Innate immune activation in Alzheimer’s
disease
Wednesday, Dec. 2 | 10:00 - 11:00 a.m. | via Zoom: https://bit.ly/Heneka
Next to the accumulation of neurotoxic amyloid beta peptides, along with neuroﬁbrillary tangle formation,
activation of innate immune pathways represent a third important disease hallmark. Microglia play a pivotal
role in this immune response and are activated by binding of aggregated proteins or aberrant nucleic acids to
pattern recognition receptors. This immune activation leads to the release of inﬂammatory mediators, but also
distracts microglia cells from their physiological functions and tasks, including debris clearance and trophic
factor support. Microglial NLRP3 inflammasome activation and ASC speck release contribute to spreading of
pathology and impair microglia clearance mechanisms, together contributing to neuronal spine loss,
neurodegeneration, and ultimately spatial memory deficits. Strikingly, the inflammatory action of microglia
results in pyroptosis, which leads to ASC speck release. These ASC specks enhance the propensity of betaamyloid to aggregate and represent an aggregation matrix for beta-amyloid deposition. These immune
mechanisms may, along others, represent new therapeutic targets for AD therapy.
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