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Novel Treg expansion method based on TNFR2-selective receptor clustering.
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We established a regulatory T cells (Tregs) expansion method based on
TNFR2-selective receptor clustering effect for the treatment of Immune diseases, rejection after
organ transplantation, and graft-versus-host disease after hematopoietic stem cell transplantation.
We 1dentified a TNFR2-selective agonistic TNF mutant in a previous study. In this study, we created
a novel immunocytokine which was fused TNFR2 agonist and TNFR2 scFv. The immunocytokine enhanced a
signal transduction activity via TNFR2 with sustaining the TNFR2 selective binding activity.
Furthermore, this molecule significantly expanded human effector Tregs ex vivo. Therefore, we
considered that the immunocytokine would be beneficial as a novel Treg expander.
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Development of artificial TNFR1-selective antagonistic cytokine-derivatives for the treatment of rheumatoid arthritis.
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Trimeric structural fusion of an antagonistic tumor necrosis factor-o mutant enhances molecular stability and enables

facile modification.
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