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1 CHARACTERISTICS OF THE MEDICINAL PRODUCT 

 

1.1. Active ingredient 
Everolimus 
 

1.2. Background 
Everolimus is a selective inhibitor of mTOR (mammalian target of rapamycin), the activity of 
which is known to be dysregulated in many human cancers. Everolimus inhibits the growth 
and proliferation of tumour cells, endothelial cells, fibroblasts and smooth vascular muscle 
cells. 
 

1.3. Indication 
“Afinitor is indicated for the treatment of patients with advanced renal cell carcinoma, whose 
disease has progressed on or after treatment with VEGF-targeted therapy.”  
 

1.4. Dosage 
“The recommended dose is 10 mg everolimus administered orally once daily. Treatment 
should continue as long as clinical benefit is observed or until unacceptable toxicity occurs.” 
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2 SIMILAR MEDICINAL PRODUCTS 

 
2.1. ATC Classification (2009) 
 
L:  Antineoplastic and immunomodulating agents 
L01:  Antineoplastic agents 
L01X:  Other antineoplastic agents 
L01XE:  Protein tyrosine kinase inhibitors 
L01XE10:  Everolimus 
 
 
2.2. Medicines in the same therapeutic category 
None 
 
2.3. Medicines with a similar therapeutic aim 
 
A. VEGF-targeted tyrosine kinase inhibitors (VEGFR-TKIs) 
- SUTENT (sunitinib) indicated for the treatment of advanced and/or metastatic renal 

cancers 
- NEXAVAR (sorafenib) indicated for the treatment of advanced renal cell carcinoma 

following the failure of interferon-alpha or interleukin-2 based therapy or for patients for 
whom such therapy is regarded as unsuitable. 

 
B. Protein kinase inhibitor 

TORISEL (temsirolimus) indicated as first-line treatment of advanced renal cell 
carcinoma in patients with at least three of the six prognostic risk factors 

 
C. Monoclonal antibody 
- AVASTIN (bevacizumab) indicated in association with interferon-alpha-2a, as first-line 

treatment for patients with advanced and/or metastatic renal cancer 
 
D. Cytokines 
- ROFERON-A (interferon-alpha-2a) indicated in the treatment of advanced renal cancer 
- PROLEUKIN (aldesleukin) indicated in the treatment of metastatic renal adenocarcinoma 
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3 ANALYSIS OF AVAILABLE DATA 

 
The efficacy and safety of AFINITOR have been assessed in a pivotal study, 
CRAD001C2240 (Record 1)1.  
This was a double-blind, randomised comparative study assessing the efficacy and safety of 
AFINITOR 10 mg per day versus placebo, both combined with optimum symptomatic 
treatment, in patients suffering from metastatic renal cancer which had progressed under 
treatment with VEGFR2-tyrosine kinase inhibitors (TKIs) (sunitinib and/or sorafenib). 
The possible optimum symptomatic treatments included analgesics, steroidal hormones, 
transfusions and palliative radiotherapy. 
 
Main inclusion criteria: 
- age ≥ 18 
- histological or cytological diagnosis of metastatic renal cell carcinoma (clear-cell or mixed 
with a clear component)  
- the patients' condition had to have progressed while undergoing VEGFR-TKI treatment 
(sunitinib and/or sorafenib) or within six months after discontinuing such treatment. Patients 
who had been treated with either or both of these substances were eligible. 
- prior cytokine treatment (such as IL-2 or interferon) and/or a VEGF ligand inhibitor (such as 
bevacizumab) was permitted  
- patients had to have at least one lesion which could be measured according to the RECIST 
criteria, confirmed by clinical examination or assessed by computed tomography (CT) or 
magnetic resonance imaging (MRI). 
- performance index on the Karnofsky scale ≥ 70% 
- life expectancy ≥ 6 months 
 
Main non-inclusion criteria: 
- concomitant treatment involving chemotherapy, immunotherapy or radiotherapy, or having 
undergone such treatment in the four weeks prior to inclusion 
- treatment with an mTOR inhibitor 
- known hypersensitivity to AFINITOR or another rapamycin (sirolimus, temsirolimus) or to 
one of its excipients 
- cerebral metastases which are untreated or have been treated within the six months prior to 
inclusion in the study 
- another malignant tumour within the past three years, except for in-situ cervical cancer and 
skin cancers other than melanoma 
 
The primary efficacy endpoint was progression-free survival, defined by the interval between 
randomisation and the date of the first documented progression of the disease or of death 
from any cause. 
 
