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NEW AGENTS AND NEW STRATEGIES IN IMMUNOSUPPRESSION AFTER HEART TRANSPLANTATION
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Previously the combination of Tacrolimus (Tac) and Sirolimus(Sir) has hardly been considered for immunosupression (is) after transplantation since both compounds compete for the same binding protein. Initial in non-thoracic clinical transplant models, however, revealed encouraging results. Therefore a pilot study was designed to evaluate the efficacy and safety of this new combination for the first time for primary is after HTx. 

Methods: In a prospective controlled clinical trial, 31 patients (pts) after HTx were included. Mean recipient age was 51.4±11.2 years, indications for HTx were dilative (n=20) or ischemic (n=11) cardiomyopathy. Is consisted of Tac, Sir and corticosteroids (steroids only for the first 6 months after Tx). Target trough levels for Tac and Sir were 6-8 and 5-7 ng/ml, respectively. The mean follow up time was 420±210 days. 

Results: Survival during follow-up was 100%. Only one patient revealed 1 acute rejection episode (ARE) (0.03 AREs/pat) during a period when he had Tac/Sir levels below 2.5/5 ng/ml. Mean Tac and Sir doses/trough levels were 2.9±1mg/8.5±2ng/ml and 2.4±0.6mg/6.1±1.1ng/ml, respectively. The incidence for bacterial and fungal infections was 0.9±1 and 0.4±0.5/pat. There were, however, only two viral infection (CMV) in the entire cohort (0.06/pat). Initially increasing mean cholesterol levels (mg/dL) (po month 1: 182±37; po month 6: 223±58) dropped after steroid withdrawal (po month 12: 196±26). 

Conclusions: 

Due to the low target trough levels of Tac and Sir used, most adverse effects were non-significant and decreased over time. In spite of the low levels, the combination was extremely effective in preventing AREs. Furthermore viral infections were almost completely abolished. Therefore, considering the additional antiprolifertive effect of Sir, Tac/Sir might be the first is combination having the potential to reduce or even prevent the development of lymphoproliferative diseases as well as graft vessel disease after transplantation.

