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NEW CARDIOPROTECTIVE AGENT K201 IS NATRIURETIC AND GFR ENHANCING 
O Lisy , JC Burnett

Mayo Clinic and Mayo Clinic College of Medicine, Rochester, MN, USA
Background: K201 (JTV519) is a newly developed 1,4-benzothiazepine drug which has been shown to express antiarrhytmic and cardioprotective properties via stabilization of the ryanodine receptor-calcium release channel in the heart (RyR2).  The same ryanodine receptor has been recently identified in the kidney but its function in the kidney remains unknown.  We hypothesized that this unique drug which is being developed for the treatment of heart failure also possesses renal hemodynamic enhancing and excretory properties which go beyond myocardial actions.  Methods: We assessed renal function in anesthetized normal dogs (n=6) during acute intrarenal infusion of K201 (Aetas Pharma).  K201 was infused after baseline measurements at two doses (0.1 and 0.5 mg/kg).  *p<0.05 vs. baseline.Results: K201 was potently natriuretic (UNaV from 44±14 to 88±26 and 260±63* microEq/min) and diuretic (UV from 1.1±0.4 to 2.0±0.5 and 4.0±0.5* ml/min) with GFR enhancing actions (from 33±4 to 44±6 and 50±4* ml/min).  RBF increased (from 220±21 to 249±24 and 297±19* ml/min) while no systemic hemodynamic changes were observed.  In addition, we localized the decrease in tubular reabsorption of sodium to the distal nephron (DFRNa from 94±4 to 92±3 and 86±2* %), a site at which endogenous sodium regulating hormones act.  Conclusion: We report for the first time that the newly developed cardioprotective drug K201 possesses natriuretic, diuretic and GFR enhancing properties which support its therapeutic role in the treatment of heart failure.  

