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Thiopurine metabolism associated with NUDT15 gene and clincal application.
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The aim of this research was to investigate why severe leukocytopenia is
induced by thiopurine particularly in patients with NUDT15 genetic variant (R139C).
Deoxy-thioguanosine (dTG) is a metabolite of thiopurine, and the incorporation of dTG into
lymphocytes was accelerated in patients with NUDT15 genetic variant (R139C). Furthermore, dTG
concentration in the DNA of peripheral mononuclear cells was inversely correlated with leukocyte
count in peripheral blood. Finally, a thiopurine derivative, 6-thioguanine, was co-cultured with CD4

+ lymphocytes derived from patients without thiopurine treatment, and the apoptosis of the
lymphocytes was accelerated in NUDT15 (R139C) variant.
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