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            Abstract
The pathology of Alzheimer's disease has an inflammatory component that is characterized by upregulation of proinflammatory cytokines, particularly in response to amyloid-β (Aβ). Using the APPPS1 Alzheimer's disease mouse model, we found increased production of the common interleukin-12 (IL-12) and IL-23 subunit p40 by microglia. Genetic ablation of the IL-12/IL-23 signaling molecules p40, p35 or p19, in which deficiency of p40 or its receptor complex had the strongest effect, resulted in decreased cerebral amyloid load. Although deletion of IL-12/IL-23 signaling from the radiation-resistant glial compartment of the brain was most efficient in mitigating cerebral amyloidosis, peripheral administration of a neutralizing p40-specific antibody likewise resulted in a reduction of cerebral amyloid load in APPPS1 mice. Furthermore, intracerebroventricular delivery of antibodies to p40 significantly reduced the concentration of soluble Aβ species and reversed cognitive deficits in aged APPPS1 mice. The concentration of p40 was also increased in the cerebrospinal fluid of subjects with Alzheimer's disease, which suggests that inhibition of the IL-12/IL-23 pathway may attenuate Alzheimer's disease pathology and cognitive deficits.
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                    Figure 1: Upregulation of inflammatory cytokines in the glial compartment of APPPS1 mice.[image: ]


Figure 2: Genetic deletion of IL-12 and/or IL-23 subunits reduces Aβ plaque load in APPPS1 mice.[image: ]


Figure 3: Genetic deletion of p40 reduces the Aβ plaque burden in APPPS1 mice without altering APP processing.[image: ]


Figure 4: Deficiency of IL-12/IL-23 signaling in the radio-resistant compartment or peripheral p40-antibody treatment reduces Aβ plaque load in APPPS1 mice.[image: ]


Figure 5: Intracerebroventricular delivery of p40-specific antibodies to aged APPPS1 mice ameliorates behavioral deficits.[image: ]
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