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Alzheimer’s disease 
(AD)

Vacuolar protein 
sorting 35 homolog 
(VPS35); VPS29; 
amyloid precursor 
protein (APP)

In silico and in vitro studies identified a 
pharmacological retromer chaperone that inhibits 
pathogenic processing of APP and could help treat 
AD. In silico docking and screening identified 
small molecules that bind the retromer complex 
at the interface of its VPS35 and VPS29 subunits. 
In in vitro biochemical assays, one compound 
bound to and stabilized the complex. In cultured 
murine hippocampal neurons, the compound 
increased expression of various retromer subunits 
and decreased accumulation of pathogenic APP 
derivatives compared with vehicle. Next steps 
include identifying drug-like retromer chaperones 
that cross the blood brain barrier and evaluating 
their safety.
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