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Prediction of outcomes and response to treatments with an ultrasensitive method
for assessing intratumor epigenetic heterogeneity in colorectal cancer

Sugimoto, Kiichi
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Eighty-six patients, who had undergone resection of adenocarcinoma of the
colon and rectum, were enrolled in this study. The patient backgrounds, clinicopathological factors
and gene promoter methylation status were analyzed. Quantitative methylation-specific PCR (gMSP) was

performed using the bisulfite-modified DNA for pl4 gene promoter methylation.

In univariate analysis, the patients with venous invasion had significantly higher RMVs of pl4 gene
compared with those without (p=0.009).Similarly, the patients with lung metastases had significantly
higher RMVs of pl4 gene compared with those without lung metastases (p=0.007). There were no
significant correlations between RMVs of pl4 and other clinicopathological factors. Our current
study demonstrated the correlations between the promoter methylation status of pl4 tumor suppressor
genes in cell-free DNA from plasma and hematogeneous metastasis, especially lung metastasis.
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Fig.2 Quantitative Methylation-Specific PCR (QMSP)
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Table 1 71 48  (55.8%)
77 (89.5%) 9  (10.5%)
17 (19.8%) 58 (67.4%)
(T4 ) 11 (12.8%)
(87.2%) (NI/N2) 32 (37.2%)
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Table 1 Patient Characteristics

Control gene: B-Actin

(NO)

No. of patients (%)

/

Age 71 years (32 - 88) *
Gender

Male 48 (55. 8%)

Female 38 (44.2%)
Location

Colon 77 (89.5%)

Rectum 9 (10.5%)
Histological grade

Well differentiated adenocarcinoma 17 (19. 8%)

Moderately differentiated adenocarcinoma 58 (67.4%)

Poorly differentiated adenocarcinoma / Mucinous adenocarcinoma 11 (12.8%)
Invasion depth (T) TNM 8th

Tl 2 (2.3%)

T2 11 (12.8%)

T3 62 (72.1%)

T4a 8 (9.3%)

T4b 3 (3.5%)
Regional lymph node metastasis (N) TNM 8th

NO 54 (62.8%)

N1 20 (23.3%)

N2 12 (14.0%)
Stage TNM 8th

I 9 (10.5%)

11 39 (45. 3%)

IT1 18 (20.9%)

IV 20 (23.3%)
T Median (Min. - Max.)
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Table 2 Comparisons of pl4ARF RMVs according to clinicopathological factors
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Circulating Plasma DNA Methylation Status of Tumor Suppressor Genes May be A Biomarker of Lung Metastasis in Colorectal
Cancer
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