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Development of a novel algorithm for immune regulation that enables the active
Treg amplification soon after HSCT
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In this study, we investigated the immune control algorithm after PTCy-based

transplantation. Using a tumor-bearing murine BMT system that models clinical transplantation, we
demonstrated that (1) graft-versus-leukemia effect can be enhanced by PTCy reduction, and (2)
reduced GVHD suppressive activity after PTCy reduction is compensated by active Treg amplification
by NKT ligand administration. Furthermore, cellular immunological and gene-expression analysis
clarified that administration of the ligand efficiently promote differentiation into tolerogeneic
NKT2 phenotype while suppressing differentiation into proinflammatory NK-like-NKT1 phenotype, which
could promote Treg amplification. .These results indicate that the combination of PTCy and
NKT-ligand therapy could provide a novel immunoadjuvant therapy to optimize PTCy transplantation,
especially in patients at potential risk of disease relapse.
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