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Establishment of an Asthma-COPD Overlap (ACO) Mouse Model Using Papain
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We focused on papain, a cysteine protease from the plant papaya, as an

animal model that conveniently reproduces the clinical features of ACO. We compared a pig pancreatic
elastase (PPE)-induced COPD model and a PBS-treated group with a model in which papain was
repeatedly administered. In the lung pathology of each group, emphysema formation was observed in
the PPE and papain groups. Eosinophils in bronchoalveolar lavage fluid were significantly increased
in the repeated papain-treated mice compared to the other groups, and in the alrway
hyperresponsiveness test to methacholine inhalation, the papain group showed significantly increased
airway hyperresponsiveness and asthmatic features. Repeated papain-treated mice were shown to be a
reasonable model for human ACO.
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