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We had previously developed an interstrand cross-link (CL) that covalently
conjugates a pair of apurinuc/apyrimidinic sites (AP sites) on complementary DNA duplex. We first
examined whether the AP site-based cross-link could be applied to complementary 2' -0O-methyl RNA
(MeRNA) duplexes. Next, we prepared several MeRNA-based anti-miRNA oligonucleotides (AMOs) having CL

duplex at the end(s) of the antisense strand, and investigated relationship between the miRNA
inhibition activity and the AMO structure. Interestingly, the AMO having the CL-duplex at both
terminals exhibited the highest activity and the inhibitory activity was largely affected by the
positions of the duplex in AMO molecules. These results indicate the potency of the present
structural basis for developing AMO as therapeutic applications.
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