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DBY/HLA class Il complex formation on the vascular endothelium leads to cGVHD in
female-to-male HSCT
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Development of effective treatments for cGVHD has been hindered by the

complexities of its pathogenesis. Among several risk factors, the presence of allogeneic antibodies
against DBY encoded on Y chromosome is well described and associated with NRM in female-to-male
transplants. However, DBY is expressed exclusively in testis, and how DBY is emerged on the surface
of the target organs remains unknown. Here we report that DBY/HLA class Il complex formation on the
vascular endothelium directly contribute to the pathogenesis. Full-length DBY is transported to the
cell surface only via association with HLA class I1. The seropositivity of 1gG against this complex
was significantly associated with cGVHD development. Moreover, DBY specifically colocalized with HLA
class Il on the dermal vascular endothelial cells in cGVHD. Finally, we revealed that the efficacy
of DBY presentation by each HLA-DR allele was correlated with that allele on susceptibility to cGVHD
using nationwide registry data.
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Complex antibody Positive 74.2 % (95% Cl: 51.8%-87.4%) P <0.05
Complex antibody Negative 30.0 % (95% Cl: 16.0%-45.3%) .
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