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We found that a dipeptide, Tyr-Leu (YL), exhibited antidepressant-like activity by

two behavioral tests. In the structure-activity relationship, Leu-Tyr (LY), a retro sequence of YL, have
no effect on the antidepressant-like activity, suggesting that YL sequence is important for the activity.
In addition, C-terminal elongation of YL tolerated for the antidepressant-like activity.

In the pull-down assay using information of the structure-activity relationship, we found an one-transmenb
rane receptor belong to TGF-beta super family as a candidate of target receptor of YL. It has reported tha
t signal pathway via the receptor related to neurogenesis and antidepressants promoted the hippocampal neu
rogenesis. In the present study, we found preliminarily that YL induced hippocampal neurogenesis. These re
sults supported our hypothesis that YL exhibited antidepressant-like activity via the receptor.
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