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Elucidation of the mechanisms of pulmonary regenerative disorder for the
development of therapies for chronic respiratory dysfunction caused by the
SARS-CoV-2
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Chronic respiratory dysfunction has been reported as one of the symptoms of
the aftereffects of the SARS-CoV-2 infection (Long COVID), but the pathogenesis is unclear. In this
study, we used our previously established small animal models of SARS-CoV-2 infection to investigate

the expression and distribution of viral proteins, lung tissue, and tissue stem cell markers in the
early stage of infection in the lungs. Histopathological examination revealed that club cells in
bronchioles were the main initial site of infection and replication in the lungs of
SARS-CoV-2-infected animals. It was suggested that since club cells were tissue stem cells that
differentiated into alveolar epithelial cells after alveolar injury, SARS-CoV-2 infection of club
cells may affect the regeneration of lung function. These findings provide insights into the
pathogenesis of SARS-CoV-2 and the development of treatment for Long COVID.
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