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MECP2 gene, whose mutations are the common cause of Rett syndrome, is also
harmful for normal CNS development, when its expression is excessive. Therefore we originally planed
to search other target genes useful for the gene therapy against Rett syndrome. We originally
focused on miR-199a, which is one of downstream effector of Mecp2. However, Mecp2 KO mice (Mecp2
-/y) could survive no longer than 5 weeks after birth, and were not available for gene therapy
assessment. Therefore, we changed the original plan and tried to develop gene therapy vectors that
enable KO mice to survive longer. Among AAV vectors to express Mecp2 itself under several different
promoters including Mecp2 promotor itself, only AAV.PHP.eB-CNPpro-MeCP2-2A-RFP vector, which induce
Mecp2 expression in oligodendrocyte, showed life-prolonging effects on KO mice by intravenous
administration. This suggested that the early death of KO mice is due to loss of MECP2 in

oligodendrocytes.
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