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Tau propagation is a mechanism underlying the intracerebral spreading of tau

pathology in Alzheimer’ s disease (AD). Recent studies suggest that tau oligomers participate in
this process. We have showed that intranasal rifampicin (RFPi.n.) inhibits tau oligomer accumulation
in mice. In this study, we examined the effects of RFPi.n. on tau propagation in a new mouse model.
A tau oligomer-rich frc. prepared from the brain of an AD patient was injected into a unilateral
hippocampus of Tau264 mice that express both 3R- and 4R-WT human tau. RFPi.n. was started 1 week
after the injection and performed 3 times a week for 24 weeks. Cognitive function and tau pathology
were assessed by the Morris water maze test and IHC. RFPi.n. inhibited the spreading of tau
oligomers and neurofibrillary tan?Ie formation. Synapse and neuronal loss were also prevented, and
cognitive function remained normal. The results suggest that RFPi.n. could be a promising remedy
that halts the progression of tauopathy.
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