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Deve%Q?ment of a novel therapy for colorectal cancers based on the gene mutation
profiles.
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About 10% of colorectal cancer (CRC) patients harbor BRAF V600OE mutation,
which confers poor prognosis. Recently the combinational therapy of BRAF inhibitor with anti-EGFR
antibody was approved for patients with CRC harboring BRAF V600E mutation. However, clinical benefit

in the combination treatment is limited by the existence of intrinsic resistance. Therefore, new
therapeutic strategies for BRAF V600E CRCs showing intrinsic resistance to the combination therapy
are needed. In this study, we established more than 20 BRAF V600E CRC patient-derived cells (PDCs)
from surgical specimens and examined drug sensitivity using a focused inhibitor library. More than
1/3 of BRAF-V600E PDCs showed highly resistance to BRAF and EGFR inhibition, but showed sensitivity
to a kind of CDK inhibitor specifically. Our study proposed new potential therapeutic strategies to
overcome the intrinsic resistance to BRAF and EGFR inhibition in BRAF V600E-mutated CRCs.
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