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High-throughput Sequencing of Dicer cleavage products for Identification of RNA-Small
Molecules Binding Motifs (The Institute of Scientific and Industrial Research, Osaka
University) oYusuke Takashima, Asako Murata, Kazuhiko Nakatani

Non-coding RNAs are a new class of targets for drug discovery because they are involved in
various cellular processes and diseases. However, there are few guidelines for designing small
molecules that target RNAs. In this study, we report a simple and efficient method to
comprehensively analyze target RN A motifs that bind to a specific small molecule. The method
involves Dicer catalyzed pre-miRNA cleavage and subsequent analysis of the reaction products
with high-throughput next generation sequencing. A pre-miRNA mutant library containing a
randomized region at the Dicer cleavage site was used for the cleavage reaction. Sequencing
analysis of the products of the reaction carried out in the presence or absence of a synthetic
small molecule identified the pre-miRNA mutants of which Dicer-mediated cleavage was
significantly altered by the addition of the small molecule.
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