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Cancer du Rein 
 
 

•Résection tumorale complète 
 

•Bon pronostic 

•Evolution métastatique: 20-30 % 

 

Epidémiologie 
•3% des cancers 

•6ème rang en France 

•2 hommes pour 1 femme 

•Carcinome à cellules claires (80%) 

 

 
 

• Résection tumorale ?? 

• Traitement médical: 
– Thérapies ciblées depuis 2006 

– Survie médiane à 24 mois 

 

 

Pronostic 
 

•Survie à 1 an = 79% 

•Survie à 5 ans = 65% 
 

Inca 2011 

CR Métastatique (CRM) CR Localisé 

Généralités 
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second, how to select patients for particular treatment 

options; third, current data on the sequence of targeted 

therapies and gaps in the available data. This article sum-

marizes the results of this meeting and provides an expert 

consensus from the meeting panel regarding the most-

appropriate treatment selection and sequence for different 

targeted agents.

Factors influencing treatment decisions
There are many factors influencing treatment decisions 

in mRCC. In this section, we briefly review some of these 

factors. In the subsequent section, we review data for each 

available first-line agent and consider for which patients 

each agent is most suitable.

Histology

Histological subtype is a key factor that influences the 

choice of treatment. Most available data are in patients 

with clear-cell RCC, which accounts for 70–80% of 

cases.19 Non-localized clear-cell RCC is associated with 

a 5-year survival of approximately 10%.20 Papillary RCC 

(10–15% of cases) is thought to have a prognosis compa-

rable to that of clear-cell RCC (5-year survival approxi-

mately 10%), but chromophobe RCC (~5% of cases) has a 

better prognosis, with 5-year survival approaching 90%.20 

However, owing to limited data in patients with non-clear 

cell histology, the consensus among the meeting attendees 

was that non-clear-cell RCC should be treated as clear-

cell RCC, although treatment with temsirolimus might 

have better efficacy in this subgroup. In the temsiroli-

mus phase III trial conducted in poor-risk patients with 

mRCC, only 37 patients treated with temsirolimus and 

36 patients treated with interferon had non-clear-cell 

disease.21 Notwithstanding this limitation, in a post hoc 

analysis, temsirolimus was associated with prolonged 

median PFS compared with interferon.21 Data on the 

efficacy of individual therapies in non-clear-cell RCC are 

discussed in the following relevant sections.

Other prognostic factors

Prognostic models that combine multiple clinical factors 

are often used in clinical management. The most widely 

used model is the one developed by the Memorial Sloan–

Kettering Cancer Center (MSKCC), originally using a 

database of 670 patients treated with cytokines, chemo-

therapy or hormone therapy22 and later restricted to 400 

patients who received interferon-based therapy.23 This 

model stratified prognosis as favourable, intermediate, or 

poor, based on lactate dehydrogenase levels, performance 

status, serum calcium concentrations, haemoglobin levels 

and time from diagnosis to treatment.23 Median overall 

survival in the favourable-prognosis, intermediate-

prognosis and poor-prognosis groups was 30 months, 

14 months and 5 months, respectively.23 As the model was 

developed using patients treated with interferon-based 

regimens, the MSKCC model is useful for identifying 

patients who may benefit from immunotherapy. 

In 2009, Heng et al.24 conducted a large multi centre 

study of 645 patients to better define the prognostic indi-

cators for overall survival in mRCC patients treated with 

VEGF–targeted therapy (sorafenib, sunitinib and beva-

cizumab). They showed that six factors could segregate 

patients into three prognostic categories: favourable, inter-

mediate, and poor-prognosis groups. Independent predic-

tors of survival were performance status, haemoglobin 

levels, serum calcium concentration, time from diagno-

sis, neutrophil count and platelet count.24 In the dataset 

used for its development, median overall survival in the 

favourable-risk group was not reached at the time of the 

report; overall survival in the intermediate-prognosis and 

poor-prognosis groups was 27 months and 8.8 months, 

respectively. This model validated four of the five prog-

nostic components of the MSKCC model with the addi-

tion of platelet and neutrophil counts as further prognostic 

indicators. This model has been externally validated and 

performs favourably compared with the MSKCC model, 

more-accurately re-classifying patients by a net of 9.7%.25

Another model was recently developed by the 

International Kidney Cancer Working Group using a 

comprehensive database analysis of 3,748 patients enrolled 

in clinical trials of various therapies between 1975 and 

2002.26 The researchers identified nine prog nostic factors: 

treatment, time from diagnosis to treatment, perfor-

mance status, number of metastatic sites, pretreatment 

Key points

 ■ Randomized trials of targeted therapies have shown a wide range of 

progression-free survival (PFS) durations, with more recent clinical trials often 

showing different results from early trials

 ■ Sunitinib, pazopanib, and bevacizumab plus interferon are suitable first-

line therapies in patients with a good prognosis or intermediate prognosis; 

sorafenib is suitable for all-risk patients, those with comorbidities and 

the elderly

 ■ Following failure of first-line therapy, there are two valid options: sequencing of 

