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Development of animal model mimicking ornithine transcarbamylase deficiency
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There are several liver diseases caused by genetic disorder such as Wilson' s
disease, hereditary hemochromatosis and so on. One of such diseases, ornithine transcarbamylase (0TC)
deficiency is caused by mutations in the OTC gene, which is located on the X chromosome. Knockout mouse
is often used to study such disorders. However, the metabolism of mouse is different from that of humans.
We attempted to develop a mouse model of OTC deficiency using human hepatocyte chimeric mouse. Using
genome editing technology we will be able to ablate the gene to make OTC deficient liver cells. We
confirmed that TALEN which cut target gene in liver cancer cell lines actually worked and also developed
a method to confirm if the gene of interest had actually been ablated. This mouse model will be useful to
study human liver situation in mice and will be useful to develop therapy for this disorder.
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