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Creation of therapeutic agent for Rett syndrome (CDKL5 deficiency disorder)
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Yokukansan (YKS) is a Japanese traditional medicine called “ Kampo
medicine” . YKS consists of seven kinds of crude drugs: Atractylodes Lancea Rhizome, Poria
Sclerotium, Cnidium Rhizome, Uncaria Hook, Japanese Angelica Root, Bupleurum Root and Glycyrrhiza.
We were able to mix, extract, and dry a total of 7 types of extracts in YKS. We found that the
extracts without Bupleurum Root and Glycyrrhiza reduced the efficiency of neuronal differentiation
to about half. Finally, it was found that the neuronal differentiation-inducing action of YKS is at

least partially mediated by glycyrrhizin and GSK3b signaling pathway.
Furthermore, we evaluated the effects of chronic treatment of YKS on Cdkl5 knockout (KO) mice. YKS
administration for 3 months showed increased body weight, increased exploration in the brightly lit
box in the light/dark transition test, and increased freezing in the fear conditioning test,
suggesting modifying effects of YKS to the emotion and memory of Cdkl5 KO mice.
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