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Reduced function of Shank3, the gene encoding the excitatory synapse scaffolding protein SHANKS, is the
most common monogenic cause of Autism Spectrum Disorders (ASDs). However, the mechanisms by which
SHANK3 haploinsufficiency affects the neural circuits generating ASD-related behaviors such as social
deficits remain elusive. Giving that activity of the Ventral Tegmental Area (VTA), could predict and encode
social interactions, using ex vivo, in vivo electrophysiological recordings and behavioral experiments, we
explore VTA-SHANKS haploinsufficiency on dopamine (DA) neuron function and social behavior in mice. We
show that Shank3 haploinsufficiency in VTA impairs DA neuron maturation and impacts on social motivation,
while temporally precise mGIuR1 modulation offers a potential ASD treatment strategy.
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