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B% 55 : PCNA, proliferating cell nuclear antigen ; VEGF, vascular endothelial growth
factor ; bFGF, basic fibroblast growth factor ; MLHI, mutL homologl ; MGMT, O°-
methylguanine-DNA methyltransferase ; IL, IFN, EGF,
epidermal growth factor ; TGF, transforming growth factor ; CDK, cyclin-dependent

interleukin ; interferon ;

kinase ; EGFR, EGF receptor
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Fig. 1. Morphological alteration of the mucosa adja-
cent to colon cancer in nude mouse model. Hy-
perplastic change was observed in the mucosa
adjacent to the high metastatic tumor of
KM12SM human colon cancer cells. (H&E
staining)
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Fig. 2. Chronological alteration of PCNA labeling index of the mucosa adjacent to colon cancer and microvessel
density in the tumor-mucosa boundary. In the high metastatic KM12SM model, higher PCNA labeling in-
dex of the mucosa adjacent to colon cancer and more dense microvessels in the tumor-mucosa boundary
were found than those in the low metastatic KM12C model.
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IL-15
Fig. 3. IL-15 expression in KM12SM and KM12C human colon cancer cell lines. Expression of IL-15 mRNA and

protein were detected in RT-PCR using KM12SM cell extracts (left) and KM12SM tumor in the nude
mouse cecurn (right), respectively. In contrast, [L-15 expression was not detected in KM12C cells.
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Fig. 4. Effects of IL-15 treatment on protein production by a rat intestinal epithelial cell line, IEC6, IL-15 (10
ng/ml) treatment provided alterations of protein production of cell cycle-, angiogenesis-, and apoptosis-
related factors in IEC6 cells.
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Fig. 5. Ki67 labeling index and expression of EGF re-
ceptor (EGFR) in human colon cancer and the
adjacent mucosa. Higher Ki67 labeling index
and EGFR expression were detected in Dukes’
C colon cancer cases than those in Dukes’ B
cases.
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Fig. 6. Expressions of angiogenic factors and microvessel density in human colon cancer and the adjacent mu-
cosa. Expressions of VEGF, bFGF, and IL-8, and microvessel density were significantly higher in Dukes’

C colon cancer cases than those in Dukes’ B cases.
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Dukes' B case

Fig. 7. Ki67 labeling index in the mucosa adjacent to
colon cancer in endoscopical biopsy specimens.
Ki67 labeling index in the mucosa adjacent to
colon cancer (left side of the arrows) was
higher in Dukes’ C case than that in Dukes’ B
case.
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1) Greaves, P, Filipe, M. 1. and Branfoot, A. C. :

Table 1. Summary of the prospective study

n False Mean Ki-67 LI Difference
cases True False True vs False

Dukes' A 10 1 5.6+3.0 21 -
Dukes'B 6 2 6.3x1.7 41.0+5.7 p=0.1333*
Dukes'C 12 3 25.6+6.8 11.0+4.4 p=0.0091*
Dukes'D 3 0 43.0£2.0 - -
Total 31 6(19%)
Difference

Dukes' A-D

p=0.5170%* p=0.0002*

*Statistical difference was calculated by unpaired Mann-Whitney U test
**Statistical difference was calculated by chi-square test
+Statistical difference was calculated by unpaired Kruskal-Wallis test
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