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            Abstract
Drug resistance acquired by cancer cells has led to treatment failure. To understand the regulatory network underlying docetaxel resistance in breast cancer cells and to identify molecular targets for therapy, we tested small interfering RNAs (siRNAs) against 36 genes whose expression was elevated in human nonresponders to docetaxel for the ability to promote apoptosis of docetaxel-resistant human breast cancer cells (MCF7-ADR cells). The results indicate that the downregulation of the gene encoding ribopholin II (RPN2), which is part of an N-oligosaccharyl transferase complex, most efficiently induces apoptosis of MCF7-ADR cells in the presence of docetaxel. RPN2 silencing induced reduced glycosylation of the P-glycoprotein, as well as decreased membrane localization, thereby sensitizing MCF7-ADR cells to docetaxel. Moreover, in vivo delivery of siRNA specific for RPN2 markedly reduced tumor growth in two types of models for drug resistance. Thus, RPN2 silencing makes cancer cells hypersensitive response to docetaxel, and RPN2 might be a new target for RNA interferenceâ€“based therapeutics against drug resistance.
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                    Figure 1: RNAi cell transfection array analysis in cultured breast cancer cells.[image: ]


Figure 2: Apoptosis of MCF7-ADR cells transduced with RPN2 siRNA.[image: ]


Figure 3: Induction of RPN2 and MDR1 expression by docetaxel treatment.[image: ]


Figure 4: Delivery of RPN2 siRNA to docetaxel-resistant breast tumors.[image: ]


Figure 5: RPN2 siRNA regulates glycosylation of P-glycoprotein (P-gp).[image: ]
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