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Previously, we clarified that miR-499 suppressed tumor growth through the
inhibition of vascular endothelial growth factor (VEGF) production and subsequent angiogenesis. In this
study, we focused on the genetic therapy using microRNA-499 (miR-499)in combination with chemotherapy for
the advanced treatment of cancer.Firstly, tetraethylenepentamine-based polycation liposomes (TEPA-PCL)
were prepared and modified with angiogenic vessel-targeted peptide for the delivery of miR-499
(APRPG-miR-499) to angiogenic vessels and tumor cells. The tumor blood flow was significantly improved,
after systemic administration of APRPG-miR-499 to colon carcinoma-bearing mice. In addition, the
accumulation of doxorubicin (DOX) in the tumors was increased by pre-treatment with APRPG-miR-499.
Finally, the combination therapy of APRPG-miR-499 and DOX resulted in significant suppression of the
tumor growth.
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