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[@R42]^ Our new cohort of untreated ADs (the SKA cohort) presents two common mutations associated with AD treatment
resistance. Pre-application of FP7/8 mAb could potentially be a promising strategy to limit the emergence of these mutations
and improve the chances of positive outcomes. Moreover, it could be applied in conjunction with anti-amyloid strategies that

target APP proteolysis and other pathways.^[@R52]^ One of the common studied risk factors for AD is the APOE-ε4
allele.^[@R53]^ Interestingly, in vitro, we observed that FP7/8 mAb does not have an effect on Aβ production in APOE-ε4

cells. The same result was obtained with anti-Aβs. These results corroborate the preclinical data that FP7/8 is able to penetrate
the brain, bind to Aβ aggregates in the brain of transgenic AD model mice and reduce amyloid pathology in mouse

brains.^[@R35]^ Anti-Aβ mAb therapy is one of the current promising treatments for AD, but its mechanisms of action are still
unclear.^[@R54]^ One of the inhibitors of FP7/8-Aβ has been investigated as a possible treatment for AD. This inhibitory
effect may be due to the microglia-mediated clearance of Aβ aggregates.^[@R55]^ The microglia could bind to FP7/8 and
facilitate the clearance of Aβ aggregates, leading to downregulation of the APP-cleaving enzyme BACE1 and reduced Aβ

production. Moreover, FP7/8 increases the expression of
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