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Antitumor Effect of Lipid-Conjugated siRNA using multi-gene silencing method
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In this study, we synthesized siRNAs conjugated with lipids at the 5 -end
of the sense strand (Lipid-siRNAs), and examined its RNAi effect on VEGF and b-catenin as a target
gene in a colon cancer cell line, HT29Luc, both in vitro and in vivo. We examined the in vitro RNAI
effect in HT29Luc cells and found that Lipid-siRNAs strongly inhibited expression of the VEGF and
b-catenin gene in comparison with non-modified siRNA. In regard to the in vivo RNAi effects,
Lipid-siRNA complexed with Invivofectamine targeting the both VEGF and b-catenin gene at one time
were systemically or locally administered to a liver-metastatic or subcutaneous tumor mouse models
formed by implantation of HT29Luc cells. As a result, Lipid-siRNAs strongly inhibited the growth of
tumors compared with non-modified siRNA. Our results suggest that Lipid-siRNA should be vigorously
pursued as a novel nucleic acid medicine for clinical treatment of cancer.
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