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Elucidation of intracerebral distribution of CAG repeat binding molecules after
intranasal administration and verification of effect on repeat contraction.

Shibata, Tomonori
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Huntington®s disease is an incurable disorder in which neurons in the brain
striatum are degenerated due to aberrant expansion of CAG repeats. We have found that direct
administration of a CAG repeat-binding small molecule (NA) into the brain striatum of a mouse model
of Huntington®s disease resulted in the contraction of aberrantly expanded CAG repeats. Because of
the limited transfer of NA from the blood to the brain, NA administration is limited to the invasive

method of direct administration to the brain striatum. In this study, we analyzed the drug delivery
pathway and the intracerebral distribution of an NA derivative after noninvasive intranasal
administration by three-dimensional whole-brain imaging using a combination of tissue clearing and
light sheet fluorescence microscopy.
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