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Function of Fibroblast TRPC6 in Colorectal Cancer Microenvironment
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The crucial role of intestinal fibroblasts/myofibroblasts in inflammation,
fibrosis, cancer microenvironment formation is well established. Available evidence suggests that part
of fibroblasts/myofibroblasts function may reflect altered Ca2+ homeostasis. We focused TRPC6 function
in growth factors-mediated signaling associated with tissue remodeling. Our data suggested that
myofibroblast TRPC6 channel modulating stress fiber formation, cell-cell adhesion, extracellular matrix
synthesis, and cytokine secretion. Growth factors-mediated signaling in intestinal myofibroblasts
comprises several phosphorylation events, and forms an intricate network involving TRPC6-mediated
signaling pathways. These results suggest that TRPC6-associated myofibroblastic differentiation could be
an important process promoting intestinal remodeling, and thus a promising target for future
anti-fibrotic and anti-tumorgenesis therapies in the gut.
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TABLE 1. Comparison of Gene Expression in
InMyoFibs and Biopsies Obtained from Patients
with CD

InMyoFibs (n = 5) Biopsies (n = 6)

TGF-P1 (+) versus Stenosis (+) versus
mRNA Probe TGF-f (=) Stenosis (—)
ACTA2 222 + 0.76° 582 + 2.06°
CDH2 503 = 1.34° 3.07 + 0.58°
TRPC4 15.23 = 6.16" 161 = 0.42
TRPC6 3.83 = 0.78° 328 = 1.12°
TNFA 1.06 = 0.29 2.86 = 1.59
IL-6 0.86 = 0.20 48.65 = 22.82°
IL-10 24.71 = 3.02¢ 10.33 = 3.59%
IL-11 1.91 * 0.33* 38543 * 139.74°
COLIAL 209 = 0510 4475 £ 16.32°
COL3Al 0,99 = 0.17 1245 + 3.53*
MMP-1 4.26 = 1.85° 2201 = 14.01*
MMP-2 2.15 * 0.34° 4.17 * 0.43°
TIMP-1 2.11 = 045 3.59 = 0.29°
TIMP-2 0.68 = 0.02° 177 = 0.21°

The averaged relative mRNA expression in TGF-f1-treateduntreated InMyoFibs cells,
and stenotic/nonstenotic biopsy tissue was examined. Data represent mean = SEM
=P < 005 (12 paired biopsy samples from 6 patients).
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