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Detection of acquired resistance to anti-EGFR monoclonal antibodies in patients
with metastatic colorectal cancer using circulating tumor DNA

Nakamura, Keishi

3,600,000

RAS EGFR
50 PD

PD DNA  CctDNA PCR EGFR

PD CtDNA
CtDNA EGFR

EGFR RAS
EGFR EGFR

CtDNA

Circulating tumor DNA (ctDNA) has been attracting attention for its ability
to provide comprehensive, minimally invasive tissue profiling. To assess clinical usefulness of
ctDNA as prognostic and predictive marker for the treatment of metastatic colorectal cancer (mCRC),
we explored genetic alterations in ctDNA in 50 patients with RAS wildtype mCRC treated with
anti-EGFR antibodies. Blood samples were collected before initiation and during administration of
anti-EGFR antibodies as well as after disease progression (PD). Extraction of ctDNA from plasma and
detection of genetic changes associated with resistance to anti-EGFR antibodies were performed by
digital PCR. For patients with genetic alteration identified before chemotherapy or after PD, we
also performed analysis of ctDNA during the course of the disease. Analyses are ongoing to determine

if ctDNA can be used to predict response to EGFR blockade before treatment, as well as to monitor
disease response during EGFR blockade.
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