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APS EXACERBATES COGNITIVE IMPAIRMENT IN AN APP MOUSE MODEL OF ALZHEIMER'S DISEASE
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Immune and inflammatory mechanisms have been consistently implicated in the pathogenesis of neurodegenerative diseases. Conversely, many immune mediated diseases of the central nervous system lead eventually to neurodegeneration. Clinically, genes influencing neurodegenerative diseases, such as APOE, also influence the course of neuroimmunological diseases such as multiple sclerosis. We have investigated whether immune challenges can modify the course of animal models of neurodegenerative diseases. The animal model chosen is a mouse strain carrying a pathogenic mutation in the bAPP gene. The immune challenge used was induction of antiphospholipid antibodies by immunization with b2-glycoprotein I. This immunization has previously been found to induce behavioral and cognitive dysfunction in a number of normal mouse strains, but not in C57BL, the background for the transgenic mice used in the present study. The mice were immunized at the age of 4-5 months and 4.5 months later were tested for hyperactivity and anxiety on a staircase apparatus and for cognitive function in a swim T-maze. There were significant differences in behavior between the APP transgenic mice compared to the controls in both tests. Induction of antiphospholipid antibodies impaired performance in the cognitive test only in the APP transgenic mice and had no significant effect in the wild type controls. The immunization had no significant effect in the behavioral assay. These results indicate the potential role of immune mediated mechanisms in the pathogenesis of neurodegenerative processes and point to the potential use of immunomodulatory therapies in such diseases.

