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Trial Design: Patients with acute decompensated heart failure (ADHF) were randomized to placebo (n = 27) or one of four doses of KW-3902 (rolofylline) (2.5 mg, n = 29; 15 mg, n = 31; 30 mg, n = 30; or 60 mg, n = 29). All patients had received 40 mg IV furosemide 12 hours prior to the first dose of study drug. Primary endpoint was total urine output during the 6 hours after the first dose study drug.
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Results


 Primary endpoint of total urine output 6 hours after study drug directionally ЃЄ in all KW-3902 dose groups vs. placebo (Figure)


 However, by 24 hours total urine output was similar between groups


 Serum creatinine on day 2 Ѓ« in all KW-3902 groups (-0.08, -0.03, -0.06, and -0.03 mg/dl for 2.5-, 15-, 30-, and 60-mg groups, respectively) and ЃЄ in placebo group (+0.04 mg/dl)


 No difference in worsening renal function by group


 IV furosemide use by day 4/discharge trended Ѓ« in KW-3902 groups vs. placebo (p = 0.10)


Conclusions


 Among patients with ADHF, treatment with KW-3902, a novel adenosine A1-receptor antagonist, was associated with ЃЄ urine output by 6 hours vs. placebo, although by 24 hours, total urine output did not differ between KW-3902 groups and placebo


 Loop diuretics, the current primary therapy to reduce volume overload in patients with ADHF, can cause worsening renal function


 Larger clinical trials are underway (PROTECT 1 and 2 studies), to more fully evaluate dose, safety, and efficacy of KW-3902 on clinical outcomes in patients with ADHF and renal dysfunction
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