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Exosomes are nano-sized vesicles that are released from various kinds of
cells and delivered to the neighboring or distant cells (recipient cells). Such vesicles are widely
distributed in various body fluids including blood. Recently, various kinds of nucleic acids
including microRNAs (miRNAs) have been identified in exosomes. It has also been reported that such
miRNAs in exosomes circulate in the bloodstream and are transported to work at the recipient cells.
According to recent reports, the aberrant expression of miRNAs is associated with most pathological
disease processes, including carcinogenesis. Therefore, circulating miRNAs are considered as
significant therapeutic targets for cancer therapy, however, there is no report to regulate the
function of miRNAs in exosomes. In this study, we try to develop novel drug delivery system using
cationized antibody for delivery of anti-miR oligonucleotides to the recipient cells and for
functional inhibition of circulating miRNAs.
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Table 1 Sequences of oligonucleotides

microRNA (Luc-mir) ) 5~ a u u g aaucuuau.a g ucuugeoca-=3

ASO (OMe) 3-U/AACUUAGAAUAUCAGAACGU-5
ASO (Wild) 3-ujla a c uuagaauauca g aac g u-5
ASO (OMe 10-11) 3-ula acouua g aAUaucacgaacegu-5
ASO (Tiny LNA) 3-UAACUUAG -5

ASO (Ctrl) 3-UUAUGGAGUGCAAUGUUAAAUA-5 -

auge: RNA, AUGC: 2-OMe RNA, AUGC: LNA
Tm: [microl RNA (Luc-mir)]=[ASO]= 2 4 M in 10 mM phosphate buffer (pH 7.0), 100 mM NaCl
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