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Simultaneous development of novel treatment and companion biomarker of
colorectal cancer based on CTOS method
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Drug sensitivity assay using colorectal CTOS suggested that BMP inhibitor is
a candidate for a novel drug in a portion of colorectal cancer cases. Constitutive inactivation of
BMP/SMAD pathway as well as lack of autocrine BMP ligands might be the cause of insufficient effect
of BMP inhibitor. BMP inhibition suppressed MEK/ERK pathway In sensitive cases. Combination effect
was observed with MEK inhibitor, but not with cetuximab, both in vitro and in vivo xenograft
experiments. In vitro sensitivity assay results, which well correlated with in vivo effect of
BMP/MEK inhibition is suggested to be a potential functional biomarker.
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