiER - ERBHE (O

AZEAR : 2009~2011

AREES 1 21592313

HrZRERRESR (F03X) ADAMTS13 QKRB TICH 1T HEMERIE &L K E/FR

MEEES (EX) Anti-inflammatory and anti-coagulant function of ADAMTS13 expressed
under blood flow

MRRRE
AE 28 (NISHIO KENJI)
RRBEIEMKE - EFH - £HR
HREES : 60254489

WFFERCR OEEE (FnsC) - ADAMTS13 1% VWF 2 8JWr9-% Z & 12 X 0 \VWF ORREZ HIf L TV 523,
T2 (XM B EEAL T O AR MM AR TR IEFRIC BV T H IR Mk D P R 2 3 2 CUu 2 ATRE
PERHDHZ EERHALONILTE, ZOWBRICBWT, 0 IS EIEMEIC ADAMTS13 OiEM: A3 %
BHanzsZ X 8% 5 < ADAMTSI3 [ ZME N R T #LER -~ I/ INBCRE A5 1330 237 dke 28 PN e i
JE& L72 U T2 BRI VIF Z 800 L CIlARTERR 240 L TRV . 2 b OMEEIT— i Ofil/ MrEE D
£ 9 et 2 4 U2 piiisefl L 72 0 5 B alRetEZ2 Rme LT\, £ 2T~ w7 A RAKE)
ARPAZEE 7 /L (MCAO) Z F VN TR ML & JRAE DG 5 T do 2 A i FF i B3 (2 6h 9~ 5 ADAMTS13 @
IR A WEE LTz, Adamts13-/—< 7 A2V T, MCAO 4 FEFm fE I oD iR T & €40
FHOIE R 258072, S HITADAMTSI3 / w7 77 b~ U A TIE MCAO fEfTH#%. Ii#gH o HMGB1 23
FEHLTRY, S mEYAI TR IENZEES penumbra fEIEE D JSAE /AL CTIX HMGB1 & MPO
(myeloperoxidase) 7% co—expression &IV TU/=, T 7245 ADAMTSI3 IZMNIZI T 2 LETE
DI BT RIEOHIBEIZ b TWAHZ ERfiE SNz, /U vF b b
ADAMTS13 Z U A )L RZ A 7~ 7 ZZHE L, MCAO FEBRZ1T 5 & . AFFEFPA N IR ERE L v 5
L7, LA EJ 0 ADAMTS13 1 H B ) O BIEH 2 45 S 72 W PIRIE - PUiAeAl & 722 5 ATREME S R
iz,

WP - OMBEEL (F&3L) @ The function of von Willebrand factor (VWF) is essential for normal
hemostasis and regulated by ADAMTS13 which cleaves VWF to smaller less—active forms.
We recently found that ADAMTS13 limits thrombus growth at the on—going thrombus generation
process, leading speculation that the excessive function of VWF mediated by ADAMTS
dysfunction may link to arterial thrombosis in the microcirculation in many diseases

We investigated the effects of ADAMTS13 on ischemia-reperfusion injury using a
30-minute middle cerebral artery occlusion (MCAO) model in Adamtsi3—/—and wild-type mice.
After reperfusion, the regional cerebral blood flow in the ischemic cortex was decreased
markedly in Adamtsi3-/-mice compared to wild—type mice, which also resulted in a larger
infarct volume for Adamtsl3—/- Furthermore, brain ischemia induced more prominent
activation of inflammatory cells co—expressing high-mobility group boxl (HMGB1) and
myeloperoxidase (MPO) in the cortical ischemic penumbra of Adamtsi3—/- mice. Thus,
Adamtsi3 gene deletion aggravated ischemic brain damage, suggesting that ADAMTS13 may
protect the brain from ischemia and inflammation by regulating VWF-platelet interactions
after reperfusion.

Moreover, a recombinant human ADAMTS13 infused to wild type mice before 4 hours’
occlusion significantly reduced infarct volume without cerebral bleeding complications
These results indicate that ADAMTS13 could be an anti—inflammatory and anti—coagulant
agent for prevention or treatment for many diseases, especially for stroke
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