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Sponsor 
Novartis AG 

 Generic Drug Name 

Sotrastaurin 

Trial Indication(s) 
Renal transplantation 

Protocol Number 

CAEB071A2203/CAEB071A2203E1

EudraCT no. 2005-003494-25 / 2007-002986-11
 Protocol Title 

12-month open label, randomized, multicenter study evaluating efficacy, safety and tolerability of oral AEB071 plus
tacrolimus (converted to myfortic® after 3 months) vs. myfortic® plus tacrolimus in de novo renal transplant recipients

 Clinical Trial Phase 

Phase IIA  

Study Start/End Dates  
06-Oct-2006 to 20-May-2008
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Reason for Termination (If applicable) 
The study was prematurely terminated at the recommendation of the Data Monitoring Committee. 
 
 Study Design/Methodology 
This was a 12-month, randomized, multi-center, open label, parallel group 3-arm study (two AEB071 treatment arms and 
a control arm (tacrolimus standard exposure)). In the AEB071 treatment arms the patients received tacrolimus as 
immunosuppressive regimen. After the Month 3 visit the patients had started on an AEB071 + tacrolimus regimen and 
were converted to a CNI-free regimen of AEB071 + myfortic after month 3. In all arms, patients received Simulect® as 
induction therapy and corticosteroids. 
Centers 
28 centers in 8 countries: Canada (6), France (12), Germany (92), Italy (18), Spain (22), Switzerland (32), United Kingdom 
(20) and United States (14)  
Objectives: 
Primary objective(s) 

The primary objective of the study was to demonstrate that in de novo renal transplant patients, at least one of the 
AEB071 treatment regimens is not inferior to the myfortic (MPA) treatment regimen (myfortic + tacrolimus) within 6 months 
of the initial dose of study drug with respect to primary efficacy failure, defined as a composite efficacy endpoint of treated 
BPAR, graft loss, death or loss to follow-up. 

Secondary objective(s)  

To evaluate the AEB071 regimens in comparison to the control arm with respect to primary efficacy failure at Month 3 
post-transplant. 

To compare the safety and tolerability in the AEB071 treatment arms and the control arm. 
 
The main safety objective was to compare renal function in the AEB071 treatment arms to the control arm at Month 6 
post-transplant (MDRD formula for GFR). 
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Test Product (s), Dose(s), and Mode(s) of Administration 
The investigational drug was AEB071. The drug was provided by Novartis as 100 mg hard gelatin capsules for oral 
administration and supplied in bottles. 

Statistical Methods  

The primary efficacy analysis used the Kaplan-Meier (KM) methodology to estimate event rates for the ITT population. 
Greenwood’s formula was used to estimate standard errors and to derive the twosided 95% confidence interval from the 
Z-test statistic distribution for the difference in event rates between the AEB071 and control arms. 
 
Study Population: Key Inclusion/Exclusion Criteria  
 
Inclusion criteria: 

 Participation in core study CAEB071A2203 
 The patient has been maintained on AEB071/mycophenolic acid or tacrolimus/mycophenolic acid, consistent with 

their original randomization, at their core study Month 12 visit. 
 Women capable of becoming pregnant are required to practice a medically approved method of birth control as 

long as they are on study medication and for a period of 3 months following discontinuation of study drug(s). 

Exclusion criteria: 

 Pregnancy. Other protocol-defined inclusion/exclusion criteria may apply 
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Participant Flow Table 
Patient disposition, by treatment (randomised population) 
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Baseline Characteristics  
Recipient demographic summary and disease characteristics by treatment group (ITT analysis set)
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 Summary of Efficacy 
Primary Outcome Result(s)  
Comparison of Kaplan-Meier estimates of first efficacy events (local pathology, ITT population, de novo period 
and final analysis) 
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 Secondary Outcome Result(s)   
Comparison of Kaplan-Meier estimates of first efficacy events (local pathology) ITT population: Final analysis  
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Comparison of Kaplan-Meier estimates of first efficacy events (local pathology) ITT population: De-novo period 
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Summary of Safety 
Safety Results 

Serious Adverse Events by System Organ Class 
Number (%) of patients who died, had graft loss, or discontinuations of study medication due to AEs/infections 
(safety population 1, final analysis) 
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Other Adverse Events by System Organ Class 
Number (%) of patients reporting AEs (≥ 10% in any group) by system organ class, preferred term, and treatment (safety 

population 1, final analysis) 
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 Other Relevant Findings 
Not Applicable 

Date of Clinical Trial Report 
27-May-2009 
 
Date of Inclusion in The Novartis Trial Results Database 
28-May-2009 core 
13-Feb 2016 updated with extension study data 




