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Diagnostic method for inborn errors of pyrimidine metabolism
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Inborn errors of pyrimidine degradation pathway have wide clinical aspects and
show very severe side effects of 5-fluorouracil related anticancer drugs. However, the details of these
diseases, such as disease frequency or genetic mutations are unclear, because the number of reported
patients is limited.

In this study, we established the diagnostic system for inborn errors of pyrimidine degradation pathway
by simultaneous analysis of urinary pyrimidine metabolites using UPLC-MS/MS followed by genetic analysis.
The genetic analysis revealed that UPB1 R326Q mutation was identified in all patients with
beta-ureidopropionase deficiency and 70% of these patients were homozygote of this mutation. Population
study showed that 2% of healthy Japanese were carrier of the R326Q mutation. This result showed that
beta-ureidopropionase deficiency is not as rare as generally considered in Japan.
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