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Development of synthetic lethality on lung cancer harboring KRAS mutation
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Synthetic lethality on lung cancer cells harboring KRAS gene mutation was
tested. pl90RhoGAP was assumed as one target and additional targets were intended to identify by
using isogenic cell culture model in combination with siRNA library screening. As integration of
autofluorescent gene was unstable, we switched isogenic model to combination of inhibitors. We
confirmed that inhibition of Src, a upstream regulator of pl90RhoGAP, strongly donuregulates
p190RhoGAP activity. Then, we identified that Stat3 was upregulated and contributed for cell
survival after stale knock down of p190RhoGAP. We demonstarated that simultaneous inhibiton ofStat3
and SRC synergistically supress cell proliferation of A549 cell.
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