STEM CELL MODELING TO UNDERSTAND GENETIC RISK AND ENDOCYTIC NETWORK DYSFUNCTION IN ALZHEIMER’S DISEASE
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2. Generate hiPSC-derived and directly reprogrammed neurons
from pathologically characterized tissue.
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About our research: Loss of SORL 7 does not affect neuronal differentiation
1. Use stem cell models to understand human AD risk
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SORL7: An AD risk gene that
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SORL 71 null neurons have enlarged early endosomes
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Hypothesis: Genetic Variation in Endosomal Network Genes is a Modulating SORL 7 expression alters subcellular localization Washington
Molecular Driver of AD Pathogenesis and Predicts Cellular and AD- of APP and implicates various trafficking pathways 4. These cell lines will be an important resource for many

Relevant Phenotypes in Human Neurons. collaborative projects
** Endocytic network pathology is apparent in AD
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* We can interrogate endocytic function and pathology
in living human neurons (and other CNS cell types).
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‘*Loss of SORL1 leads to increased APP in early/late endosomal compartments (EEA1 and Rab7+),
likely leading to enhanced amyloidogenic processing.

1. Use CRISPR/Cas9 genome engineering to generate null and < Loss of SORL1 leads to decreased APP the Golgi and in Rab9+ endosomes that recycle to the Golgi.
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