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of exposures were achieved for both compounds. It will be better explained by the
difference in selectivity on uric acid transporters. Benzbromarone also inhibited
OAT1, OAT3, and ABCG2 which are responsible for uric acid secretion in renal

administered orally to four male and two female cebus monkeys. Test and control articles were

L , ) ) ) _ Table 2. PK profile of UR-1102 and benzbromarone in cebus monkeys
administered once daily for 3 consecutive days in one phase; there were 8 phases with 2-week intervals

(cross-over design with eight groups). Blood was collected at 2, 4, 8, and 24 h after each administration;
Urine from 0 to 8 h and 8 to 24 h, respectively. Plasma and urinary uric acid and creatinine were analyzed
by enzymatic method.

» The risk of fulminant hepatitis was evaluated by testing HepG2 cells for mitochondrial toxicity, and by
measuring the covalent binding of compounds in human liver microsomes, and their inhibitory effects on
human MRP2 using membrane vesicles.
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proximal tubule. Therefore, when high dose is administered, it will not work as a
pure URAT1 inhibitor, compromising the effect of URAT1 inhibition then cannot
show further uric acid excretion. This may not happen with UR-1102, a pure URAT1
inhibitor, which even at higher doses showed incremental uricosuric effects.
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