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Novel therapy against human cancers using intra-nuclear transportable humanized
monoclonal antibody against CD26.
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We developed a novel Antibody-Drug Conjugate (ADC), Y-TR-1, with the
humanized anti-CD26 monoclonal antibody YS110 and triptolide (TR-1), an inhibitor for TFIIH (a
general transcription factors for RNA polymerase Il (Pol 11)). YS110 has an inhibitory activity
against CD26-positive tumor growth via immunological and direct pathway, such as an induction of
intra-nuclear transportation of CD26 and YS110, and a suppressed transcription of Pol Il subunit
POLR2A by nuclear CD26. Y-TR1 showed significant cytotoxicity against CD26-positive cell lines but
not CD26-negative cell lines in a dose-dependent manner via significant suppression of mRNA
synthesis caused by impairment of RNA polymerase Il activity. The tumors in xenografted mice
administered Y-TR1 was smaller than that of mice treated with unconjugated YS110 without severe
toxicity. In conclusion, the novel compound Y-TR1 showed antitumor properties against CD26-positive
cancer cell lines both in vitro and in vivo without toxicity.
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