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Development of the inhibitors to RNA demethylases and it"s application to
monitor local demethylation
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RNA modification is one of the translational regulation mechanisms which
allow cells to respond quickly to stimulations from environment. To study if activity dependent
demethylation of reversible m6A modification on mRNAs occurs during local translation at synapse, we

planned to obtain the demethylase inhibitor with high cell permiability. We developed FTO inhibitor
based on a known compound, and confirmed that it works in cells. On the other hand, we found
several compounds which show inhibitory activity by screening, but now, their specificity to two
demethylases, FTO and ALKBH5, belonging to the same superfamily is low. Docking simulation suggested
key amino acids for further improvement of the inhibitor. At the same time, we prepared FTO-KO and
ALKBH5-KO cell lines. Further research is required to examine local demethylation. The FTO inhibitor
we developed can be used for the examination of local demethylation in future.
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