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Role of alternative Thl7 in chronic GVHD
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Treatment of anti-p40 mAb in allogeneic recipients significantly reduced the
severity of clinical and pathological chronic GVHD. Intracellular staining revealed that IFN-y
single-positive (IL-17(-)) and IFN-y /IL-17 double-positive cells were suppressed in anti-p40
mAb-treated allogeneic recipients compared with control recipients. The cytokine levels of IFN-y
and IL-17 were also decreased in serum from anti-p40 mAb-treated allogeneic recipients. T-bet
expression of donor IL-17(+) CD4(+) T cells was reduced significantly in anti-p40 mAb-treated
recipients, and this reduction in T-bet expression was associated with IL-22 production by donor T
cells. These results suggested that anti-p40 mAb attenuated chronic GVHD via suppression of IFN-y
/1L-17-producing cells, and that targeting the IL-12/1L-23 pathway may represent a promising
therapeutic strategy for preventing and treating chronic GVHD.
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