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Elucidation of the role of the nitric oxide synthase system in the pathogenesis
of respiratory diseases
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Three isoforms of nitric oxide (NO) synthases (nNOS iNOS eNOS) are
expressed in human pulmonary emphysematous lesions. However, the role of the NOSs system in the
pathogenesis of pulmonary emphysema remains to be elucidated. We investigated this issue in mice
lacking all three NOS isoforms (triple n/i/eN0Ss-/- mice). We demonstrated that the triple NOSs-/-
mice exhibited spontaneous development of pulmonary emphysema, and that mRNA expression levels of
Wnt/p -catenin pathway-related genes were reduced iIn the lung of the triple NOSs-/- mice. These
results suggest that the NOSs system plays an important role in the prevention of pulmonary
emphysema, and that down-regulation of the Wnt/p -catenin pathway is involved in the pathogenesis of

spontaneous pulmonary emphysema in the triple NOSs-/- mice.
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