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Research to construct a novel strategy of identifying for comprehensive acquired
resistance to chemotherapy with anti-EGFR antibody.
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Anti-EGFR antibodies are an essential treatment for RAS wild-type metastatic
colorectal cancer. However, the response is transient due to the emergence of acquired resistance.
Although it is reported that acquired genetic alteration of the RAS signaling pathway, these genetic
alterations are not identified in about half of the patients who had resistance to the anti-EGFR

antibodies. To identify the reason for the acquired resistance for anti-EGFR antibodies, we had
research of not only genetic but also epigenetic alterations occurring tumor suppressor genes in
relation to the RAS signaling pathway. Fifty-five cases of metastatic colorectal cancer have been
enrolled and their tissue and peripheral blood were corrected. We are analyzing epigenetic/ genetic
status and continuing follow up of prognosis.
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Increasing methylation ratio after acquired resistance in 6 patients
treated with anti-EGFR antibody
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