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Elucidation of tumor microenvironmental via expression of TDO in liver
metastasis of colorectal cancer and its clinical application
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Cancer stem cells (CSC% represent a small fraction of cancer cells and are
associated with malignant traits of cancer such as tumorigenesis and metastasis. Elucidation of the
biological nature of CSCs will be important to understand the refractory traits of cancer and to
devise new strategies for cancer therapy. In an attempt to identify biochemical alterations
associated with metastatic traits of cancer, we compared metabolic profiles of spheroids established
from CSCs derived from non-metastatic cancers and metastatic foci. We found that Kynurenine was
up-regulated in spheroids derived from metastasized liver. In accordance, levels of TD02, an enzyme
responsible for Kynurenine production, were higher in metastatic CSCs than in non-metastatic ones.
TDO2 over-expression promoted liver metastasis and suppressed accumulation of immune cells around
the metastatic lesion. These results indicate that TD0O2 plays an important role in liver metastasis
though Kynurenine production.
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