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[Purpose and Background of the Research]
Idiopathic interstitial pneumonias (IIPs) are a set
of diseases that are characterized by progressive
deposition of collagen in the pulmonary alveolar
interstitium. It has been reported that type 2
Immune responses are inappropriately upregulated
in the lungs of IIPs patients. However, the etiology
of the disease is not fully understood. Group2
innate lymphoid cells (ILC2), which we discovered
in 2010 produce large amounts of type 2 cytokines
in response to IL-33. IL-33-activated ILC2 have
been reported to exacerbate IIPs in the
bleomycin-induced mouse model of pulmonary
fibrosis. In this project, we will investigate the role
of TLC2 in pulmonary fibrosis and verify the
pathology of IIPs.

[Research Methods]

The mouse model of bleomycin-induced fibrosis is
the most common model used to study IIPs.
However, this is a model of acute fibrosis that
occurs in 2 weeks and is resolved spontaneously
after several weeks. To understand the chronic
fibrosis that characterizes idiopathic pulmonary
fibrosis (IPF), we have established a new mouse
strain which lacks several systems for inhibition of
ILC2 and develops pulmonary fibrosis. Unlike
conventional models, the fibrosis in this strain
occurs spontaneously and worsens in an
age-dependent manner. In this project, we will
investigate the pathogenic mechanism of IPF by
single cell RNA-Sequence analysis, thorough the
use of samples from this mouse model of fibrosis
and from IPF patients.
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[Expected Research Achievements and

Scientific Significance]
Find a candidate factors that could be a target for
new therapy for IIPs.

Experimental design
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Fig. 2 ILC2 and pulmonary fibrosis
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