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A disease therapy by read-through of nonsense mutations via artificial
nucleobase modification
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Translation read-through methods have been studied for the treatment of
nonsense mutation-caused diseases, but the conventional methods read-through to the original
termination codons and add extra C-terminus to the proteins. In this study, we examined whether it
is possible to induce read-through by chemically modifying nucleobases of premature termination
codons caused by point mutations, and searched for modified nucleobases which induce read-through
with high efficiency. In order to efficiently translate mRNAs containing modified bases, we have
established a system to verify the translation read-through by modified bases by adding SD sequence
or IRES to the upstream of the synthetic RNA. We also found that readthroughs were also generated by

5-methyl U and 5-fluoro U.
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