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Â We need effective therapies in the adjuvant setting 

ï RCC recurs in ~20ï60% of patients post-nephrectomy,1,2  

ï Incidence and time to recurrence depend on risk score 2,3 

ï Median time to recurrence  

Â 5ï9 months in patients with pTxN+ tumours3 

Â 35ï38 months in patients with pT1 tumours3 

Adjuvant therapy: a key unmet need 
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1. Lam JS et al. Curr Urol Rep 2005;6:7ï18; 

2. Eisen T et al. Eur Urol Suppl 2007;6:492ï8; 3. Kassouf W et al. Can Urol Assoc J 2009;3:73ï6. 

*Kassouf et al reported data from multiple studies; within each tumour 

type, each bar represents a different study 



Metastases-free survival after resection 

Leibovich BC et al. Cancer 2003;97:1663ï71. 



Angiogenesis is one of many steps 

leading to metastasiséé 

Fidler & Ellis, Nature Medicine (2000) 



Angiogenesis ï Key Pathways 

ÅTumour growth requires angiogenesis 

 

ÅInteracting network of signals 

ÅPositive & negative regulators 

 

ÅSignals from various cell types 

ÅSignals to various cell types 

 

ÅEndothelial cells proliferate, migrate & 

form new vessels 

ÅPericytes stabilise vasculature 

 

Ferrara & Kerbel, Nature 2005 



Poorly understood VEGFR inhibitor effects 

Â Direct effect on tumour 

Â Immunomodulation 

ï Inflammation 

ï Tumour immunity 

ÂñOff targetò effects of small molecules  



Lessons from colorectal cancer 

Â Results have been reported for two Phase III trials of adjuvant 

bevacizumab in colorectal cancer: 

 

 

 

 

 

 

 

Â Neither study met its primary endpoint  

Â However are there still lessons that we can learn? 

NSABP C-081 

ÅmFOLFOX6 

ÅmFOLFOX6 + bevacizumab 

 

 

Bevacizumab administered 1 year 

AVANT2 

ÅFOLFOX4 

ÅFOLFOX4 + bevacizumab 

ÅXELOX + bevacizumab 

 

Bevacizumab administered 48 wks 

1. Allegra CJ et al. J Clin Oncol 2011, De Gramont A et al. Lancet Oncol 2012; . 



AVANT ï study design 

Â Primary endpoint: DFS 

Â Secondary endpoints: OS, safety 
De Gramont A et al. Lancet Oncology 2012. 

Resected colon 

cancer  

(high-risk stage II 

and stage III) 

(n=3450) 

FOLFOX4 

(24 weeks) 

FOLFOX4 

(24 weeks) 

Bevacizumab 5 mg/kg q2w with chemotherapy and 7.5 

mg/kg q3w monotherapy  

(48 weeks) 

XELOX4 

(24 weeks) 

Bevacizumab 7.5 mg/kg q3w  

(48 weeks) 



Disease-free survival in AVANT 

Â Disease-free survival 

at 1 year 

Â Disease-free survival 

at 3 years 
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Favours 

bevacizumab addition 

Favours 

chemo only 

Favours 

bevacizumab addition 

Favours 

chemo only 

FOLFOX4 + bevacizumab 

XELOX + bevacizumab 

De Gramont A et al. Lancet Oncol 2012. 



Post-operative bevacizumab in 

ovarian/peritoneal/fallopian tube cancer  

Â Primary endpoint: Progression-free survival 

Â Secondary endpoints: Overall survival, safety, QoL 

+ Placebo 

+ Bevacizumab (15 
mg/kg)  

Inclusion criteria: 

ÅPatients with epithelial ovarian, 

primary peritoneal or fallopian tube 

cancer 

ÅDisease stage after debulking surgery: 

Stage III optimal or suboptimal; 

Stage IV 

ÅLess than 1�²12 weeks since debulking 

surgery 

ÅNo prior chemotherapy 
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+ Bevacizumab (15 
mg/kg)  

N = 1873 

Placebo 

Bevacizumab (15 
mg/kg)  

Placebo 

Cytotoxic therapy 

(6 cycles) Maintenance 

therapy 

(16 cycles) Carboplatin AUC 6 

+ paclitaxel 175 mg/m2 

Burger RA et al. J Clin Oncol 2010;28:abstract LBA1. QoL, quality of life. 


