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Almost one third of all lung adenocarcinomas harbour KRAS oncogenes. Most efforts to block
KRAS oncogenic signalling have focused on targeting its downstream kinases. Yet, as of today,
no selective drugs have been approved to treat these malignancies. Using a new generation of
genetically engineered mouse tumour models we have recently identified Rafl as a KRAS
downstream effector whose ablation leads to tumour reduction with acceptable toxicities.
Unfortunately, pharmacological validation with existing compounds did not mimic the genetic
data. In addition, since we observed that targeting only one signalling molecule is not sufficient
to induce complete tumour regressions, we are currently seeking to find a suitable combination
partners whose inactivation would cooperate with Rafl ablation and enhance its therapeutic
activity.
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