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Abstract

Prognosis of gastrointestinal cancer is influenced by tumor spread. We identified colonic cancers
organize fibrotic tumor area when it invades beyond peritoneal elastic lamina, just beneath peritoneal
surface. We termed tumor invasion beyond peritoneal elastic lamina as elastic laminal invasion (ELI),
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and fibrotic tumor area formed after ELI as cancer microenvironment formed by peritoneal invasion.
We reported that ELI is strong prognostic factor, and current pT3 category in TNM stage can be
subdivided into pT3a and pT3b using ELI. Our hypothesis based on this phenomena is that
subperitoneal fibroblast (SPF) has unique ability to enhance tumor growth and metastasis. Then, we
cultivated SPF and submucosal fibroblast (SMF) from colonic wall, and were co-injected with cancer
cells into Scid mouse. As results, comparison with SMF, SPF promoted tumor growth and metastasis
more strongly. Next, SPF and SMF were stimulated by cancer-cell-conditioned-medium, and up-
regulated genes were analyzed by transcriptome. As a result, SPF showed more gene up-regulation
than SMF, and SPF specific up-regulated genes included clinical prognostic factors. Of these, we
focused on Transgelin, and it's knock down in SPF reduced the growth of co-injected tumor with
cancer cells. Thus, tumor spread dependent colon cancer progression is explained by heterogeneity of

fibroblast.

Key Words: Colon cancer, Elastic lamina, PT3, PT4a.
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