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Identification of a small molecule that induces autophagy-mediated degradation of
TAU
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Aberrant accumulation of TAU has been recognized as one of characteristic
features in neurodegenerative diseases known as tauopathies, which include Alzheimer®s disease. Deletion
of Tau-encoding Mapt in mice prevented Amyloid-beta-mediated deficits, suggesting that reducing Tau
protein confers resistance to Amyloid-beta-mediated neurodegeneration. In this study, we developed a
cell-based assay system based on doxycycline-driven bicistronic expression of mCherry and TAU fused with
EGFP, in order to evaluate effects of molecules on TAU protein. We identified a small molecule that
induces degradation of TAU. This compound, FIT-068, decreased not only endogenous, but also mutant TAU
proteins harboring genetic mutations of hereditary tauopathies. FIT-068-mediated decrease of TAU was
prevented by pre-treatment with an inhibitor of lysosomal degradation, suggesting that FIT-068 induces
autophagy-mediated degradation of TAU. FIT-068 is thus a promising drug candidate for treating
tauopathies.
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