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FIGURE 1. VHL transfection and HIF�1α and HIF2α silencing. Protein levels of VHL, shHIF1 and shHIF2 
RCC10 transfected cells. In RCC10 wild type both HIF�1α and HIF�2α are present. Transfection with VHL 
leads to deletion of either HIF�1α and HIF�2α. Individual silencing of HIF�1α and HIF�2α lead to expected 

changes in protein levels. A. Protein levels of HIF�1α and HIF2 in differently treated RCC10 cells 72h post 
treatment. In RCC10 wild type (RCC10) both HIF�1α and HIF�2α are present. Transfection with VHL 

(RCC10/VHL) leads to deletion of both HIF�1α and HIF�2α. Individual silencing of HIF�1α and HIF�2α leads to 
expected changes in protein levels. B. Schematic outline of proteins expression of VHL, HIF�1α and HIF�2α in 
four groups of samples. C. Effect of VHL transfection and HIF�1α or HIF�2α silencing on the known targets of 

HIF proteins BNIP3 and VEGFA.ααα  
254x190mm (96 x 96 DPI)  
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FIGURE 5. Determination of major metabolic effects of HIF�1α silencing. SAM analysis of RCC10 cells wild 
type (with mutated VHL and  present HIF�1α and HIF�2α  proteins compared with shHIF�1α treated RCC10 

cells that have functional HIF�2α. Metabolic differences are caused by effects of HIF�1α. Metabolic 
concentrations were first sample normalized followed by metabolite scaling across samples and shown are 

relative concentrations following this scaling. Also shown are fold changes for each significantly differentially 
concentrated metabolites (FC). α  
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FIGURE 6. Determination of major metabolic effects of HIF�2α silencing. SAM analysis of RCC10 cells wild 
type (with mutated VHL and  present HIF�1α and HIF�2α  proteins compared with shHIF�2α treated RCC10 

cells that have functional HIF�1α. Metabolic differences are caused by effects of HIF�2α. Metabolic 

concentrations were first sample normalized followed by metabolite scaling across samples and shown are 
relative concentrations following this scaling. Also shown are fold changes for each significantly differentially 

concentrated metabolites (FC). α  
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