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Basic and clinical research for clarify the pathophysiology and development of
new terapeutic trial for Rett syndrome
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Rett syndrome (RTT) is a neurodevelopmental disorder, caused by MECP2 gene
mutation. Patients showed dystonia, and tremor.We speculated that ghrelin may play an important role
in RTT. We found that ghrelin markedIK improved dystonia, tremor in 2 patients and constipation
improved all 4 patients. We founded that RTT caused by a novel STXBP1 mutation, and also due to a
mutation in HDAC8 gene.

Previous studies reported cardiac arrhythmias plays an important role in sudden death of RTT. We
detected methylation of the CpG islands in the Tbx5 locus. Our results suggest that MeCP2 is an
important regulator of the gene-expression program responsible for maintaining normal cardiac
development and cardiomyocyte structure.

Respiratory infection Is the most common cause of death in RTT. Our results indicated that
aspiration might be a cause of Mecp2-null mice. MeCP2 deficiency affected the expression of several
neuromodulator genes in the lower brainstem, especially SP is involved.
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