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研究成果の概要（和文）：活性化プロテインＣ (APC)が脂肪肝でのIRIを抑制するかは明らかでない.脂肪肝と正常肝で
のIRIにおいてAPCの効果を比較検討.
[方法]通常食(ND)と高脂肪食(HD)を与えたマウスを,control群とAPC投与群とに分け,IRIモデルを作成し,比較.[成績]N
DマウスではAPC投与は4hで肝障害や炎症細胞浸潤を減少させたが,HDマウスではAPCは24hで肝障害や炎症細胞浸潤を減
少させた.NDマウスのみAPCは内皮傷害を抑制した. HDマウスのみAPC投与でAMPK活性が上昇した. In vitroではAPCを加
えると肝細胞の生存率が高く,AMPK活性と細胞内ATPも増加していた. 

研究成果の概要（英文）：We compared the cytoprotective effects of Activated protein C (APC) in 
non-steatotic and steatotic liver ischemia reperfusion injury (IRI).
Methods: Mice were fed either normal diets (ND mice) or high fat diets (HF mice), were treated with APC 
or saline (control) and were performed IRI. In an in vitro study, primary steatotic hepatocytes were 
either untreated, or were treated with APC, then incubated with H2O2. Results: APC reduced serum 
transaminase levels and the inflammatory cells infiltration at 4 h in ND mice, while at 24 h in HF mice. 
APC inhibited sinusoidal endothelial injury in only ND mice. APC activated AMPK phosphorylation in only 
HF mice. In the in vitro study, APC increased AMPK phosphorylation, ATP concentration and survival rates 
of hepatocytes. Conclusion: In normal liver, APC attenuated initial damage by inhibiting inflammatory 
cell infiltration and sinusoidal endothelial injury. However, in steatotic liver, APC might attenuated 
late damage via activation of AMPK.

研究分野： 肝胆膵・移植外科
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