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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.
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BALF at3 h (n=6) (n=4) (n=6) (n=3) (n=3)
Albumin (g/L)  not detectable 1.3+0.3 0.8+03% 1.2+ 05 1.3+0.6
TNF-a (ng/mi) not detectabie 114031 0.3+ 0.1* 0.4+ 0.2 0.7+0.1
MIP-2 (pg/mL)  not detectable 355 + 148 % % 74434 124+ 43 141+ 52

To examine albumin, TNF and MIP-2 levels, BALF was obtained from mice 3 h after LISW exposure. Data are mean + SD,
# p < 0.05 vs Normal saline, PBS-liposomes, * p < 0.05 vs PBS-liposomes, t p < 0.05 vs others, ¥+ p < 0.01 vs others.
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