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Novel anti-cancer therapy against super-enhancer using humanized monoclonal
antibody with transportation activity into nucleus
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CD26 is highly expressed in malignancies. We developed humanized anti-CD26
monoclonal antibody YS110 with both ADCC/CDC and direct anti-tumor effects via nuclear transport of
CD26 and repression of transcription of POLR2A gene, a subunit of RNA polymerase Il (Pol I1). We
developed an antibody-drug conjugate(ADC) with YS110 (Y) and an Pol Il inhibitor(Pl). Y-PI was
transported into nucleus and then suppressed mRNA synthesis, subsequently causing cell death. Y-PI
showed cytotoxicity against CD26 positive cancer cells in dose dependent manner via inhibition of
Pol 11 and impaired super-enhancer formation. CD26 positive cells were more susceptible to Y-PI than

CD26 negative cells. Xenografted tumors treated with Y-Pl were smaller than that of mice treated
with YS110 without toxicity. Induced internalization of Y-PI into nucleus may inhibit Pol Il and
super-enhancer, resulting in growth suppression of cancer cells.
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E1 Impaired Super-Enhancer function by Y-PI treatment

Mesothelioma derived JMN cells
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B2 Mechanisms of T-PI via POL II / SE inhibition
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