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Background: Calcineurin-Inhibitor nephrotixicity (CIN) is an important cause of renal dysfunction and chronic renal failure in heart transplant patients. Sirolimus (SRL) is a novel immunosuppressive drug with a mode of action different from Cyclosporine (CsA). Because of the lack of nephrotoxicity, SRL has been suggested in renal and liver transplanted patients with CNI. Aim of this study was analyse the potential benefit and safety of conversion from CsA to SRL. 

Patients & Methods: A total of 10 long-term heart transplant recipients were converted 102±64 months after transplantation. Patient age was 62.1±9.0 years, there were 8 males and 2 females included. All patients had triple drug immunosuppression consisting of Csa, Mycophnolate-Mofetil (MMF) and low dose steroids. Patients received a 12mg loading dose of SRL, followed by 4mg/d for one week. Target SRL level was aimed at 8-16ng/ml. After patients achieved steady SRL levels, CsA was weaned during a 1-month period. 2 weeks after CsA discontinuation an endomyocardial biopsy and echocardiography were performed to measure graft function. Patients were followed-up for 6 months. 

Results: All patients could be weaned off CsA successfully. There were no rejection detected and graft function remained normal in all patients. The average Creatinine (Crea) levels 12 months before switch were 2.43±0.53mg/dl and increased to 2.86±0.35 mg/dl (p<0.05). 6 months after conversion Crea levels were 3.02±1.11mg/dl (n.s.). 2 patients had a further decrease of renal function after the switch. None of the patients had to be hemodialysed during study follow-up. SRL was tolerated very well and in none patient SRL had to be paused or discontinued. Average SRL levels were 12.3±2.3ng/ml with an average dosage of 3.3±1.3mg during follow-up. There were 2 cases of leucopenia that were treated with a reduction of MMF. Thrombocyte, Cholesterol, triglyceride and LDL cholesterol levels remained unchanged during follow-up. 

Conclusion: Conversion to SRL in Calcineurin-inhibitor nephrotoxicity after cardiac transplantation is efficient and safe with target levels between 8-16ng/ml. Moreover, a switch to SRL can delay decrease of renal function. At this time point it still remains unclear if can completely prevent further deterioration of renal dysfunction

