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Role of ILC2 in idiopathic interstitial pneumonia
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Pulmonary fibrosis (PF) is characterised by inflammation and collagen
deposition in the alveolar interstitium, leading to dyspnoea and death. However, the comprehensive
pathogenesis of PF remains unclear due to the lack of spontaneous fibrosis mouse models. We found
that Ifngrl-/-Rag2-/- mice, lacking the mechanisms to suppress group 2 and 3 innate lymphoid cells
(ILC2s and ILC3s), developed severe PF spontaneously. In Ifngrl-/-Rag2-/- mice, 111rl1lhill13hi-1LC2
subpopulation was increased at disease-onset phase before collagen production began. Further,
defects in ILCs or IL-33, the strong ILC2 activator, prevented PF development. ILC2s directly induce

collagen production by fibroblasts in vitro, and fibroblasts started to produce IL-33 in the
chronic phase, Bresumably forming a positive feedback loop between fibroblasts and ILC2s leading to
irreversible fibrosis. Moreover, the increased IL1RL1 and IL13 and decreased IFNGR1 expression
levels in ILC2s from human idiopathic PF patients.
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