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ES cell-specific transcription factor ZFP57 promotes liver metastasis of
colorectal cancer
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In liver metastatic experiments using human colorectal cancer cell lines,
liver polymetastasis occurred with high frequency in the case of ZFP57-overexpressing cells, while
control cells produced only oligometastasis. When we examined the relationship between the
clinicopathological feature of colorectal cancer and ZFP57 overexpression using clinical specimens,
liver metastasis-positive cases were more frequently associated with ZFP57 overexpression than
negative cases in primary lesions of colorectal cancer. In addition, the expression level of ZFP57
showed significant correlations with that of NANOG, a metastasis-related gene. We also found that
ZFP57 overexpression results in reduced disease-free survival rate of patients in colorectal cancer.
This study demonstrated that ZFP57 plays an important role in liver metastasis of colorectal cancer.

ZFP57 would be a novel target molecule of treatment for liver metastasis of colorectal cancer.
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[B44-1. Liver metastasis of HCT116 cells in nude mice xenograft
model

BALB/c nude mice were injected with 1x10° cells into the spleen respectively.
And livers were harvested 3 wecks later.

Tmmunohistchemical staining for
anti-human nucleolus

BALB/c nude mice injocted with 1X 106 cells into the spleen respectively. The livers were
harvested 3 weeks later. The liver metastasis was ascertained in three representative, maximal
coronal sections with 200 um distance between slices.

[B4-2. Zfp57 overexpression promotes liver metastasis of HCT116 cells
in nude mice xenograft model
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* p<0,05 (Mann  Whitaey U test)

Bg5-1. Liver metastasis of HT29 cells in nude mice xenograft
model

BALB/c nude mice were injected with 5 X 106 cells into the spleen respectively.
And livers were harvested 3 weeks later.

Immunohistchemical staining for
anti-human nucleolus

BALB/c nude mice injected with 5% 10 cells into the spleen respectively. The livers were
harvested 3 weeks later. The liver metastasis was ascertained in three representative, maximal
coronal sections with 200 um distance between slices.

[B5-2. Zfp57 overexpression promotes liver metastasis of HT29 cells in
nude mice xenograft model
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B46. Immunohistochemical staining for Zfp57, Nanog and IGF2 in the
same case of colorectal cancer
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The staining intensity was designated as non-existent (0), weak (1), moderate (2), or strong (3). The
number of cells was scored as no staining (0), <10% (1), 10%-50% (2), 50%80% (3). or >80% staining
(4). After multiplying these two variables, a score of 03 was considered negative (representing no

overexpression of ZFP57, NANOG, or IGF2). while a score of 4-7 was considered positive
(tepresenting overexpression of ZFPS7, NANOG, or IGF2).
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7. Correlation Zfp57, Nanog and IGF2 in
primary lesion of colorectal cancer (n=172)

ZFP57 | NANOG positive

63.6% (42/66)
Positive 82.8%(168/203) *

IGE2 NANOG positive rate

Negative 62.6%(62/99)

Negative

Positive 87.1%(148/170) *

ZFPS57 IGF2 positive rate

Negative 63.6% (42/66)
Positive 63.1%(128/203)

* p < 0.05(Chi-square test)
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[48. Immunohistochemical evaluation for the ZFP57 in primary lesions, liver
metastasis and lymph node metastasis of colorectal cancer. (n=172)
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[]9. Multivariate analysis of clinic-pathological features
for liver metastasis in colorectal cancer (n=172)

Multiple logistic regression analysis

Venous permeation (-) —
Venous permeation (+)  6.695 (1.427—31.397)

No —
Ni-2 3.615 (1.683—7.765)
T1-3 =
T4 3.025 (1.241—7.375)
ZFP57 negative =
ZFP57 positive 2.473 (1.029—5.940)

10. ZFP57 expression in primary lesions reduces
progression-free survival of colorectal cancer patients.

100%

80%+ ‘

60%

40%

Progression free survival rate

20%
—— ZFP57 negative cases (n=50) : MST 51 month
—— ZFP57 positive cases (n=115) : MST 47 month

T T T T T T T T T T T

0 1 b 3 4 3 6 7 8 9 10

Post first operative years
* p <0.05 (log rank test)

ES Zfp57

Zfp57

1
1. Shoji Y, Takamura H, Koide H, et al. ES
cell-specific transcription factor ZFP57
promotes liver metastasis of colorectal
cancer. J Surgical Research, in press.

2
1. TAKAMURA H. et al. ES cell-specific
transcription factor ZFP57 promotes
liver metastasis of colorectal cancer
The 30" meeting of Japanese society of

hepato-biliary-pancreatic  surgery.
2018 6
2.
ZFP57
39
2018 5
0
o 0
o 0

¢y

Hiroyuki Takamura

40377396



