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SHP2 tolerance

Development of lung cancer treatment targeting drug tolerance by SHP2.

Ichihara, Eiki
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The role of SHP2 in tolerance to molecularly targeted lung cancer therapies
was investigated using lung cancer cell lines with ALK, ROS1 and EGFR gene abnormalities. Using cell
line and subcutaneous tumour mouse models, we showed that cancer cells that remained tolerant under
exposure to the respective molecular-targeted therapies were significantly inhibited by SHP2
inhibition. Furthermore, SHP2 maintains cell cycle-associated factor RB activity and induces
tolerance by maintaining the cell cycle under molecularly-targeted therapy. Inhibition of SHP2 under

exposure to molecularly targeted therapies strongly suppressed RB activity. Inhibition of the cell
cycle-associated factor CDK4/6 inhibited tolerance as well as SHP2 inhibition.
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