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Elucidation of the mechanism of fibroblastic foci formation in idiopathic
pulmonary fibrosis: from analysis of patient lung tissues

Nishimura, Tomoko
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Idiopathic pulmonary fibrosis (IPF) is a progressive and refractory disease
with poor prognosis. In this study, we analyzed lung tissues from IPF patients to identify factors
involved in the accumulation of activated fibroblasts called as fibroblastic foci and to elucidate
the regulatory mechanism of their expression to understand the pathogenesis of IPF.

We identified IGF-1 as a factor that is upregulated in fibrotic regions compared to non-fibrotic
regions. Single-cell RNA sequencing revealed that IGF-1 is selectively upregulated in lung
fibroblasts in fibroblastic areas. In addition, IGF-1 expression positively correlated with the
expression of collagen markers in the lung. We also showed that IGF-1 is produced in a TGF-f
-dependent manner, and found Calmodulin-1 as a regulatorg molecule by IGF-1. These results suggest
that IGF-1 is closely involved in the formation of fibroblastic foci.
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