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Induction of Immune tolerance in the intestine depending on metabolic checkpoint
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We investigated the metabolic dynamics of intestinal epithelial cells in
intestinal GVHD, a serious complication after allogeneic hematopoietic cell transplantation
(allograft-versus-host disease (GVHD)), which is a disorder of the intestinal microbiota and a
serious transplant complication. We found that intestinal epithelial cell injury by allogeneic
reactive T cells causes specific mitochondrial complex Il injury, which is exacerbated by
drug-induced mitochondrial inhibition and genetic inhibition using the VillCre-Sdha flox mouse model

of GVHD. The pathophysiology of GVHD is that the loss of homeostasis caused by energy deficiency
due to mitochondrial dysfunction is the cause of tissue damage due to GVHD, and that increased
oxygen concentration in the intestinal tract due to impaired oxygen utilization is the cause of
disruption of the intestinal microbiota.
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