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Alzheimer's Disease-Related Modulation of Adult NeurogeneSIS and LRP1
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Adult hippocampal neurogenesis is essential for memory function | How does LRP1 KO in neural stem cells (NSCs) affect behavior? Can exogenous tau alter neurogenesis in an LRP1-dependent manner?
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1. The subgranular zone (SGZ) is a site of adult neurogenesis in humans, generating - ~ 3 o + s
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LRP1-a link between Alzheimer’s disease and neurogenesis? ' .
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s " s iy NSCs were harvested from the subventricular zone for optimization experiments. Starting on day 7 in culture, cells were treated with
k- L 2t y either vehicle or the indicated amount of 2N4R tau (Stressmarq) for the indicated time. At 16 hours before harvest, cells were
- e T MO pulsed with EAU to enable incorporation into proliferating cells. Cells were fixed, and subject to Click-it labelling (Thermo Fisher)
: e : 2.5 - floxed while co-labelling with both NSC-marker Nestin and nuclear marker DAPI. A) Time course showing average proliferation at
s A indicated dosages across experimental timepoints. B) Representative images from vehicle or tau-treated cultures 24 hours after
. ’ ' - & —— controls tau exposure. C) Replotted histogram of the 24-hour time point, showing replicates and direct comparisons of proliferation in the
® Ligand binding repeat [ RPI can: gy P i A different tau dosages. Results are averages with SEM from n=3 wells/treatment group of a single experiment. Comparisons were
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| _ Does stimulating LRP1 alter pathogenesis in APP/PS1 mice?
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What is the effect of LRP1 KO on hippocampal neurogenesis? ; MAJOR QUESTION N | D 8
SP16 mitigates inflammation via binding and
activation of LRP1.
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Future directions regarding amyloid beta:
We hypothesize that prolonged treatment with SP16 will mitigate memory deficits in APP/PS1
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