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≈ 50% OF HUMAN CANCERS
HARBOR MUTATIONS IN THE
RAS-ERK PATHWAY

RAS MUTATIONS (12,13,61)

- Pancreas (KRas)    90%

- Colorectal (KRas)  50%

- Thyroid (KRas)       50%

- Melanoma  (NRas) 20%

- Lung (KRas)           30%

BRaf MUTATIONS (600)
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Salirasib

Failed compounds
Under clinical evaluation
FDA / EMA approved

“CLASSICAL” ANTI-TUMOR TARGETING IN THE RAS –ERK PATHWAY

SCH772984
FR 180204
VTX-11e
Ulixertinib (BVD-523) 



VEMURAFENIB (PLX 4032) IN METASTATIC MELANOMA 

IN 70% OF THE CASES, RESISTANCE TO RAS-ERK PATHWAY INHIBITORS 

ENTAILS RE-INSTATEMENT OF ERK ACTIVATION 



ACQUIRED RESISTANCE MECHANISMS 



ADAPTIVE MECHANISMS
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“IMPORTANT BIOLOGICAL 

OBJECTS COME IN PAIRS”

James Watson, The double helix





RAS: The elephant in the room?







Aiming at RAS-effector interactions
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