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The impact of stromal Hic-5 on the tumorigenesis of colorectal cancer through
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Carcinoma-associated fibroblasts (CAFs) influence tumor initiation,

progression and metastasis within the tumor-associated stroma. This suggests that CAFs would be a
potential target for tumor therapy. Here we found that Hydrogen peroxide-inducible clone-5 (Hic-5),
also named transforming growth factor beta-1-induced transcript 1 protein (Tgfblil), was strongly
induced in CAFs found in human colorectal cancer. To clarify the function and significance of Hic-5
in colorectal cancer in vivo, we utilized a mouse model of azoxymethane (AOM)-induced colorectal
cancer using Hic-5 deficient mice. Lack of Hic-5 in CAFs completely prevented AOM-induced colorectal
cancer development in the colon tissues of mice. Mechanistic investigation revealed that Hic-5
promoted the expression of lysyl oxidase and collagen I in human control counterpart fibroblasts.
Taken together, these results demonstrate that Hic-5 in CAFs is responsible for orchestrating or
generating a tumor-promoting stroma.
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