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Generation of human urate metabolism complete model mice by suppressing xanthine
dehydrogenase expression

Hosoyamada, Makoto
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We tried to create human urate metabolism complete model mice by uricase
(Uox) deletion, hypoxanthine phosphoribosyl transferase (HPRT) high activity, and suppression of
xanthine oxidoreductase (XOR) expression.
As a result, two strains of HPRT highly active Uox-Xor-double knockout mouse-human XOR transgenic
mice having different human XOR expression levels were obtained. Although urinary hypoxanthine and
xanthine excretion remained in both strains and blood creatinine was elevated and showed renal
damage in a strain with low human XOR activity, but in a strain with high human XOR activity, blood
creatinine was not elevated, In summary, human uric acid metabolism complete model mice that do not
cause renal damage were obtained.
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