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Background: Significant reduction of serum uric acid (sUA) was discovered in a multiple dose study of RDEA806. Efforts
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have been devoted to confirm the clinical laboratory findings, to elucidate the likely active moiety and mechanism responsible
for the sUA lowering effect, and to evaluate the potential drug-drug interaction (DDI) in rats based on potential interactions with
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Following a Single Dosing of RDEA806 Indicating
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Method: To confirm the clinical laboratory measurement of sUA by colorimetry in the multiple dose study and to eliminate the Day3 Day7 Day 10 Segment: lacsbo Segment IV, 300 mg MR fasted Segmenthe0mgR Day 1 _ RDEA806 RDEA594
possible interference from RDEA806 and its metabolites, uric acid levels in plasma were measured using high-performance . i . - Day3 g 50 R?=04817 s:; 50 R?=0.9858
liquid chromatography equipped with tandem mass spectrometry (LC-MS/MS). To determine the likelihood of RDEA806 or its . . - o § 40 H © A
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by LC-MS/MS. To correlate urine levels of RDEAB06 and its metabolites with the change in uric acid excretion into urine, uric e § P i H g
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DDI potential to kidney transporters OAT1 and OAT3 was conducted in rats by measuring renal excretion of tenofovir (PMPA) 13 b = - §0 io0 (
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Results: Results from LC-MS/MS analysis of the BID 400-mg RDEA806 dosing group showed a mean change of -42.6% of g w3 W
uric acid level in plasma, which is similar to serum analysis (-47.9%) using colorimetry, thus confirming the uric acid lowering é 1 Colorimetric 670 nm Figure 5. Inhibitory Effect of RDEA594 on Uric Acid Uptake by R?=0.6568 50 Ri= 02342
effect and eliminating the possible interference from RDEA806 and its metabolites in serum analysis. Statistical analyses (t- 60 J L LOIMSIMS URATA Expressed in Xenopus Oocytes

test) comparing the RDEA806- and placebo-dosed groups showed no i in or xanthine levels
between RDEA806 and placebo groups; therefore, the possibility of RDEA806 or its metabolites acting as a xanthine oxidase
inhibitor is unlikely. This was confirmed by the lack of inhibition of xanthine oxidase and purine nucleoside phosphorylase
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enzymatic activity in vitro. Excretion of uric acid in urine showed a linear correlation (r > 0.98) with the excreted amount of Xanthine Oxidase Inhibitors in the In Vitro Assay e 10 * 10 *
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