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Host-derived Semaphorine-4A contributes to maintain regulatory T cell after
allogeneic hematopoietic stem cell transplantation
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We employed a murine acute GVHD model (B6 to BALB/c). Seven days after

transplantation, the proportion of Tregs in the spleen in SemadA-KO (KO) host mice was significantly

lower than that of WT host mice. Both preexisting and inducible Tregs were decreased in KO host
mice. We observed similar suppressive function between Tregs cocultured with WT and KO APCs. KO host
mice developed significantly higher GVHD mortality compared to WT host mice. When bone marrow
chimera mice were used as host, WT>KO host mice developed comparable GVHD mortality with WT>WT host
mice, indicating that hematopoietic cell-derived Semad4A is responsible for GVHD protection. KO host
mice showed comparable mortality to WT host mice when Treg-depleted graft was transplanted,
suggesting that Semad4A plays an important role for Treg dependent GVHD protection. Together, these
results suggest that Semad4A contributes to Treg maintenance and the regulation of alloimmune

responses after allo-HCT.
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A critical role of host-derived semaphorin 4A for the maintenance of Tregs after allo-HCT
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