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Role of gp130-dependent cytokine signaling in pulmonary hypertension
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Pulmonary arterial hypertension (PAH) is characterized by stenosis and
occlusions of small pulmonary arteries, leading to elevated pulmonary arterial pressure and right
heart failure. Although accumulating evidence shows the importance of interleukin (IL)-6 in the
pathogenesis of PAH, the target cells of IL-6 are poorly understood. Using mice harboring the floxed

allele of gp130, a subunit of the IL-6 receptor, we revealed that a CD4+ T cell-specific gpl30
deletion ameliorated the phenotype of hypoxia-induced pulmonary hypertension in mice. Disruption of
IL-6 signaling via deletion of gpl30 in CD4+ T cells inhibited phosphorylation of signal transducer
and activator of transcription 3 (STAT3) and suppressed the hypoxia-induced increase in T helper 17
cells. These findings suggest that IL-6/gpl130 signaling in CD4+ T cells plays a critical role in the
pathogenesis of PAH.
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