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研究成果の概要（和文）：爆発等の衝撃波による外傷では致死性の肺出血を合併することが多い。今回、ヒトのBlast 
Lung Injuryの病像に近似した致死性肺出血マウスモデルを用いて、血小板代替物であるH12-ADP-liposome投与による
救命効果について検討したところ、H12-ADP-liposomeは、衝撃波による致死的肺出血の救命に有用である可能性が示唆
され、その機序は止血効果とともに内封されたADPがアデノシンに代謝されて臓器保護効果を発揮することが明らかと
なった。

研究成果の概要（英文）：Fibrinogen gamma-chain (HHLGGAKQAGDV, H12)-coated, adenosine 
diphosphate-encapsulated liposomes [H12-(ADP)-liposomes] can accumulate at bleeding sites where they 
release ADP that is rapidly metabolized to adenosine, which has tissue-protective effects.
We investigated the efficacy of H12-(ADP)-liposomes to treat blast lung injury, with a focus on adenosine 
signaling. Pretreatment as well as post-treatment with H12-(ADP)-liposomes significantly increased mouse 
survivals and mitigated pulmonary tissue damage/hemorrhage and neutrophil accumulation after LISW 
exposure. Pretreatment with H12-(ADP)-liposomes reduced albumin and macrophage inflammatory protein-2 
levels in bronchoalveolar lavage fluid. Although H12-(ADP)-liposome pretreatment did not affect blood 
coagulation activity in the injured mice, its beneficial effect on blast lung injury were significantly 
abrogated by adenosine receptor A2A or A2B antagonism, suggesting that adenosine signaling improved lung 
injury.

研究分野： 生理学、循環器内科学

キーワード： Blast Lung Injury　止血凝固作用　アデノシン作用　レーザー誘起衝撃波　ドラッグデリバリシステム
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