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In response to glutamate stimulation, dephosphorylated PSD-Zip70 rapidly
translocates from the postsynaptic site to endosomes via binding to lipid chaperon Uncl19. The
depletion of PSD-Zip70 at postsynaptic sites causes transient activation of Rap2, which impairs
postsynaptic responsiveness via internalization of AMPA-type glutamate receptors. Deficiency of
PSD-Zip70 in the hippocampus failed to induce long term depression, a form of activity-dependent
synaptic plasticity. Further, PSD-Zip70-knockout mice exhibits defects in working memory and
cognition as well as enhanced anxiety-like behaviors. These findings provide molecular foundation to

elucidate the regulatory mechanism in stimulation-dependent synaptic plasticity concerning higher
brain function such as memory and emotional control.
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