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Sponsor 

Novartis 

 Generic Drug Name 

Everolimus 

Trial Indication(s) 

renal transplant 

Protocol Number 

CRAD001AIT02 

 Protocol Title 

Multicenter, randomized, open-label trial to evaluate the safety, tolerability and efficacy of two regimens of everolimus plus Neoral®, 

given according different blood target levels, in de novo renal transplant recipients (EVEREST: the upper target EVErolimus 

RandomizEd STudy) 

 Clinical Trial Phase 

IIIB  

Study Start/End Dates  

31-May-2005 to 24-Jul-2007   

 Reason for Termination 
 
Not applicable.  

Study Design/Methodology 

Prospective, multicenter, randomized, parallel group open-label efficacy and safety study of 6- month duration of everolimus 
administered according higher blood levels in combination with cyclosporine at very low exposure, in comparison with everolimus 
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administered according standard blood levels in combination with cyclosporine at low exposure, for prevention of acute rejection. Study 
planned to enroll at least 200 eligible patients to be randomized to receive their first dose of everolimus and cyclosporine within 24 
hours of graft reperfusion. All patients also received basiliximab 20 mg iv. on day 0 and on day 4 after transplantation. 

Methylprednisolone will be administered iv. at a dose of 500 mg on day 0 and as a 40 mg dose on day 1. 

Centers 

The study was conducted in 20 kidney transplant centers in Italy.   

Objectives: 

Primary objective(s) 

 To assess if the optimized new regimen with upper target everolimus trough blood levels (BTL) and very-low dose Neoral 

allowed to improve the 6-month creatinine clearance, in comparison with the standard everolimus regimen with low-dose Neoral, 

in de novo renal transplant recipients given basiliximab and steroids.  

 To assess if the optimized new regimen was equally effective in preventing acute rejection, in comparison with the standard one, 

in de novo renal transplant recipients given basiliximab and steroids. 

Secondary objective(s)   

• To assess the incidence of biopsy-proven acute rejection episodes, graft loss, death or lost to follow-up (whichever occur first) in the 
two treatment arms  

• To assess the incidence of the following efficacy parameters in the two treatment arms: biopsy-proven acute rejection, antibody-
treated acute rejection and clinically-confirmed acute rejection  

• To evaluate the percentage of patients with a stable (mean of 2 consecutive measurements) serum creatinine increase of more than 
30% from the previous nadir (i.e. the lowest mean of any two consecutive post-transplant measures) after transplantation  

• To assess the incidence of graft loss or death 

Test Product (s), Dose(s), and Mode(s) of Administration 

The initial everolimus dose was 1.5 mg/day. 

• Group 1: Upper target everolimus BTL: the dose was adjusted to reach a C0 level of 3-8 ng/mL within day 5 after reperfusion, and 

then increased to reach and maintain a target trough level of 10 (8-12) ng/ml until end of month 6.  
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• Group 2: Standard everolimus BTL: the dose was adjusted to reach a C0 level of 3- 8 ng/mL within day 5 after reperfusion; the target 

of 6 (3-8) ng/mL was maintained until end of month 6. 

Statistical Methods  

The primary efficacy evaluation was performed on the intention-to-treat (ITT) patients population of all randomized and treated patients who had at 
least one post-baseline creatinine assessment or either died or lose their graft before of it. All secondary evaluations were performed on the ITT 
patients as well. The results of the primary variable only were confirmed in the per-protocol (PP) population of all patients randomized and treated 
who did not have done any major protocol violation or deviation, nor discontinued prematurely the study for reasons other than death or graft loss.  
 
Major protocol violations or deviations were defined with the analysis plan before of database lock.  
 
All other analyses were performed on all randomized patients who received at least one dose of trial medication (safety population).  
 
The study aimed at demonstrating a better 6-month renal function in Group 1 (optimized new regimen) with respect to Group 2 (standard regimen). 
The null hypothesis is:  
H0: μa = μb where μa is the mean 6-month creatinine clearance in Group 1 and μb is the same in Group 2.  
The alternative hypothesis is:  
Ha: μa ≠ μb.  
 
The null hypothesis was verified by means of Wilcoxon-Mann-Whitney test, two tailed. The primary analysis was run in the ITT population. All tests 
were run at the 5% level of significance. Summary statistics (including medians) of creatinine clearance at all visits have been produced.  
 
The primary results were also investigated by a non-parametric analysis of covariance according to the method proposed by Koch (11), using 
baselines as covariates.  
 
The study also aimed at demonstrating non-inferiority of Group 1 vs. Group 2 in preventing BPAR. The number and percentage of patients with 
BPAR in each group was reported: the 97.5% confidence interval of the Group 1 – Group 2 difference in proportions of patients with BPAR was 
calculated. Non-inferiority was claimed if the upper limit of the interval did not exceed the non-inferiority limit of 15%.  
 
A Kaplan-Meier analysis of time to first BPAR was also performed, comparing the two groups by means of logrank test.  
 
The same analyses were performed as supportive analyses in the PP population.  
 
All secondary efficacy analyses were run on the ITT population only.  
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The time to the first biopsy-proven, antibody-treated and clinically confirmed acute rejection episode were analyzed by means of the product limit 
method. The two survival curves were compared by means of logrank test. The same analysis was done for graft survival, patient survival and 
combined patient and graft survival, both including and excluding lost to followup patients as events.  
 
The proportion of patients with stable serum creatinine increase of more than 30% (mean of any two consecutive measures) from the previous nadir 
(i.e. the lowest mean of any two consecutive post-transplant measures) was compared between groups by means of chi square test. A logistic 
regression analysis was also performed taking into account covariates other than treatment such as background variables (age,  sex) as well as 
transplant-related variables (HLA, type of donor, etc.). 
 

Study Population: Key Inclusion/Exclusion Criteria  

Inclusion Criteria: 

 Recipients of deceased, living unrelated, or non-human leukocyte antigen (HLA) identical living related donor renal transplant who 

actually have a viable kidney transplant at the time of randomization (within 24 hours of graft reperfusion) 

 The renal cold ischemic time must be < 36 hours. 

 The age of the donor must be between 15 and 65 years. 

Exclusion Criteria: 

 Patients who are recipients of multiple organ transplants, including more than one kidney 

 Patients who have previously received an organ transplant which failed within one year 

 Patients with current panel reactive T-cell antibody titers of 50% or more 

 Patients who are recipients of A-B-O incompatible transplants or T-cell crossmatch positive transplant 
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Participant Flow Table 

Patient disposition – n (%) of patients (Safety population) 

 

  

Baseline Characteristics  

Demographic summary by treatment group (Safety population) 
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 Summary of Efficacy 

Primary Outcome Result(s)  

Summary statistics of creatinine clearance, serum creatinine and glomerular filtration rate (GFR) at 6 month (ITT population) 
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First biopsy proven acute rejection episode (ITT population) 

 

  

Secondary Outcome Result(s)   

Number (%) of patients with acute rejection, chronic rejection, graft loss, delayed graft function and death after 6 months of 

treatment (ITT population) 
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Proportion of patients with stable serum creatinine increase more than 30% of the previous nadir (ITT population) 
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 Summary of Safety 

Safety Results 

Adverse events overall and frequently affected system organ classes - n (%) of patients (all patients / > 10% in any group) 
(Safety population)   
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Deaths, other serious or clinically significant adverse events or related discontinuations – n (%) of patients (Safety 

population) 
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 Date of Clinical Trial Report 

16-Jul-2010   

 


