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Voss et al. CCR 2014 

• mTOR or TSC mutations in 3/5 patients 



C-MET – a putative resistance 

mechanism during VEGF inhibition 

• c-MET is a RTK that, after 

binding its ligand HGF, activates 

signalling pathways involved in 

cell proliferation, motility, 

migration and invasion1,2 

 

• c-MET signalling is activated by 

tumour hypoxia and may be 

important in resistance to VEGF-

targeted agents in  

cancer therapy3 

 

• Cabozantinib and Foretinib 

inhibit MET and VEGFr-23 
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“One may ultimately have to consider each advanced malignancy as an 
individual therapeutic problem….Immunotherapy becomes a leading 
candidate for the easiest means of destroying the remainder of the neoplastic 
clone...it is more feasible to produce specific cytotoxic antiserums or 
lymphocytes against a particular tumor than to design a specific 
chemotherapeutic agent for each neoplasm.” 

The Promise of Immunotherapy 

The Clonal Evolution of Tumor 
Cell Populations 

Acquired genetic lability permits stepwise selection of 
variant sublines and underlies tumor progression. 

 
Peter C. Nowell , 1976 
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T-cells – the road to cure? 

Wayteck et al. Cancer Letter 2014: 113-125 



Mission Lumberjack - the right tool 

for the task 
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Individualization of therapy 

• RCC is more heterogenous than 

initially thought 

• Driving mutations are a chance 

to deliver substantial clinical 

benefit, but difficult to identify in 

RCC 

• Immunooncology may overcome 

some of the hurdles of 

heterogeneity  

• Developing effective immune-

oncology regimens may help to 

individualize therapy in the future 
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