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Background: The URAT1 transporter is believed to be largely responsible for the regulation of uric acid
elimination in the kidney, and diminished renal clearance is associated with the majority of hyperuricemia and

and 200 mg once daily for up to 10 days, with planned escalations for additional cohorts up to 600 mg once
daily.

Results: Following single doses of an oral solution, RDEA594 mean plasma C,., was achieved at about 0.7
hour post-dose in the fasted state (5, 25, 100, 200 mg), and was slightly delayed to about 1.2 hours post-dose

urinary UA excretion.
RDEA594 was safe and well tolerated at all doses. No serious adverse events and no grade 3 or 4 adverse
events were reported. No clinically significant laboratory or ECG abnormalities were noted.

Uric acid has been implicated as a risk factor and a cause of numerous diseases. Some diseases such as gout,
hypertension, and cardiovascular disease have been shown to be related to high uric acid levels in the blood.
Gout, also known as metabolic arthritis, is a painful and debilitating disease. These abnormally elevated serum

SINGLE ASCENDING DOSE STUDY

RDEA594 Single and Multiple Ascending Dose Studies in Healthy Volunteers

Fasted: 5, 25, 100, 200 mg
Fed: 100, 400, and 600 mg

Figure 2. Serum urate lowering was seen following dosing of RDEA594 at 100 mg or higher

Key Inclusion Criteria:

> Healthy adult male subjects > 18 and < 45 years of age

> Body mass index within the range of = 18 and < 30 kg/m?

> Alllaboratory parameters within normal limits or not clinically significant

> Willing to abstain from tobacco, alcohol, caffeine, fruit juice, or sweetened soft drinks
>
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Reported AEs were similar between the IR and ER dose forms with no increase in
severity or frequency of AEs with increasing dose

MULTIPLE ASCENDING DOSE STUDY

Results — PK and PD

Figure 3. SUA lowering effect (Right) and Day 10 RDEA594 plasma concentration profiles.
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In order to improve uric acid lowering even further, work was conducted on several experimental
extended release tablet formulations, as well as evaluation of the IR capsule given with a standard
breakfast
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in the fed state (100, 400, 600 mg). Oral clearance was fairly constant across the dose range indicating that Serum uric acid > 5 mg/dL Mean Daily SUA AUC change (%) 1107 Mean Day 1 SUA AUC change (%) Figure 4. The IR capsule given with a standard breakfast produced the best overall pharmacokinetic
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