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KRas mutant cancer, which is an advanced intractable cancer, accounts for
about 20% of cancer patients in Japan and the development of effective therapeutic agents is
urgently needed. In this study, we focused on the posttranslational lipid modification essential for

KRas activation, and rationally designed bivalent mid-sized compound that simultaneously recognize
both active site and the PPl interface between KRas and farnesyltransferase and Type-1
geranylgeranyltransferase. Structure-Activity-Relationship study resulted in a compound which showed

low nanomolar inhibition activity both farnesylation and geranylgeranylation of C-terminus of KRas.

Furthermore, cell-based evaluation indicated that compound suppress cell proliferation effectively.

_ These results may open a way toward a new molecular strategy against KRas inactivation targeting
its posttranslational modification.
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