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In addition to genetic susceptibility, peripubertal stress is known to be a risk factor for the
development of schizophrenia and other major psychiatric disorders. In a developmental
disruption rat model of schizophrenia, we found that the animals show increased anxiety and
responsivity to stressors prepubertally, and treating the stress circumvents the transition to a
hyperdopaminergic schizophrenia-like state in adults. Moreover, multiple stressors presented
prepubertally to normal rats also yield a schizophrenia-like phenotype in adults, but only in male
rats. In contrast, female rats are resilient to prepubertal stress but sensitive to postpubertal stress,
leading to increased affective disorders in adults. This is highly consistent with susceptibility to
affective and psychotic disorders in humans. Interestingly, male and female rats express this
vulnerability via distinct pathways in the brain.
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