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Elucidation of a novel evasive adaptation mechanism against antiangiogenic
treatment in colorectal cancer cells
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i VEGF- and its receptor (VEGF-R)-targeted anti-angiogenic therapies are
important treatments for colorectal cancer. However, there 1s increasing evidence that VEGF/VEGF-R

inhibitors promote the adaptive and evasive resistance of tumor cells to the therapies. How the
cancer cells become resistant remains unclear. We elucidated that VEGF/VEGF-R blockers directly act

on_tumor cells independently of anti-angiogenic effects, resulting in induction of receptor
switching to activate the evasive adaptation. We further found several agents that effectively

blocked the evasive mechanism.
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