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Screening of inhibitors for hedgehog signaling pathway by using chemical array
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The purpose of this research was investigation of the inhibitor that binds directl
y to sonic hedgehog (Shh) and inhibits Shh signaling pathway by chemical array screening. By chemical arra
y screening using ShhN protein, 322 candidates among about 30 thousands of library compounds were identifi
ed. The interaction of ShhN and candidates were measured by surface plasmon resonance (SPR) imaging and 9
compounds had strong binding activities to ShhN with Kd of 6&#8211;60 nM. It is known that mouse undiffere
ntiated mesenchymal cell C3H10T1/2 differentiates into osteoblast by treatment of ShhN. Among 9 compounds,
5 compounds inhibited the differentiation-inducing activity of ShhN dose-dependently.
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