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Development of in vivo screening systems for cancer metastasis suppressors
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Cancer metastasis is a complex process whose molecular mechanism is not fully unde
rstood. To identify targets for prevention and/or therapy of cancer metastasis, we developed a genome-wide
shRNA library screen for colon cancer metastasis suppressor genes using an orthotopic transplantation mou
se model. CMT93 cells, a murine colon cancer cell line with poor metastasizing activity, were transduced w
ith lentiviral shRNA library and transplanted into the rectum of syngeneic C57/BL6 mice. The sequences enc
oding shRNA were retrieved from genomic DNA of the metastatic lesions by PCR for sequencing, followed by i
dentification of the candidate genes targeted by the shRNA. Among 11 candidate genes identified so far, we
focused on Hnrpll encoding an RNA-binding protein involved in pre-mRNA splicing, because the shRNA target
ing the gene was identified from two metastatic lesions found in different transplanted mice. Knockdown of
Hnrpll 1n CMT93 cells resulted in accelerated proliferation.
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