Chronic cerebral hypoperfusion promotes the propagation of tau pathology through
AEP-1,°P?A pathway
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The pathogenesis of Alzheimer's disease (AD), remains poorly understood. ShanrtPBS UCCAO+PBS _Sham+Tau_UCCAO+Tau — T ”
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Tau PFFs were injected into the cortex and hippocampus of 2- to 3-month-old PS19 ik Y& TS e
mice, followed by unilateral common carotid artery occlusion (UCCAO) to induce CCH. CCH upregulates the expressions of AEP- I,"P?A pathway proteins (A-E)Western blots
Western Dblotting and immunofluorescence staining were performed to analyze the of brain extracts from PS19 mice, developed with AEP, I,FP?A and N368 antibodies, and the relative
propagation of tau pathology, the involvement of aspartate endopeptidase (AEP) and Immunoreactivity was calculated.
PP2A inhibitor (I,°7?4), and the activation of microglia in the brain. In addition, PS19 A
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CCH accelerated the propagation of tau pathology in the brain CP11 treatment alleviates hippocampal tau pathology
(A) Representative immunofluorescence images of aggregate-containing neurons in the (A) Representative immunofluorescence images of aggregate-containing neurons in the whole mouse
whole mouse brain labeled with AT8 antibody. (B-E) Densitometric quantification of AT8 brain labeled with AT8 antibody. (B-E) Densitometric quantification of AT8 positive neurons in
positive neurons in ipsilateral hippocampus (B), contralateral hippocampus (C), ipsilateral hippocampus (B), contralateral hippocampus (C), ipsilateral cortex (D), contralateral cortex
ipsilateral cortex (D), contralateral cortex (E) from different groups of mice. (E) from different groups of mice
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These data demonstrate that CCH accelerates the propagation of tau pathology, potentially involving
activation of the AEP-I,FP?A pathway, suggesting AEP—I,PP?A signaling as a potential therapeutic target

for early AD intervention.



