Clonal selection of RAS mutant metastatic
colorectal cancer into RAS wild-type during
first-line Therapy
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methylated WIF1- and NPY-promotor ctDNA
burden, as a second tumor marker for mCRC.
Persistent presence of methylated WIF1- and
NPY-promotor fragments confirmed the
ongoing release of ctDNA during treatment.

disappearance of RAS mutations were
measured by methylation specific ddPCR.
WIF1 promotor methylation proportion
remained detectable in samples with massive RAS MAF% reduction. (solid line with circle, change of RAS\mutant
allele frequency; dashed line with cross, change of WIF1 promotor methylation proportion) .

Figure 2: Comparison WIF1 and NPY promotor methylation proportion vs. change of RAS MAF

Figure 3: Comparison WIF1 and NPY promotor methylation proportion vs. change of RAS MAF 1n case of pat. 3
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Conclusions

In patients with RAS-mutated mCRC, RAS
mutations rapidly disappeared during first-
line therapy 1n liquid biopsy, independent of
type and intensity of chemo- and anti-VEGF
therapy. This novel observation raises the
important question whether these patients
may benefit from treatment with anti-EGFR-
AB analogous to RAS wt tumors following
conversion of 1nitial RAS-mutated status.
Currently, our study group 1s 1nitiating a
randomized phase II trial to 1nvestigate
whether patients with left sided RAS-mutant
mCRC will have a PFS benefit from addition
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of cetuximab to first-line therapy after RAS-
mutation status has changed to wild-type

during 1st-line treatment as monitored by
liquid biopsies (MoLiMoR-trial).
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