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MR R OBEE (F L) : Our previous findings demonstrate that HDAC6-mediated
reversible acetylation associates with the mood disorders. To further study and clarify the
molecular mechanism how loss of HDAC6 causes emotional arousal, we performed
behavioral tests and searched the hyper-acetylated protein(s) in HDAC6 knockout mouse
brain. HDAC6 knockout mice showed hyperactivity, less-anxiety, and antidepressant-like
behavior. Injection of specific inhibitor of HDAC6 to wild-type mice also induced
antidepressant-like behavior, indicating that loss of deacetylase activity of HDAC6 causes
abnormal behavior in mice. In HDAC6 knockout mice, the pyruvate dehydrogenase
complex was found as a hyper-acetylated protein in brain, and the pyruvate increased in
raphe nuclei. Taken together the findings that HDACG6 is well co-localized to serotonergic
neurons in raphe nuclei, loss of deacetylate activity of HDAC6 might affect the function of
pyruvate dehydrogenase complex, leading to disturb the activity of serotonergic neurons,
which in turn, result in emotional arousal in mice.
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