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Interferon gamma stimulated apoptotic keratinocytes promote sclerodermatous
changes in chronic graft versus host disease
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We established a new murine model of chronic GVHD-like scleroderma followed
by acute GVHD-like mucocutaneous injury in genetically modified mice transferred with
keratinocyte-specific CD8 T cells. While transfer of granzyme B-deficient CD8 T cells did not result

in mucocutaneous injury followed by scleroderma in recipients, interferon (IFN)-y -deficient CD8 T
cell-recipient mice developed severe acute mucocutaneous injury, but milder scleroderma compared to
wild-type CD8 T cell-recipients. Moreover, IFNy -deficient CD8 T cell-recipient mice had lower
expression of TGF 1 in the epidermis than the control. Murine primary keratinocytes undergoing
FasL-induced apoptosis and incubated with IFNy produce TGFB 1, the production of which can be
inhibited bg a pan-caspase inhibitor. Collectively, our results indicate that IFNy promotes TGFp 1
production by apoptotic keratinocytes, which mediates the development of scleroderma in
keratinocyte-targeting GVHD.
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ransforming growth factor-B produced by keratinocytes undergoing apoptosis promotes skin fibrosis in chronic graft-versus-
host disease-like reaction
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