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Inhibition of the Hedgehog pathway prevents human rhabdomyosarcoma cell growth

Kawabata, Naoya
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We investigated the expression and function of the Hedgehog pathway. Real-time
PCR revealed that human rhabdomyosarcoma cell lines and biopsy specimens overexpressed the following
genes: Sonic hedgehog, Indian hedgehog, Desert hedgeho?, PTCH1, SMO, GLI1, GLI2 and ULK3.
Immunohistochemistry revealed that rhabdomyosarcoma cell lines and biopsy specimens expressed SMO and
GLI2. Inhibition of SMO by cyclopamine slowed the growth of human rhabdomyosarcoma cell lines. Similarly,
inhibition of GLI by GANT61 slowed the growth of human rhabdomyosarcoma cell lines. Inhibition of cell
proliferation and apoptotic cell death together prevented the growth of rhabdomyosarcoma cells by
cyclopamine and GANT61 treatment. In addition, knockdown of GLI2 inhibited invasion of osteosarcoma cell
and decreased lung metastasis of osteosarcomas. Our findings suggest that inhibition of the Hedgehog
pathway may be a useful approach for treating rhabdomyosarcoma and osteosarcoma patients.
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