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Autophagy-mediated tau pathology formation and propagation
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In this study, we found that intracellular tau aggregation was associated by
selective-autophagy chaperon p62. P62-mediated tau aggregates were secreted to extracellular space
depend on autophagy activity. And we succeeded in the generation of tau pathology transmission model
based on our WT htau-Tg mouse. Furthermore, we found that the well-known drug * rifampicin” works
as the autophagy restoration agent and the intranasal administration of rifampicin shows highly
protective effects on the phenotypes of Alzheimer’ s disease model mouse.
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Serum levels of liver enzymes after 1-month rifampicin treatment

Non-Tg APPggk mice

Rifampicin (mg/day)

CMC CMC 0.25 0.25 0.05 0.25

Oral Intranasal Oral Intranasal Intranasal Subcutaneous

n=10 n=9 n=12 n=12 n=11 n=10

AST 74 =5 104 * 13 248 & 56% 189 =25 16532 72.x 0

Concentration (ng/g brain)
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(Umeda et
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ALT 290+1 35+3 395 455 4010 29%2 - r .
30 60 90 120 150 180
Abbreviations: AST, aspartate transaminase; ALT, alanine transaminase; Time (min)
CMC, carboxymethylcellulose; SEM, standard error of the mean.
Note. Values represent the mean £ SEM (IU/L). 5. Rifamicin
*P < .05 vs. Non-Tg mice, CMC-treated Tg mice, and subcutaneous
rifampicin-treated Tg mice by Tukey-Kramer test.
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