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Novel signaling pathway in food-derived neuromodulating peptides

Mizushige, Takafumi
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We found that a dipeptide, tyrosyl leucine (Tyr-Leu, YL), exhibited an
antidepressant-like effect in behavioral tests using mice. This antidepressant-like activity was blocked
by RNAi knockdown of hippocampal bone morphogenetic protein (BMP) receptor type 1A (BMPR1A). It was
reported that the inhibition of BMP signal stimulated neuronal proliferation. We found that the
inhibition of BMP signal exhibited the antidepressant-like effect. YL suppressed BMP-induced decrease in
neuronal proliferation in cultured cells. In mice, YL enhanced the proliferation of hippocampal
progenitor cells in vivo. Our findings demonstrate that inhibition of the BMP signaling by YL exhibits an
antidepressant-like effect, and YL induces hippocampal neuronal proliferation.
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