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épvestigation of regeneration of intestinal epithelium during graft-versus-host
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In this project, based on the results of preliminary single cell RNA
sequencing of mouse crypt epithelial cells from bone marrow transplantation (BMT) recipients, we
hypothesized that interferon-gamma (IFNg) drives proliferation of intestinal epithelium through Myc
expression in intestinal stem cells (1SCs) during graft-versus-host disease (GVHD). We found that
IFNg stimulates proliferation of intestinal epithelium also in human in association with MYC
upregulation using an intestinal organoid system. We next performed immunofluorescent staining of
Myc protein after BMT. Ileal crypts from recipients of allogeneic BMT demonstrated greater Myc
expression than crypts from non-GVHD syngeneic BMT recipients. Finally, treatment with the Myc
inhibitor reduced both GVHD pathology scores and crzpt loss, which is a marker of the I1SC
compartment injury, in allogeneic BMT recipients. These findings suggested Myc upregulation in the
intestinal crypts may contributes to reduction of gut GVHD.
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