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Developing a treatment for trinucleotide repeat expansion disorders through
repeat shortening

Nakamori, Masayuki
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Trinucleotide repeat expansion disorders (TRED) are caused by abnormal
expansions of trinucleotide repeats in genes. One such disorder is Huntington®s disease (HD), caused
by expanded CAG repeats, a progressive and incurable condition with no established treatment. This

study aimed to develop a treatment for TRED by shortening the expanded repeats, a novel approach
never attempted before.
Our research demonstrates that long-term intracerebroventricular infusion of
naphthyridine-azaquinolone (NA) leads to repeat contraction, reduces aggregation of mutant proteins,
and improves motor function in a mouse model of TRED. Furthermore, NA-induced contraction modifies
the dysregulation of gene expression profiles dependent on repeat length in these mice. This study
highlights the therapeutic potential of small molecules that contract expanded repeats for treating
TRED.
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