The secondary endpoints were:  
- overall survival, defined as the interval between randomisation and death from any cause 
- the percentage and duration of objective responses (complete or partial, confirmed 
according to RECIST criteria3) 
- safety 
- quality of life (questionnaire QLQ-C30) and the symptoms associated with the disease. 

                                            
1 Motzer et al. Efficacy of everolimus in advanced renal cell carcinoma: a double-blind, randomised, placebo-
controlled phase III trial. Lancet. 2008; 372(9637):449-56  
2 Vascular Epidermal Growth Factor Receptor 
3 These are the criteria used to assess response in solid tumours, and are defined as follows: 
 Complete response: disappearance of all tumour lesions 
 Partial response: 30% reduction in the largest lesion diameter  
 Progression of the disease: 20% increase in the largest lesion diameter 
 Stable disease: changes in tumour size that do not meet the conditions described above. 
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Results: 
 
A total of 416 patients were randomised to either the AFINITOR group (n=277) or the 
placebo group (n= 139) in a 2:1 ratio. The median age of the patients was 61 years. 
Approximately 90% of the patients had a Karnofsky score (KC) above 80%. 
Over 95% of patients had undergone a total or partial nephrectomy; 74% had received only 
one VEGFR-TKI: sunitinib (45% of cases), sorafenib (29%), while 10% had also been treated 
with bevacizumab. 
85% of patients had a good or moderate prognosis according to the MSKCC classification 
system4. High-risk patients accounted for 15% of cases in each group. 
 
The results available were drawn from a second interim analysis (carried out after 266 events 
on progression-free survival).  
 
Table 1: Results in terms of progression-free survival 
 

Population n AFINITOR 
n=277 

Placebo 
n=139 

Hazard ratio Value of 
p 

  Median progression-free 
survival in months 

  

All patients 
Blinded independent 
central assessment 

416 4.9 
(4.0-5.5) 

1.9 
(1.8-1.9) 

0.33 
(0.25-0.43) 

<0.0001 

MSKCC prognostic group 
 
Low risk 

  
120 5.8 

(4.0-7.4) 
1.9 

(1.9-2.8) 
0.31 

(0.19-0.50) 
<0.0001 

Medium risk 
 

235 4.5 
3.8-5.5 

1.8 
1.8-1.9 

0.32 
0.22-0.44 

<0.0001 

High risk 
 

61 3.6 
(1.9-4.6) 

1.8 
(1.8-3.6) 

0.44 
(0.22-0.85) 

0.007 

 
The median progression-free survival time (primary endpoint) was 4.9 months in the 
AFINITOR group versus 1.9 months in the placebo group (HR = 0.33 [95% CI: 0.25-0.43] ; 
p<0.0015). The median progression-free survival time was 3 months. However, this figure is 
probably an over-estimate as the trial was stopped after an interim analysis. 
 
No difference between the two groups was observed in respect of the objective response 
percentage (complete response + partial response).  
A partial tumour response was observed in 5 patients (2%) treated with AFINITOR and in 
none of the patients receiving the placebo. The respective disease-stabilisation percentages 
were 66.8% and 32.4%. 
No difference between the two groups was observed in respect of overall survival (HR = 0.87 
[95% CI 0.65-1.17]; p = 0.177). 
 
No difference between the two groups was observed in respect of quality of life or 
assessment of disease-related symptoms. 

                                            
4 The three risk factors correlated with survival are:  
- Karnofsky score < 80% 
- haemoglobin below the lower limit of the normal range 
- corrected calcaemia > 10 mg /dL 
Low risk score (no factor) 
Intermediate risk score (< 2 factors) 
High risk score (three factors present)  
5 The value required for the interim analysis significance test was p=0.005747 
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In view of the results of the second interim analysis, the study was stopped on the advice of 
the data monitoring committee and the patients who had been randomised to the placebo 
group were then switched to AFINITOR. 
 

