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Development of novel carcinogenicity prediction system using Nucling gene
deficient mouse
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We confirmed the usefulness of Nucling-KO mouse from various viewpoints as a
material for new carcinogenicity prediction system. The KO mice fed normal chow diet grow in the
same manner as the wild-txpe under the SPF environment, but after 12 months of age the incidence of
inflammatory diseases such as hepatitis and liver cancer rose significantly. The effects of high fat
diet or high sugar diet administration (body weight gain, impaired glucose tolerance, insulin
resistance etc.) appeared at a high rate in KO mice. Examination of the gene expression pattern
revealed abnormalities in the expression level of insulin and its regulators in KO mice. With the
administration of hepatotoxic reagent DEN, onset of fatty liver, hepatitis, and liver cancer could
be confirmed in KO mice significantly earlier than wild type. From the above, it is expected that it

will be a useful prediction system for at least searching for substances that are stressful to the
liver.
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