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SALM/Lrfn

Molecular function of a synaptic adhesion molecule, SALM/Lrfn in the brain.
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Lrfn2/SALM1 is a PSD-95-interacting synapse adhesion molecule, and human
LRFN2 is associated with learning disabilities. We demonstrated that Lrfn2 knockout mice exhibit
autism-like behavioural abnormalities, including social withdrawal, decreased vocal communications,
increased stereotyped activities and prepulse inhibition deficits, together with enhanced learning
and memory. In the hippocampus, the levels of synaptic PSD-95 and GluAl were decreased. And the
synapses were structurally and functionally immature with spindle shaped spines, smaller
postsynaptic densities, reduced AMPA/NMDA ratio, and enhanced LTP. In vitro experiments revealed
that synaptic surface expression of AMPAR depends on the direct interaction between Lrfn2 and
PSD-95. We also detected functionally defective LRFN2 missense mutations in autism and
schizophrenia patients. Together, our research indicate that Lrfn2 serves as a core synaptic
components of excitatory neurons, associating with psychiatric disorders,
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