3.1. Adverse effects 
7% of patients in the AFINITOR group stopped treatment as a result of adverse effects, 
compared with 0% in the placebo group. 
The adverse effects reported more often in the AFINITOR group included pneumopathy 
(9.9%, including 2.2% grade 3 (vs. 0% in the placebo group)), hyperglycaemia (12%, 
including 6.2% grade 3 (vs. 2.2%, including 1.5% grade 3 in the placebo group)), 
hypercholesterolaemia (20.1%, including 3.3% grade 3 (vs. 2.2%, including 0% grade 3 in 
the placebo group)), hypertriglyceridaemia (14.6%, including 1.1% grade 3 (vs. 2.2% in the 
placebo group)) and elevated serum creatinine (9.5%, including 1.1% grade 3 (vs. 0% in the 
placebo group)). 
 
 

3.2. Conclusion 
The efficacy and safety of AFINITOR have been assessed in a placebo-controlled double-
blind randomised study, with both substances being administered in combination with 
optimum symptomatic treatment. The study was conducted on 416 patients suffering from 
metastatic renal cancer which had progressed under treatment with tyrosine kinase inhibitors 
(sunitinib and/or sorafenib). Treatment with a single tyrosine kinase inhibitor had failed in 
three-quarters of the patients.  
The results available were drawn from a second interim analysis which was provided for 
under the protocol.  
The median progression-free survival time (primary efficacy endpoint) was 4.9 months in the 
AFINITOR group versus 1.9 months in the placebo group, p<0.001. The difference in the 
median progression-free survival time was three months. However, this figure is probably an 
over-estimate as the trial was stopped after an interim analysis. 
No difference between the two groups was observed with respect of: 
- the objective response percentage (complete response + partial response).  
- the overall survival (HR = 0.87 [95% CI 0.65-1.17]; p = 0.177). 
- the quality of life and the symptoms associated with the disease. 
More patients in the AFINITOR group stopped treatment as a result of adverse effects than 
in the placebo group (7% vs. 0%). The most common adverse effects in the AFINITOR group 
were pneumopathies (10% vs. 0%), hyperglycaemia (12% vs. 2%) and dyslipidaemia. 
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4 TRANSPARENCY COMMITTEE CONCLUSIONS 

 
4.1. Actual benefit 
Renal cancer is a serious and potentially life-threatening condition; 
This medicine is intended for use as part of curative therapy; 
The efficacy/adverse effects ratio is high. 
It is a second- or third-line treatment; 
No alternative medicinal products exist; 
Public health benefit: 

The public health burden represented by renal cancer in France can be regarded as 
moderate (approximately 8,000 new cases in 2005). In mortality terms it accounts for 
2.5% of all cancer deaths. The burden relating to the sub-population of patients suffering 
from advanced renal cancer and likely to benefit from second- or third-line treatment with 
AFINITOR is certainly low.  
The improvement in management of patients suffering from cancer and their quality of 
life constitutes a public health need which is part of the priorities that have been 
established (Public Health Act 2004, Cancer Plan, Plan for improving the quality of life of 
patients suffering from chronic conditions).  
In view of the results available from the only phase III study that has been carried out, 
after an interim analysis of the data, everolimus can only be expected to have a 
moderate theoretical impact in reducing mortality. 
Furthermore, no improvement in overall survival was observed. It is difficult to assess 
the expected impact in reducing mortality given the premature termination of the pivotal 
study and the fact that patients whose disease had demonstrably progressed were 
allowed to transfer. Furthermore, no improvement in quality of life was demonstrated in 
the pivotal study.  
The results of the pivotal study can be transposed into clinical practice.  
No impact on the health system is expected. 
The drug AFINITOR is therefore unlikely to meet the identified public health need. 
 
Consequently, AFINITOR is not expected to have an impact on public health in this 
indication. 
 

The actual benefit is substantial. 
 
 
4.2. Improvement in actual benefit (IAB) 
 
AFINITOR offers a minor IAB (grade IV) in treatment strategy in the treatment of advanced 
renal cancer following failure of VEGF-targeted therapy. 
 
