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Study for the establishment of novel treatment for depression, based on the
mechanism of exercise-induced antidepressant effects
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Although selective serotonin reuptake inhibitors (SSRlS% are the most widely
used antidepressants, a significant proportion of depressed patients do not achieve remission with
SSRIs. Therefore, development of novel antidepressants is highly desirable. Exercise provides
neurogenic and antidepressant effects, and we recently demonstrated that the serotonin type 3 (GHT3)

receptor is essential for exercise-induced hippocampal neurogenesis and antidepressant effects. In
this study, we revealed that treatment of 5HT3 receptor agonist induces antidepressant effects as
well as hippocampal neurogenesis independent of SSRIs. Furthermore, we found that 5HT3
receptor-dependent increased IGF1 in the hippocampus is important for neurogenesis and
antidepressant effects. Our findings suggest that a novel 5HT3 receptor-I1GF1l mechanism could provide

a new therapeutic target for depression, based on the mechanism of exercise-induced antidepressant
effects.
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