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Nuclear receptors as molecular regulator and chemopreventive targets of colon cancer
stem cells.

MASUDA, Sonoko

3,900,000 1,170,000

CD44 EpCAM

D3
PPARy VDR

Increasing evidence suggests that colon cancer stem cells (CCSC) have responsible
for carcinogenesis, cancer development and recurrence. To establish signaling pathways in CCSC, which are
implicated in the initiation and progression of colon cancer, we examined nuclear receptor signaling in co
lonospheres that are enriched in CCSC from established cell lines. We found that colonospheres formed by c
olon cancer cell lines are hi?hly enriched in CCSC and that Wnt/b-catenin pathway plays a critical role in

growth and maintenance of colonospheres. We also found that the combination of Fucoxanthinol and la,25-di
hydroxyvitamin D3 acts on the CCSC cell growth through down-regulation of PPARg and NFkB p52, and as an in
trinsic factor for the prevention of colon cancer. These findings establish a critical role for PPARg and
vitamin D receptor (VDR) in growth regulation in colon cancer cells via functionally relevant cross-talk b
etween these nuclear signaling pathways.
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