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Elucidation of pathophysiology of fibrosis and sclerosis and establishment of
treatment in IgG4-related disease using model mouse
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In this study, using human specimens from affected organs and LAT Y136F
knock-in mouse as model mouse, we investigated pathophysiology of fibrosis and sclerosis in
IgG4-related disease (1gG4-RD). We have clarified the differences of types of collagen according to
the anatomical locations and increase of fibril-forming collagens (collagen I and I11) in parallel
with progression of fibrosis and sclerosis. We have also clarified that M2 macrophages, that are
implicated in fibrosis in 1gG4-RD, produce APRIL promoting activation, proliferation, and survival
of B lymphocytes and plasma cells, and contribute to the formation of characteristic pathology. In
LAT Y136F knock-in mouse, we have found an increase of fibrosis score as mouse got older and
enhanced expression of APRIL in affected organs.
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