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Sponsor 

Novartis 

Generic Drug Name 

Everolimus 

Trial Indication(s) 

Metastatic carcinoma of the kidney 

Protocol Number 

CRAD001L2401 

Protocol Title 

An open-label, multi-center, expanded access study of everolimus in patients with metastatic carcinoma of the kidney who are 
intolerant of or have progressed despite any available vascular endothelial growth factor (VEGF) receptor tyrosine kinase inhibitor 
therapy 

Clinical Trial Phase 

IIIb 

Phase of Drug Development 

IIIb 

Study Start/End Dates  

16 Jul 2008 to 05 Aug 2010 

Study Design/Methodology 

This was an open-label, single-arm, multi-center, multinational study designed to evaluate additional safety of everolimus in adult 
patients with mRCC who were intolerant of or whose disease had progressed on any available prior VEGF receptor tyrosine kinase 
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inhibitor therapy. No other agents have demonstrated efficacy in this disease setting. As such, the elements of the trial design were 
consistent with the framework of a life-threatening disease with an unmet medical need.   
Everolimus was provided until it became commercially available (not applicable in the UK and Norway) for this indication in each 
participating country or until 15-Jun-2010, whichever occurred first. A planned sample size of 1000 patients were chosen based on 
the expected accrual rates and the planned duration of the trial.   
The primary focus of the study was the collection of safety data to fulfill international regulatory requirements. Patients were asked to 
visit the clinic monthly. A treatment cycle was 28 days, and study drug was to be administered daily during the cycle.   
 

Centers 

251 centers in 34 countries: Argentina (3), Australia (6), Austria (4), Belgium (7), Brazil (2), Canada (19), Columbia (1), Czech 
Republic (4), Finland (2), Germany (44), Greece (6), Hungary (3), Israel (5), Italy (43), Jordan (1), Republic of Korea (7), Lebanon 
(2), Mexico (2), Netherlands (7), Norway (3), Panama (1), Russia (4), Saudi Arabia (1), Singapore (1), Slovak Republic (1), Spain 
(26), Sweden (3), Switzerland (3), Taiwan (5), Thailand (2), Turkey (5), United Kingdom (14), United States (12), and Venezuela (2) 
 

Objectives: 

Primary Objective: to evaluate additional safety of RAD001 in patients with metastatic renal cell carcinoma (mRCC) who are 
intolerant of or whose disease has progressed despite any available prior VEGF receptor tyrosine kinase inhibitor therapy. 

Secondary Objectives:  

To evaluate the investigator’s best overall response rate of RAD001 in patients with mRCC who are intolerant of or whose disease 

has progressed despite any available prior VEGF receptor tyrosine kinase inhibitor therapy. 

To provide expanded access to RAD001 in patients with mRCC who are intolerant of or whose disease has progressed despite 

VEGF receptor tyrosine kinase inhibitor therapy, until the product is commercially available (not applicable in the UK and Norway) for 

mRCC in each participating country or until 15-Jun-2010. 

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

Everolimus 10 mg tablets orally once daily immediately after a meal. 

Statistical Methods  

No statistical hypotheses were tested in this study. 
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Study Population: Key Inclusion/Exclusion Criteria  
 
The study population was comprised of adult patients with mRCC who were intolerant of or who had progressed on any prior VEGF 
receptor-targeted therapy. 
 
Inclusion Criteria 

• ≥ 18 years of age, male or female. 
• Histological or cytological confirmation of mRCC. 

• Intolerant of or had progressed on or after stopping treatment with any available VEGF receptor tyrosine kinase inhibitor 
therapy. 

• Measurable or non-measurable disease by Response Evaluation Criteria in Solid Tumors (RECIST) as determined by the 
Investigator. 

• Karnofsky Performance Status ≥ 70%. 
• Adequate bone marrow, liver, and renal function as defined in the protocol. 
• Written informed consent according to local regulatory guidelines. 

 
Exclusion Criteria 

• Patients receiving chemotherapy, immunotherapy, radiation therapy or any other investigational agent (including pazopanib) 
within 4 weeks of the first dose of study drug, or sunitinib and/or sorafenib within 1 week of the first dose of everolimus. 

• Radiotherapy (RT) given at low dose for palliative treatment of pre-existing painful bone metastasis was allowed within 4 
weeks of the first dose as long as the patient had recovered from any toxicity associated with the RT and all blood counts are 
within protocol limits. 

• Patients who have previously received everolimus or other mTOR inhibitors. 
• Patients with known hypersensitivity to everolimus or other rapamycin analogs (sirolimus, temsirolimus), or to its excipients. 
• Patients receiving systemic treatment with corticosteroids or another immunosuppressive agent; patients may receive low 

dose treatment of corticosteroids up to a maximum dose of 20 mg prednisone or steroid equivalent per day, if they are being 
given for disorders such as rheumatoid arthritis, asthma, or adrenal insufficiency; topical or inhaled corticosteroids are 
permitted. 

  

Participant Flow Table 

Patient disposition (Full analysis set)  
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* Discontinuation from study drug as reported on the End of Treatment CRF page. 

 

 

 

 

 

 

Baseline Characteristics  

Demographic and baseline characteristics (Full analysis set) 
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Primary Outcome Result  

Refer to Safety Result section for primary outcome result.  
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Secondary Outcome Result   

Best overall tumor response as per the investigator (FAS)
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Safety Results 

SAEs occurring in at least 2 patients by PT, regardless of study drug relationship, by SOC and PT (Safety set) 
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*Eight SAEs of death occurred before the trial cut-off date but were not reported in the clinical database as SAEs. However, 
programmatic SAE narratives for the eight deaths are included with the SAE listings. The 8 deaths occurred within the 28-day safety 
follow-up period and seven were assessed as being due to disease progression and one due to euthanasia. 

SOCs are arranged in descending order of frequency; PTs are arranged in descending order of frequency inside each SOC. 

Multiple episodes of an event are counted only once per patient, multiple events within a SOC are counted only once in the total row. 

SAEs occurring prior to start of study drug or more than 28 days after the discontinuation of study treatment are not summarized. 

Summary of deaths and adverse events (Safety set) 
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On-treatment deaths by SOC and PT (Safety set) 
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*Eight SAEs of death occurred before the trial cut-off date but were not reported in the clinical database as SAEs.  
The 8 deaths occurred within the 28-day safety follow-up period and seven were assessed as being due to disease 
progression and one due to euthanasia. 
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Other Adverse Events by System Organ Class 

Adverse Events, Regardless of Study Drug Relationship, by System Organ Class and Worst CTC Grade (Safety Set) 
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Most Frequently Reported AEs Overall by Preferred Term n (%) 

Frequent AEs (incidence greater than 5% for all grades), regardless of study drug relationship, by PT and worst CTC grade 
(Safety set) 
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Other Relevant Findings 

No other important or notable findings were reported in this study. 

Conclusion: 

This expanded access study confirms the safety and efficacy findings of the pivotal Phase III trial of everolimus in mRCC (Study 
RAD001C2240) in a larger population of patients from a wide range of centers and countries. 

Date of Clinical Trial Report 

03 Feb 2011 


