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Neuroprotective effect of ART-123 on ischemia / reperfusion
injury in mice and its mechanism

Shan-jian Huang', Gui-ning Wei’, Ren-ying Yao', Xiao-ling Deng', Zu-gui Huang'
(1. Department of Pharmacy, Qinzhou First People's Hospital, the Tenth Afiiliated Hospital of Guangxi
Medical University, Qinzhou, Guangxi 535000, China; 2. Guangxi Traditional chinese Medicine and
Natural Medicine Engineering Technology Research Center, Nanning, Guangxi 530022, China)

Abstract: Objective To investigated the effects of recombinant human soluble thrombomodulin alpha (ART-
123) on cerebral ischemic/reperfusion injury in mouse model. Methods BALB/c mice were subjected to 4 h-middle
cerebral artery suture occlusion (MCAO) and treated at reperfusion with Vehicle or ART-123 (1 or 5 mg/kg, i.v) after
4 h MCAO. Infarct volume, motor coordination, plasma high-mobility group box (HMGB1) level and hemorrhage
volume were evaluated 24 h after 4 h MCAO. Results The infarct volume was reduced by ART-123 in mice
subjected to 4 h MCAO in a dose-dependent manner (F = 4.843, P = 0.038). Moreover, ART-123 (5 mg/kg) improved
motor coordination determined by the rotarod test (P = 0.028), and decreased plasma HMGBI1 level compared with
Vehicle-treated controls (P = 0.000). In addition, there was no difference in hemorrhage volume between Vehicle-
treated control group and the ART-123 treatment group. Conclusions ART-123 may improve cerebral ischemia /
reperfusion injury in mice by inhibiting HMGBI1.
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40 HHEE BALB/e /MR, KT 22 ~ 28 ¢, A1)
PR RSt il HHKERIRK. #%
BALB/c /INEBHHL> A : Sham 20 (n =10), Vehicle 41
(n=10) Fl ART-123 21 (1 F1 5 mg/kg 45 10 /N KL ).
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LAS/INEL, U I iy Zets: B4R Bl ok /N FLARR A0 A5

1.1

ik, NSRS B R R sk, H4EG 4k
FEL e, MCAO J5 4 h R iIEMe, 556 /MR K, B
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2 #HR
2.1  ART-123 Xt B Sk FR B4 22 0

SE S IR SEAR FR Vehicle 200 (93.2+7.0) mm’,
ART-123 (1 mg/kg) K (76.7+7.4) mm’, ART-123
(5mgkg) N (64.8+6.5) mm'. FESH R, 34
AEFEARTRZE A et L (F =4.843, P=0.038 ),
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B, 25 A 5EE X (P<0.05), WHE 1.
2.2 ART-123 JIH#HZ1T A FIES TS Sh AR

SEIRPZE RS Vehicle 2H4 (3.6 £ 0.3 ), ART-123
(1 mgkg) 410 (3.5+0.3), ART-123 (5 mgke) 410
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2.3 ART-123 31 3% HMGB1 &K E &M
S 347 11 3% HMGB1 ¥ JF Sham 2H 8 (18.3 +3.82)
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H M3 & JC78 k. ART-123 7E 4 h MCAO #iA!Hh
AIAPEINZE HMGBI 263k, tbAh, Miskimfifie, [
MR R HMGBL, 5 e/ NI B Au i s A6 ™ 1y A
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