 
4.3. Therapeutic use 
The objective of treatment of patients at the advanced stage is to improve overall survival 
and quality of life. 
Patients with advanced renal cancer are treated according to the prognostic criteria of the 
Memorial Sloan Kettering Cancer Center (MSKCC). The first-line treatments for patients with 
a low prognostic risk are cytokines (aldesleukin or interferon alpha) 6 7 where they have a 
metastatic site and a Karnofsky score of > 80%. The alternative is sunitinib or the 
combination of bevacizumab + interferon alpha.  

                                            
6 Méjean A et al. Tumeurs du rein. Progrès en urologie 2004 ; 14 : 997-1035 
7 Pouessel D, Culine S. Targeted therapies in metastatic renal cell carcinoma : the light at the end of the tunnel. 

Exp Rev Anticancer Ther 2006 ; 6 : 1761-7 



 8 

The suggested treatments for patients with a moderate prognosis are sunitinib or the 
combination of bevacizumab + interferon alpha.  
Temsirolimus is recommended for patients with a poor prognosis.  
The second-line therapy after cytokine failure is sorafenib or sunitinib. 
No therapy regimen has been shown to be effective in a phase III study after failure of 
VEGFR-TKI treatment or administration of the combination of bevacizumab + interferon 
alpha. No therapy regimen has been shown to be effective as third-line treatment. 
AFINITOR is a second- or third-line treatment for patients suffering from metastatic renal 
cancer in whom VEGF-targeted therapy (sunitinib, sorafenib, bevacizumab) has failed. 
 
 
4.4. Target population 
The target population for AFINITOR among patients suffering from advanced renal cancer 
(locally advanced and/or metastatic) which has progressed during or after VEGF-targeted 
therapy (sunitinib, sorafenib, bevacizumab) can be estimated from the following data:  

- In France, there were around 8,000 new cases of renal cancer a year in 20058. 
- Renal cell carcinoma accounts for 85% of renal cancers, i.e. 6,800 cases a year9 
- Approximately 50% of patients are diagnosed at an advanced or metastatic stage, 

and a third of patients initially diagnosed at a localised stage progress towards an 
advanced or metastatic stage (experts’ opinion). 

Consequently, there are 5,440 patients a year in an advanced stage undergoing first-line 
treatment. 
 
Estimate of the number of patients in whom second-line VEGF-targeted therapy fails:  

- 62% of patients have sunitinib as their first-line treatment (equivalent to 3,373 
patients) and 51% of patients who undergo first-line treatment will have second-line 
treatment10: 1,720 patients a year are eligible for second-line treatment following 
failure of sunitinib. 

- 11% of patients have bevacizumab as their first-line treatment (equivalent to 598 
patients) and 51% of patients who undergo first-line treatment will have second-line 
treatment10: 305 patients a year are eligible for second-line treatment following failure 
of bevacizumab. 

Therefore, 2,000 patients a year are eligible for second-line treatment following failure of 
sunitinib or bevacizumab. 
 
Approximately 37% of patients who undergo second-line treatment will have third-line 
treatment10, equivalent to around 760 patients a year. 
 
The target population for AFINITOR in the MA indication can be estimated at 2,760 patients 
a year. 
 

                                            
8 Belot et al. Cancer incidence and mortality in France over the period 1980-2005. Revue d’épidémiologie et de 
Santé publique 56 (2008) 159-175.  
9 EMEA – public summary of positive opinion for orphan designation of sunitinib for the treatment of renal cell 
carcinoma  
10 Prospective study of patients suffering from locally advanced or metastatic clear-cell renal cancer. TNSD 
Healthcare for Novartis Pharma. February 2009 
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4.5. Transparency Committee recommendations 
The Transparency Committee recommends inclusion on the list of medicines reimbursed by 
National Insurance and on the list of medicines approved for hospital use and various public 
services in the indication and at the posology in the marketing authorisation. 
 
 
4.5.1. Packaging: Appropriate for the prescription conditions. 
 
4.5.2. Reimbursement rate: 100% 
 
 
 


