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Development of siRNA therapy for liver-metastasized tumor by
sequential injection of anionic polymer and siRNA lipoplex
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Development of siRNA therapy for liver-metastasized tumor by
sequential injection of anionic polymer and siRNA lipoplex

Yoshiyuki HATTORI
Department of Drug Delivery Research, Hoshi University

We developed novel siRNA transfer method to the liver by sequential intravenous injection of anionic polymer and
cationic liposome/siRNA complex (cationic lipoplex). When cationic lipoplex was intravenously injected into mice, the ac-
cumulation of siRNA was mainly observed in the lungs. In contrast, when cationic lipoplex was intravenously injected
at 1 min after intravenous injection of chondroitin sulfate C (CS), siRNA was accumulated in the liver. Furthermore,
when cationic lipoplex was intravenously injected into mice bearing liver metastasis of human breast tumor MCF-7 at
1 min after intravenous injection of CS, siRNA was accumulated in tumor-metastasized liver. In terms of a gene silenc-
ing effect, sequential injections of CS plus cationic lipoplex of luciferase siRNA could reduce luciferase activity in liver
MCF-7-Luc metastasis. Moreover, sequential injections of CS plus cationic lipoplex of protein kinase N3 (PKN3) siRNA
could suppress tumor growth in the mice bearing liver metastasis. From these findings, sequential injection of CS and
cationic lipoplex of siRNA might be a novel systemic method of delivering siRNA to liver metastasis.
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