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Development of preclinical models of donor-derived gene-modified lymphocyte_
infusion for tumor-relapse after allogeneic hematopoietic cell transplantation
and evaluation of efficacy and safety
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We generated murine models of tumor relapse after major histocompatibility
complex (MHC)-matched or mismatched allogeneic hematopoietic cell transplantation (HCT) and
performed tumor-specific donor lymphocyte infusion (DLI) 2 or 8 weeks after HCT. Anti-tumor effect
was observed in each setting and GVHD was aggravated graft-vs-host disease (GVHD) in the animals
when we performed tumor-specific DLI 2 weeks after HCT. GVHD aggravation was observed only in the
recipients of MHC-matched HCT, not in those of MHC-mismatched HCT when we performed tumor-specific
DLI 8 weeks after HCT. Our pre-clinical data suggest that GVHD aggravation caused by tumor-specific

DLI is dependent on timing and MHC disparity. This study will contribute to clinical development
of tumor-specific DLI for the tumor-relapsed patients after allogeneic HCT.
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