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Study for the molecular basis of affective disorders caused by
the dysregulated homeostasis of endocrine system
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e R OME (3530) : We found that glucocorticoid(GC)-dependent transient retardation
during cerebral development was caused by the disturbance of neuronal migration via the
GC receptor (GR)-dependent upregulation of caldesmon expression. After this transient
retardation, insufficient neuronal network formation was found in the adolescent brain as
revealed by MRI. These findings provide a novel insight regarding behavioral
abnormalities and increased risks of affective disorders. We further established a
GC-deficit neuronal cell culture system in which neurons can form synapses. Using this
culture system, GCs were demonstrated to be detrimental for synaptic formation via the
destabilization of actin filaments mediated by the downregulation of caldesmon expression.
We also showed that the expression of caldesmon was downregulated by suppression of
SRF co-regulator MRTF-B. Thus this study presents the molecular basis for understanding
the onset of affective disorders caused by the dysregulation of GC-linked endocrine system.
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