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In this study, we tried to find the compounds through the elucidation of the

mechanism for regulating microenvironment and cancer development by the mutated KRAS.
Three-dimensional (3D) floating culture system using the isogenic cell lines expressing wild-type
KRAS or mutant (mt) KRAS were established from HKe3 cells, derived from colorectal cancer (Cch
HCT116 cells and disrupted at mtKRAS gene, and employed for the drug screening. During screening for
400 core-compounds from natural products which selectively suppress growth of human CRC spheroids
with mtkRAS, we found 121 derivatives from 8 core-compounds and obtain a patent as inhibitors for
signalling pathway associated with mtKRAS.
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