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Mechanism of kidney injury associated with graft-versus-host disease after
allogenic stem cell transplantation
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We investigated whether allogeneic donor T cells target kidney in murine
models of aGVHD. Donor MHC-positive cells were present in the renal pathology specimens from
allogeneic mice. The characteristics of these donor-derived T cells were analyzed using flow
cytometry. Both CD4+ and CD8+ cells were increased in allogeneic animals and these T cells
demonstrated elevated surface markers of activation and exhaustion as well as secretion of
proinflammatory cytokines and cytotoxic proteins. Examination of protein expression in renal tissue
showed an increase of neutrophil gelatinase-binding lipocalin (NGAL) and elafin in allogeneic
recipients. In an in vitro cytotoxic T lymphocyte (CTL) assay, co-culture with alloreactive T cells
increased apoptosis of renal cells. Our study demonstrated that immune responses induced by donor T
cells are involved in renal cell injury in recipients, suggesting that the kidney is also an aGVHD
target organ.
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