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To Editor





Chronic renal dysfunction is a frequent and severe complication in solid-organ transplant recipients. Switching from calcineurin inhibitors (CNIs) to non-nephrotoxic mammalian target of rapamycine inhibitors (mTORi) such as everolimus (EVR) can improve renal function in these patients. Single center prospective study by Castroagudin et al. [1] has shown an improvement of renal function after addition of the EVR to primary immunosuppression and reducing the CNIs [1]. The conclusion of the recently conducted global clinical randomized trial H23O4 involving the EVR was that the introduction of EVR with tacrolimus (TAC) reduction from day 30 after liver transplantation achieved a superior renal function with no compromise in efficacy at 12 months after liver transplantation. The safety profile of EVR + Reduced TAC presented no unexpected safety concerns and showed similar tolerability to the standard tacrolimus regimen [2]. However, very few reports exist to show the safety and efficacy of EVR when used at early stage after living donor liver transplantation (LDLT) [3,4]. 




Table 1:  Serum creatinine and eGFR values of the study cohort.
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Table 1B:  
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From January 2012 till October 2014, 215 recipients (Male:Female, 166:49; age, 54±10 years) that underwent LDLT received TAC-EVR based primary immunosuppression within 1st month of transplantation (4th to 20th day after LDLT) with minimum 12 months of follow up were retrospectively studied to evaluate the impact of EVR based primary immunosuppression on the course of renal functions in post-transplant period. 27 patients had prior renal dysfunction with serum creatinine >1.5mg/dl and the estimated glomerular filtration rate (eGFR) <60mL/min/1.73m2. Twelve of the recipients (n=12) from this subgroup with eGFR<30 were further evaluated and postoperative laboratory records were assessed. 66.6% (8/12) patients showed improvement in the renal functions. The average serum creatinine levels in these patients at pre-transplant, 1 month, 6 month and 12 months post-transplant were 2.68, 1.36, 1.26, and 1.29mg/dl, respectively (Table 1). The eGFR values at same time period were 23.75, 52.85, 56, and 53.37mL/min/1.73m2, respectively (Table 2). In four patients the renal functions deteriorated further requiring haemodialysis. The laboratory values of the study cohort are shown in Table 1. Average TAC trough levels at 7day, 3 month and 12 month post-transplant were 3.88±2.54ng/ml, 6.53±6.46ng/ml and 3.64±1.37ng/ ml, respectively. The EVR trough levels at same period were 3.54±1.54ng/ml, 3.7±1.04ng/ml, and 4.04±1.70ng/ml, respectively.


The effect of EVR-reduced TAC combination on the renal functions has been reported in our earlier study [3]. In this study the renal functions improved in 66.6 % of the recipients with prior renal failure. Fischer et al demonstrated that an early conversion from a CNI-based to an EVR-based regimen can be achieved safely, with beneficial effects on renal function [5]. In their study, the incidence of significant proteinuria was low overall, although, in the EVR plus reduced TAC group showed higher proteinuria than the standard TAC group (3.7% vs 0.8%, respectively; P=0.063), and proteinuria was the leading cause of study drug discontinuation (eight vs one patient). However, in our study significant proteinuria was nil.




In conclusion, the addition of the mTOR inhibitor-based immunosuppression improves kidney function even in patients with severe pre-transplant renal insufficiency. The safety and tolerability of the immunosuppression was unaffected even if EVR was started in first postoperative week after LDLT. Role of EVR in LDLT recipients with severe renal failure should be further studied to strengthen this finding.
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