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Identification of hedgehog signal inhibitors in tumors
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Hedgehog signaling disorder is usually caused by the abnormal hedgehog
signaling due to genetically mutations in these component genes. In this study, we utilized skin
fibroblasts derived from the patients with Gorlin syndrome, a hereditary neurocutaneous syndrome
with palmar and plantar pits, rib abnormalities, falx calcification, medulloblastoma, and
keratocystic odontoid tumors, to this study in order to find novel small compounds which inhibit
hedgehog signaling. Dr. Ishibashi, pharmacologist in the Chiba University kindly gave us his natural

compound library. We applied these small compounds to the fibroblasts, and analyzed Glil mRNA by
RT-PCR. We finally found 10 small compounds, and interestingly six compounds had similar central
structures. These inhibitory effects were compared to those of cyclopamine and vismodegib, resulting
in identifying novel compounds showing anti-signaling effect.
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