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Role of KLF4 expression in gastric cancer.
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To predict treatment effect and prognosis in gastric cancer, we analyzed the

gastric cancer tissue and cells focusing at KLF4 and circulating tumor cells (CTC). In this study,
the expression of KLF in human gastric cancer specimens were investigated by immunohistochemistry
and analyzed with respect to clinicopathological characteristics, revealing that decreased KLF4
expression was associated with poor prognosis in these patients. In gastric cancer cell line, down
regulation of KLF4(using SiRNA) showed enhancements of metastatic properties such as, cell migration
and invasion.And we successfully identified CTCs in the gastric cancer patient. In this patient,
resected specimen showed higher KLF4 expression but in the CTC analysis showed lower expression of
KLF4 and E-Cadherin. KLF4 may exert a suppressive effect on the proliferation and metastasis of this
type of cancer. Furthermore, the expression and activity of KLF4 in CSCs may be an important
direction for cancer research .
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Figure 1. Immunchistocham ical analysis of pluripotency- inducing factors in buman gastric cancars. [ ¥ W p d wsing antibods
against KLF4, Nanog. Octd. SOX2 and ¢-Myc on tissee ¥ shides. Rep slides are shown (circular images. x40 magnification: rcunpl-r
images, x400 mag nilica on). KLF4, Kritppel-like factor 4; Oad, onamrr\-blnd:u transcription (actor 4; SOXL, sex-determining reglon Y-box 1. ¢-Myc, avian
myehocytomatosis viral oncogene homolog.
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Table III. Univariate (log-rank) and multivariate (Cox proportional hazards) analyses of the association between patient charac-
teristics and prognosis in gastric cancer.

A, All stages

Univariate Multivariate
Factor P-value Risk ratio 95% Cl P-value
Gender (male vs. female) 0.157 1.58 0.768-1.928 0.426
Age (270 vs. <70 years) 0.135 1.20 0.917-2.803 0.100
Tumor invasion (2713 vs. <T3) <0.001" 1.83 1.159-2.892 0.007"
Number of metastatic LNs (=7 vs. <7) <0.001* 1.28 0.754-2.211 0.358
M stage (1 vs. 0) <0.001* 1.98 1.143-3.366 0.015*
Lymphovascular invasion (+ vs. -) <0.001* 1.82 1.127-2.935 0.010*
Vascular invasion (+ vs. -) 0.026" 1.33 0.858-2.056 0.200
Tumor size (=5 vs. <5 cm) 0.029* 1.16 0.738-1.855 0.507
KLF4 expression (low vs. high) 0.036" 2.04 1.118-3.682 0.033"
Nanog expression (low vs. high) 0.600 - - -
Oct4 expression (high vs. low) 0.819 - - -
SOX2 expression (high vs. low) 0.354 - - -
c-Myc expression (high vs. low) 0.896 - - -
B, Stage II-111

Univariate Multivariate
Factor P-value Risk ratio 95% Cl P-value
Gender (male vs. female) 0.103 4.68 1.143-32.195 0.030°
Age (270 vs. <70 years) 0.175 1.91 0.607-5.512 0.256
Tumor invasion (T3 vs. <T3) 0.027* 1.93 0.740-5.162 0.176
Lymphovascular invasion (+ vs. -) <0.001* 4.52 1.178-22.472 0.027*
Vascular invasion (+ vs. -) 0.010" 3.42 0.792-13.944 0.096
Number of metastatic LNs (27 vs. <7) 0.001* 1.12 0.342-3.379 0.854
KLF4 expression (low vs. high) 0.004" 4.39 1.578-12.808 0.005"

“Statistically significant (P<0.05). CI, confidence interval; LN, lymph node: M stage, metastasis stage: KLF4, Kriippel-like factor 4; Oct4,
octamer-binding transcription factor 4; SOX2, sex-determining region Y-box 2: c-Myc, avian myelocytomatosis viral oncogene homolog,
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