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Therapeutic effect of alveolar macrophage-specific anti-I1GF-1 antibody for
idiopathic pulmonary fibrosis
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The aim of this study was to clarify the effect(s) of pulmonary
macrophage-origin IGF-1 on normal human lung fibroblasts (NHLF). First, methods were established to
differentiate macrophages from human peripheral blood-derived monocytes as well as U937 cells. The
macrophages derived from both monocytes and U937 cells produced IGF-1. We also established methods
for co-culturing those macrophages with NHLF and for culturing NHLF in the supernatants of cultures
of those macrophages. When the macrophages were co-cultured with NHLFs in the presence of anti-I1GF-1
&#8211;neutralizing antibody or linsitinib, an inhibitor of IGF-1 receptor, inflammatory cytokines
in the supernatants of both culture systems were significantly suppressed. This study revealed that
IGF-1 derived from macrophages acts via the IGF-1 receptor to induce cytokine production by NHLFs.
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(A) 1gG, mouse 1gG; anti-IGF-1 antibody, monoclonal antilGF-1 antibody
*P < 0.05 vs. IgG.

(B)DMSO, Dimethyl sulfoxide; Linsitinib 10, Linsitinib 10 uM
*P < 0.05, n.s., not significant vs. DMSO.
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