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Mechanisms of disruption of homeostasis in GVHD
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We studied on target tissue injury in graft-versus-host disease (GVHD) following
allogeneic hematopoietic stem cell transplantation and found that intestinal stem cells and their niche
are targeted by alloreactive donor T cells. Intestinal ecology system is also distiubed and such a
disruption of tissue homeostasis of intestinal microbial ecology is associated with clinical
manifestation of GVHD. We found that Intestinal stem cell growth factor R-spondinl promotes growth of
both intestinal stem cells and Paneth cells. Brief administration of R-spondinl to hosts protects the
intestinal stem-niche s%stem, ameliorates GVHD, prevents infection, and improves transplant outcome. Our
study suggests that such novel strategies to maintain host homeostasis could improve transplant outcome.
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