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Huntington's disease is an inherited neurodegenerative disorder caused by aberrant
expansion of CAG repeat DNA. In aberrant expansion repeat sequences, each repeat is known
to form metastable slipped-out DNA with a hairpin structure when the double strands
dissociate, and the stability is thought to be related to the ease with which the repeats can be
elongated or shortened. The molecule NAY developed in our laboratory has been shown to
bind to the expanded repeats, but the contribution of the linker structure to the binding has
remained to be elucidated. In this study, we designed and synthesized NA derivatives with
different amino group positions, linker lengths, and the presence or absence of amino groups
to elucidate the correlation between the linker structure and binding affinity. In this
presentation, we report on the synthesis of NA derivatives and their binding affinity to CAG
repeats.
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