VEGF-targeted therapies or everolimus

 ■ VEGF-targeted therapies have distinct but overlapping targets, and sequential 

use targets successive escape pathways

 ■ Everolimus seems equally efficacious in patients who have already received 

one or two treatments with a tyrosine kinase inhibitor, suggesting that 

everolimus can be reserved for third line

 ■ Many studies (mostly retrospective) suggest that sorafenib followed by 

sunitinib provides improved cumulative PFS compared with sunitinib followed by 

sorafenib, and results of the SWITCH trial are awaited with interest

Table 1 | Molecular target profile of TKIs

Sunitinib14 Sorafenib13,17,18 Pazopanib16 Axitinib15

c-KIT c-KIT c-KIT c-KIT

FLT3 FLT3 – –

RET RET – –

VEGFR1 – VEGFR1 VEGFR1

VEGFR-2 VEGFR-2 VEGFR-2 VEGFR-2

VEGFR-3 VEGFR-3 VEGFR-3 VEGFR-3

PDGFR-α – PDGFR-α PDGFR-α

PDGFR-β PDGFR-β PDGFR-β PDGFR-β

– c-RAF – –

– b-RAF – –

CSF-1R – CSF-1R –

Abbreviation: TKI, tyrosine kinase inhibitor.
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• CRM : un large arsenal thérapeutique 

 

Mattei et al, Cancer Letters 2014 Escudier et al, Nat Rev Clin Oncol 2012  

Anti-angiogéniques multicibles 

Inhibiteurs mTOR 

Généralités 



Thérapies 
ciblées et 

CRM 
Temsirolimus 

Everolimus 

Pazopanib 

Axitinib 

Sorafenib 

Sunitinib 

Bevacizumab 

TKI & Anti 
VEGF 

Inhibiteurs de 
mTOR 

L3? 

L2? 
L1? 

Escudier et al, Cancer 2009  
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• Le sujet âgé et cancer du rein : études 
randomisées 

– Analyse poolée de 6 études randomisées et 
sponsorisées (sunitinib, IFNα) 

• Patients ≥ 70 ans : 18% 

• Patients sélectionnés et données par conséquent 
« limitées » 
– ECOG 0-1 

– Pas d’insuffisance rénale, hépatique et cardiaque 

– HTA autorisée si bien contrôlée 

Hutson et al, Br J Cancer 2014 

Motzer et al, N Engl J Med 2007 

Sujet âgé et CRM: contexte 
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• Le sujet âgé et cancer du rein : études 
randomisées 

Données limitées  

sur la population 

ECOG… 

Sujet âgé et CRM: contexte 

Hutson et al, Br J Cancer 2014 



• Le sujet âgé et cancer du rein : études 
randomisées 

Hutson et al, Br J Cancer 2014 

Pas de différence d’efficacité sujet âgé vs sujet jeune 

Sujet âgé et CRM: contexte 



• Le sujet âgé et cancer du rein : études 
randomisées 

Hutson et al, Br J Cancer 2014 

Toxicité <70 ans ≥ 70 ans p 

Fatigue 60 69 0.01 

Sd main-pied 32 24 0.02 

Toux 20 29 0.005 

Anémie 18 25 0.01 

Oedeme 17 27 0.001 

Atteinte capillaire 20 8 <0.0001 

Thrombopénie 16 25 0.003 

Perte de poids 16 24 0.005 

Perte d’appétit 13 29 <0.0001 

Déshydratation 10 18 0.0017 

Sujet âgé et CRM: contexte 

Mais certaines toxicités 

 plus fréquentes 



• Le sujet âgé et cancer du rein : études 
randomisées 

Hutson et al, Br J Cancer 2014 

+15%  

de grades 3/5 

Sujet âgé et CRM: contexte 

Mais certaines toxicités 

 plus fréquentes 



• Le sujet âgé et cancer du rein : études 
rétrospectives 
– Pic d’incidence entre 60 et 70 ans 

– Diagnostic dans plus de 50% des cas après 65 ans 

– Pronostic plus défavorable? 

