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Development of selective inhibitors for PL.Cg, a key regulator of the

tumor microenvironment
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search for structural analogues and structural optimization study
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Aiming to discover small-molecule compounds having a specific inhibitory activity toward
phospholipase Ce (PLCg), which plays facilitating roles in carcinogenesis, malignant tumor
progression and tumor proliferation through regulation of the tumor microenvironments (7.
e. cancer-associated inflammation), by high-throughput screening (HTS), we completed the
preparation for HTS of over 220,000 compounds of the Drug Discovery Initiative Library in
University of Tokyo and finished the arrangements for the execution of HT'S at the beginning
of the fiscal year 2016.

We discovered X and Y as hit compounds through HTS of the Riken Compound Library.
They displayed a potent and selective inhibitory activity toward PLCe in vitro. Moreover,
compounds X and Y were identified as true hits because they also showed a PL.Ce-inhibitory
activity at the cellular level. Because compound X exhibited potent activities to inhibit the
formation of intestinal tumors in APCMi» mice and to inhibit the growth of a xenograft of
human colon cancer cells on nude mice by intraperitoneal administration, we made a
significant progress toward the acquirement of a pre-clinical POC (Proof of Concept) for the
cancer-preventive and anti-tumor effects of PLCe inhibitors. Moreover, we carried out a
preliminary structure-activity relationship (SAR) study for compounds X and Y by searching
for and obtaining their analogues and identified a pharmacophore of compound X responsible

for its activity.
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