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Role of Nitric Oxide Synthases in Hypoxic Pulmonary Hypertension in Mice
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The role of nitric oxide synthases (NOSs) in the development of pulmonary
hypertension (PH) has been examined in pharmacological studies with non-selective NOSs inhibitors.
However, due to the non-specificity of the NOSs inhibitors, the authentic role of NOSs in PH still
remains to be clarified. We show here that hypoxia-induced PH was markedly deteriorated in triply
n/i/eN0Ss-/- genotype and, to a lesser extent, in eNOS-/- genotype, but not in nNOS-/- or
iNOS-/- genotype, as compared with WT genotype. In addition, transplantation of triply NOSs-/- bone
marrow results in the exacerbation of hypoxia-induced PH in mice, demonstrating the protective role
of myelocytic NOSs in the pathogenesis of PH. Our findings provide novel insights into the cellular
and molecular bases of PH.
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