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Pathophysiology of pulmonary nontuberculous mycobacterial infections focusing on
abnormal accumulation of mucin
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Lung histopathology specimens from NCFB lungs (including pre-existing
non-tuberculous Mycobacterium tuberculosis infection) and normal lungs in Japan and the United
States were evaluated. Both proximal and distal bronchioles of diseased lungs were rich in mucus
plugs, and both MUC5B and MUC5AC were elevated in proximal bronchioles, whereas MUC5B was
selectively elevated in distal bronchioles. MUC5B and MUCS5AC were significantly elevated in primary
human airway epithelial cells stimulated with sputum-derived supernatants from NCFB patients and
were decreased by IL1R1 knockout. We also confirmed that mucin levels are elevated in pulmonary NTM
disease and sputum samples and strongly correlate with IL1B levels, and proteomic analysis showed
that peripheral airway-specific markers are elevated in pulmonary NTM disease.
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