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Development of a new mouse model to induce Alzheimer®s pathology

Kimura, Nobuyuki
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There are several mouse models which can reproduce Alzheimer®s disease (AD)
pathology, however, some models need almost one year to observe AD pathology in brain. We
previously found that aging attenuates dynein-mediated retrograde transport in brain, and dynein
dysfunction causes age-dependent accumulation of beta-amyloid protein (Abeta). In the present study,
we aimed to establish a brand-new transgenic mouse which reproduces age-related dynein dysfunction
to induce Abeta pathology.

Although we succeeded to establish triple transgenic mouse (Synl-Cre/LSL-Cas9/Dynein-gRNA), we did
not enough gene expression to induce dynein knockout in mouse brain. Then we changed our plan to
establish whole body knockout mouse by using CRISPER/Cas9 system. Since dynein knockout is fatal, we

selected dynein transport-related proteins, which can also affect Abeta accumulation, as the target

Ifor knockout. Fortunately, we established a new dynein transport-related protein knockout mouse

ine.
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