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The relationship between aberrant protein-protein interactions caused by
low-frequency cancer mutations and cellular functions was investigated, with the objective of
identifying low-frequency mutations that favor cancer growth. It was demonstrated that low-frequency

cancer mutations on the surface of KEAP1 protein found in cancer patients attenuate its interaction
with Rab8a. However, stable expression of the KEAP1 mutant did not significantly affect cell
proliferation and tumor growth. On the other hand, suppression of KEAP1 expression enhanced
proliferation of cancer cell lines, and this enhancement was canceled by suppression of Rab8a
expression. These results suggest that KEAP1 suppresses Rab8a"s ability to promote cell
proliferation, but that the weakening of its interaction with Rab8a by the KEAP1 point mutation is
not significant enough to affect cell proliferation.
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