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Role of tumor microenvironment in formation of late-onset lymphnode metastasis
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Oral cancer cells are exists with various non-cancerous stromal cells including in
flammatory cells, and fibroblasts, and such stromal cells are referred as tumor microenvironment. It is th
ought that the cancer cell acquires some malignant phenotype through the cancer cell-stromal cell interact
ions in the microenvironment. To obtain the new material to evaluate the cancer cell-stromal cell interact
ions in the mouse model, we created the modified carcinogenesis model using chemical carcinogen. We also c
reated the transgenic mouse that expresses fluorescent protein in the basal cells. Using this transgenic m
ouse in the carcinogenesis mouse model, it would be able for us to obtain the fluorescence protein express
ing abnormal cells. In the immunohistochemical study using human tongue cancer tissue specimens, we reveal
ed the up-regulation of invasion related protein in the cancer cell-macrophage direct interaction.
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Correlationbetween CD163-positive cells and tumor depth

~Smm @n=27)

=5 mm (n=20)

Evaluatedarea Average SD Average

SD. Pvalue

Intraepithelial  69.6 2088 821 477 0.767
Whole Stromal 4727 2149 5903 3202 0.165
Total 2813 98.2 3195 1192 0.249
Intraepithelial 1335  103.6 279.1 138.0 0.001
Invasive front  Stromal 702.2 530.2 739.6 309.1 0.763
Total 360.0 1943 545.1 170.5 0.001




Correlationbetween CD163-positive cells and lymph node metastasis
Negative (n =36) Positive(n=11)

Evaluatedarea Average  S.D. Average  SD P value
Intraepithelial 76.2 181.4 70.7 50.9 0.872
Whole Stromal 460.4 2229 726.8 3115 0.020
Total 287.3 1138 3311 82.8 0.175
Intraepithelial 1720 1389 2723 1115 0.023
Invasive front  Stromal 603.1 3941 10947 408.6 0.003
Total 360.2 147.6 696.1 146.4 <0.001
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Correlation betweenMT 1 -MMP expression and clinico-pathological factors
at the invasive front

Low (n=25) High®n=22) P value
Differentiation
Well (n=32) 20 12 0.163
Moderate (n=10) 3 7
Poorly (n=35) 2 3
Depth
<5mm (n=27) 19 8 0.006
= 5mm (n=20) 6 14
Lymph node metastasis
Positive (m=11) 3 8 0.049
Negative (n = 36) 22 14
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