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Diuretics often cause hyperuricemia. Suppression of the function of urate
transporter may be a mechanism of diuretics-induced hyperuricemia. In the present study, we examined
whether genetic mutation of MRP4, BCRP, NPT4, URAT1 and GLUT9 influence serum uric acid (SUA) level and
urinary urate excretion (UUE) after administration of trichlormethiazide (TCM).

MRP4 E757K polymorphism did not_influence the increase of SUA after TCM treatment, although UUE was
transiently reduced in subjects with EE genotype. The increase in SUA in subjects with QX genotype in
BCRP Q126X polymorphism was larger than in those with QQ genotype. However, there was no difference in
UUE between QQ and QX genotypes, indicating that TCM inhibited uric acid excretion into feces in subjects
with QX genotype.

Our results suggest that the predominant mechanism of TCM-induced hyperuricemia may be the inhibition
of intestinal BCRP.
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