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Modulation of inflammation and innate immune responses subsequent to endothelial
cell damage in lung allo and xenotransplantation
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In this translational research using swine and non-human primate (NHP), we

established the new strategy to improve the results of both allo and xeno lung transplantation (LTx)
especially focused on the protection of endothelium and reducing inflammatory damage following LTx.
In Study 1, we showed that A2AR agonist has beneficial effects on pulmonary allograft survival
using MHC-defined CLAWN miniature swine. In Study 2, we showed the perioperative inhalation of
low-dose carbon monoxide (CO) has beneficial effects on porcine lung xenografts in NHP. Histology
showed less inflammatory cell infiltrates, intravascular thrombi, and hemorrhage in the CO-treated
animal. In Study 3 using pig-to-NHP xeno-lung transplantation, histologically viable porcine lung
grafts beyond 7 days in baboons were achieved. hCD47 expression of donor lungs was detected in both
alveoli and vessels only in the 3 grafts surviving >7, 9, and 10 days.
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