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Identification of resistant clone for the chemotherapy of hepatocellular
carcinoma using cell free DNA
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We investigated the association between the circulating tumor DNA (ctDNA) in
postoperative plasma and recurrence in 32 patients who received adjuvant immune checkpoint
inhibitors (ICIs) after radical hepatocellular carcinoma (HCC) surgery. A valiant of 10 copies/ml or
more was considered as ctDNA positive. Tumor immune microenvironment (TIME) was classified by
examining immune-related molecules and B -catenin-associated molecules. Patients were classified
into 2 groups (B -catenin pathway activated and inactivated), and TIME-hot/exhausted and cold/Treg
types). Postoperative recurrence-free survival (RFS) on ICI was significantly longer in the
-catenin pathway inactivation group and in the hot/exhausted TIME group. The median RFS for
CtDNA-positive cases was 26.2 months and NR for ctDNA-negative cases, with a trend toward shorter
RFS in ctDNA-positive cases . The cases with copy number variation on the B -catenin-related loci

showed significantly shorter RFS under ICI treatment.
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