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Development of the treatment for hematologic malignancies using a novel DPP8
inhibitor and identification of biomarkers
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In previous studies, we have shown that 16244, which inhibits both DPP8 and
DPP9, has anticancer activity against hematological malignancies, and that this activity is mediated
by activation of caspase-3 through inhibition of DPP8. Subsequently, we demonstrated in vitro that
12m, which was structurally expanded from 1G244 to have increased specificity for DPP8, has superior
anti-cancer activity. We also found that 12m highly sensitive cell lines express high levels of
Hck. In this study, we will examine the toxicity and anticancer activity of 12m in vivo. We will
also examine whether Hck is involved in DPP8-mediated apoptosis signaling and whether it is a
biomarker to predict therapeutic efficacy.
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