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Design of Cyclic RGD-Conjugated Aib-Containing Amphipathic Helical Peptides for
Targeted Delivery of Small Interfering RNA
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To achieve the targeted delivery of siRNA, five conjugates of Aib-containing
helical peptides with mono-, di-, and trivalent cRGDfC, which is known to bind to a vf 3 integrin, were
synthesized. Among the five conjugates, the monovalent cRGDfC conjugating at position 20 of the amino
acid sequence of the helical peptide through the formation of a disulfide bond (Pl) and the divalent
CRGDTC conjugatin? at positions 2 and 14 of the amino acid sequence of the helical peptide through the
formation of disulfide bonds (PIIl) significantly enhanced the delivery of fluorescence-labeled siRNA
into A549 cells as the peptide/siRNA complex formed by electrostatic interaction. The cellular uptake of
the PI1/siRNA complex might involve specific interactions of the RGD group with the a vB 3 integrin
receptor. The RNAI effect of the complex on luciferase expression in A549-Luc cells was examined.
Luciferase expression was significantly decreased in the presence of the PI/siRNA and PI11/siRNA
complexes.
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