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In the present study, we developed a transcriptional signature on the basis
of stroma-specific, TGFbeta-responsive genes to estimate the levels of TGFbeta-dependent stromal
activation in colorectal cancer (CRC). Using multiple cohorts of CRC analyzed on several platforms,
including microarray, RNA-sequence and immunohistochemistry, we identified a subgroup of CRC
exhibiting TGFbeta-activated stroma and microsatellite instability (MSI). We demonstrated that this
subgroup was characterized by angiogenesis, infiltration of tumor-promoting macrophages and poor
survival outcomes. However, no significant difference was found between MSI
CRC with and without stromal activation in terms of oncogene mutations, tumor mutation burden,
immune checkpoint expression or T cell infiltration.
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