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Treatment of con?enital hypomyelinating leukodystrophy using the gene suppression
effect of morpholino
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Pelizaeus-Merzbacher disease is a hypomyelinating leukodystrophy characterized by
failure of myelination. the most frequent mutation is PLP1 duplication that lead to gene overexpression,
but no cure is available. In this study, we employed a synthetic antisense oligonucleotide-like reagent,
morpholino, to develop a therapy for PLP1 duplication. We designed and produced modified morpholino that
can specifically sup?ress PLP1 expression. We treated PLP1 trasngenic mice by injecting morpholino into
ventricle or cerebral parenchyma. However, we found that morpholino is toxic to brain tissue and

concluded that morpholino is inappropriate to use in the treatment of PLP1 duplication.
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