Ljungberg et al. Eur Urol 2010;  

Alterkruse SEER 2010;  

Janssen-Heijnen et al, J Clin Oncol 2010 

Fox and Richards. Prev Chronic Dis 2013 

Pal et al, J Geriatr Oncol 2013 

Sujet âgé et CRM: contexte 
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• Le sujet âgé et cancer du rein : études 
rétrospectives 

• Sunitinib vs sorafénib en 1° ligne 

• Patients ≥ 70 ans 

• N=48 

• Analyses co-morbidités, score Charlson 

Derbel Miled et al, J Geriatr Oncol 2013 

Sujet âgé et CRM: contexte 



• Le sujet âgé et cancer du rein : études 
rétrospectives 

Derbel Miled et al, J Geriatr Oncol 2013 

Groupe sunitinIb Groupe sorafenib 

Charlson ≥ 2 54% 54% 

HTA 46% 38% 

Apnée 
sommeil/BPCO 

50% 58% 

Diabète 25% 21% 

Sujet âgé et CRM: contexte 

Comorbidités fréquentes 



• Le sujet âgé et cancer du rein : études 
rétrospectives 

Derbel Miled et al, J Geriatr Oncol 2013 

Au moins une toxicité grade ¾ = 94% 

Sujet âgé et CRM: contexte 



• Le sujet âgé et cancer du rein : études 
rétrospectives 

Derbel Miled et al, J Geriatr Oncol 2013 

Modification de la séquence de traitement = 50-75% 

Sujet âgé et CRM: contexte 



• Le sujet âgé et cancer du rein : études 
rétrospectives 

Derbel Miled et al, J Geriatr Oncol 2013 
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• Le sujet âgé et cancer du rein : études 
rétrospectives 

• Etude 1° ligne sur 102 patients 

• Patients ≥ 70 ans vs < 70 ans 

Nouhaud et al, SIOG 2014 

≥ 70 ans <70 ans p 

Toxicité globale 96% 89% 0.20 

Toxicités sévères 64% 41% 0.02 

Réduction dose 65% 35% 0.05 

Arrêt pour toxicité 48% 21% 0.008 

Sujet âgé et CRM: contexte 



Brunello et al, Ann Oncol 2012 

• Le sujet âgé et cancer du rein : études 
rétrospectives avec Evaluation Gériatrique 

• Etude 1° ligne multicentrique rétrospective   

• 68 patients ≥ 70 dont 50% avec EGA 

• 2/3 ont débuté à 50 mg/jour 

 EGA 

13 fit 

14 vulnérables 

7 fragiles 

Pas d’association entre EGA et toxicités 

Sujet âgé et CRM: contexte 
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• Le sujet âgé et cancer du rein : études 
rétrospectives avec Evaluation Gériatrique 

• Etude 1° ligne multicentrique rétrospective   

• 68 patients ≥ 70 dont 50% avec EGA 

• 2/3 ont débuté à 50 mg/jour 

 EGA 

13 fit 

14 vulnérables 

7 fragiles 

Pas d’association entre EGA et toxicités 

Réduction dose  

dans 69% des cas 

Sujet âgé et CRM: contexte 



De Giorgi et al, Clin Genitourin Cancer 2014 

• Le sujet âgé et cancer du rein : études 
rétrospectives 

• Etude 1° ligne sunitinib, multicentrique 

• 185 patients ≥ 70 ans 

• Doses standard (66.5%) vs adaptée (33.5%) 

 
Dose standard Dose adaptée P 

Age ≥ 75 32.5% 56.5% 0.003 

Comorbidités ≥ 1 60.2% 74.8% 0.085 

Sujet âgé et CRM: contexte 
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• 185 patients ≥ 70 ans 

• Doses standard (66.5%) vs adaptée (33.5%) 

 
Dose standard Dose adaptée P 

Age ≥ 75 32.5% 56.5% 0.003 

Comorbidités ≥ 1 60.2% 74.8% 0.085 

Toxicités 70.7% 51.6% 0.016 

Réduction de dose 66.7% 41.9% 0.002 

Sujet âgé et CRM: contexte 
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• Le sujet âgé et cancer du rein : études 
rétrospectives 

• Etude 1° ligne sunitinib, multicentrique 

• 185 patients ≥ 70 ans 

• Doses standard (66.5%) vs adaptée (33.5%) 

 

Sujet âgé et CRM: contexte 

NS 

SG PFS 



De Giorgi et al, Clin Genitourin Cancer 2014 

• Le sujet âgé et CRM:  

• Etudes randomisées 
• Bénéfice similaire que sujets plus jeunes, mais 

• Population plus exposée aux toxicités 

• Population sous représentée dans les études randomisées 

• Population peu représentative 

• Etudes rétrospectives 
• Comorbidités dans 2/3 des cas 

• Place de l’EGA reste à préciser 

• Population plus exposée aux toxicités 

• Réductions dose dans 2/3 des cas 

• Des protocoles adaptés possibles sans effet délétère sur la survie 

 

Sujet âgé et CRM: contexte 


