2013 2014

IL-6

The novel therapeutic strategy for pulmonary hypertension targeting inflammation
amplification loop mediated by IL-6

NAKAOKA, YOSHIKAZU

2,800,000

HPH IL-6 IL-6
HPH Th17 IL-6
h17 IL-6 TH17 IL-21 HPH
IL-21 IL-2 M2
IL-6/1L-21

The molecular mechanisms of interleukin-6(IL-6)-mediated pathogenesis of PAH have
been elusive. Here, we identified IL-21 as a novel downstream target of IL-6-signaling in PAH. First, we
found that IL-6 blockade bK the monoclonal anti-IL-6 receptor antibody, MR16-1, ameliorated
hypoxia-induced pulmonary hypertension (HPH) and prevented the hypoxia-induced accumulation of Thl7 cells
and M2 macrophages in the lungs. Consistently, the expression levels of IL-17 and IL-21 genes, one of the
signature genes for Thl7 cells, were significantly upregulated after hypoxia exposure in the lungs of
mice treated with control antibody, but not in those treated with MR16-1. Whereas IL-17 blockade with an
anti-IL-17A neutralizing antibody had no effect on HPH, IL-21 receptor-deficient mice were resistant to
HPH and exhibited no significant accumulation of M2 macrophages in the lungs. These findings suggest that
IL-6/1L-21-signaling is critical in the pathogenesis of pulmonary arterial hypertension.
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