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Table SI. Demographic characteristics. 

Characteristic Value 

Sex, n (%)  

  Male 28 (60.9%) 

  Female 18 (39.1%) 

Age, years  

  Mean (SD) 63.0 (11.9) 

  Median [Min, Max] 61.5 [37.0, 83.0] 

Location, n (%)  

  Left 32 (69.6%) 

  Right 9 (19.6%) 

  Transverse 4 (8.7%) 

  Missing 1 (2.2%) 

Stage at diagnosis, n (%)  

  III 8 (17.4%) 

  IV 38 (82.6%) 

Liver metastasis, n (%)  

  Yes 36 (78.3%) 

  No 10 (21.7%) 

Lung metastasis, n (%)  

  Yes 10 (21.7%) 

  No 36 (78.3%) 

Prior adjuvant therapy, n (%)  

  Yes 8 (17.4%) 

  No 38 (82.6%) 

MSS testing, n (%)  

  MSI 2 (4.3%) 

  MSS 32 (69.6%) 

  Missing 12 (26.1%) 

1st line therapy, n (%)  

  FOLFIRI 1 (2.2%) 

  FOLFIRI + ANTI-EGFR 1 (2.2%) 

  FOLFIRI + BEVA 2 (4.3%) 

  FOLFIRI + PANITUMUMAB 3 (6.5%) 

  FOLFIRINOX + BEVA 2 (4.3%) 

  FOLFOX 1 (2.2%) 

  FOLFOX + ANTI-EGFR 6 (13.0%) 

  FOLFOX + BEVA 7 (15.2%) 

   FOLFOX + PANITUMUMAB 3 (6.5%) 

  XELODA 3 (6.5%) 

  XELODA + BEVA 1 (2.2%) 

  XELOX 1 (2.2%) 

  XELOX + BEVA 14 (30.4%) 

  Missing 1 (2.2%) 
BEVA, bevacizumab; EGFR, epidermal growth factor receptor; Max, maximum; Min, minimum; MSI, 
microsatellite instability; MSS, microsatellite stable; SD, standard deviation. 
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Table SII. Baseline tissue and liquid concordance. 
Baseline tissue 
and liquid 

KRAS ΝRAS KRAS and 
ΝRAS 

BRAF Other 

Se 79.2% (57.8-
92.9%) 

100% (15.8-
100%) 

80.8% (60.6-
93.4%) 

75.0% (19.4-
99.4%) 

62.9% (44.9-
78.5%) 

Sp 95.5% (77.2-
99.9%) 

100% (92.0-
100%) 

95.0% (75.1-
99.9%) 

100% (91.6-
100%) 

81.8% (48.2-
97.7%) 

PPV 95.0% (75.1-
99.9%) 

100% (15.8-
100%) 

95.5% (77.2-
99.9%) 

100% (29.2-
100%) 

91.7% (73.0-
99.0%) 

NPV 80.8% (60.6-
93.4%) 

100% (92.0-
100%) 

79.2% (57.8-
92.9%) 

97.7% (87.7-
99.9%) 

40.9% (20.7-
63.6%) 

Agreement 87.0% (73.7-
95.1%) 

100% (92.3-
100%) 

87.0% (73.7-
95.1%) 

97.8% (88.5-
99.9%) 

67.4% (52.0-
80.5%) 

McNemar test P=0.221 NA P=0.221 P=0.999 P<0.001 
Cohen’s κ 0.74 (0.55-0.93) 1 0.74 (0.55-0.93) 0.5 (0.55-1.00) 0.33 (0.09-0.57) 
Se, Sp, PPV, NPV and Agreement are presented as percentages with 95% confidence intervals. McNemar test 
values are P-values for paired comparisons of mutation status (mutant vs. wild-type) between matched baseline 
tumor tissue and plasma samples from the same patients. Performance metrics (Se, Sp, PPV, NPV, agreement) 
are derived from these paired classifications. . Cohen’s κ is presented with 95% confidence intervals. NPV, 
negative predictive value; PPV, positive predictive value; Se, sensitivity; Sp, specificity. 
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Table SIII. Confidence intervals of Spearman’s ρ. 
Comparison Spearman’s ρ P-value (two-tailed) 95% confidence intervals (two-tailed)a,b 
   Lower Upper 
Baseline tissue 
KRAS MAF 
(%)/baseline liquid 
KRAS MAF (%) 

0.25 0.313 -0.26 0.65 

aEstimation is based on Fisher’s r-to-z transformation; bestimation of standard error, used for confidence interval 
calculations, is based on the formula proposed by Fieller, Hartley, and Pearson. MAF, mutant allele frequency. 
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Table SIV. Mutational changes during progressive disease. 
 Progressive disease  
Mutational status WT MUT P-value 
Baseline tissue KRAS and 
NRAS 

   

  WT 14 (66.7%) 1 (8.3%) 0.004 (F) 
  MUT 7 (33.3%) 11 (91.7%)  
Baseline liquid KRAS 
and NRAS 

   

  WT 15 (71.4%) 2 (16.7%) 0.011 (F) 
  MUT 6 (28.6%) 10 (83.3%)  
Baseline tissue BRAF    
  WT 29 (96.7%) 0 (0.0%) <0.001 (F) 
  MUT 1 (3.3%) 3 (100%)  
Baseline liquid BRAF    
  WT 30 (100%) 0 (0.0%) <0.001 (F) 
  MUT 0 (0.0%) 3 (100%)  
Baseline tissue other 
mutationsa  

   

  WT 3 (20.0%) 6 (31.6%) 0.773 (F) 
  MUT 12 (80.0%) 13 (68.4%)  
Baseline liquid other 
mutationsa 

   

  WT 7 (46.7%) 10 (52.6%) 0.730 (C) 
  MUT 8 (53.3%) 9 (47.4%)  
aTP53, PIK3CA, APC, SMAD4, FBXW7, PTEN, MET and AKT. (C) indicates χ2 test; (F) indicates Fisher’s exact 
test. MUT, mutant; WT, wild type. 


