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Hepatocel lular carcinoma (HCC) is one of the aggressive malignancies mainly due to the recurrence and/or
metastasis even after curative resection. There is emerging evidence that tumor metastasis and recurrence might
be driven by a smll subpopulation of stemess cells, so—called cancer stem cells (CCs). Previous
investigations revealed that glioma and breast C3Cs were found to exhibit intrinsically low proteasamne activity.

Tt was reported that breast (SCs contained lower level of reactive oxygen species (ROS) than corresponding
non—tumorigenic cells. We visualized two stem cell features, low proteasome activity and low intracellular
ROS in HOC cells. We used two—color FACS sorting to isolate the cells with these stemcell features. A visualized
small subpopulation of HXC cells demonstrated asymmetric divisions. Their remarkable tumorigenicity in NOD/SCID
mice suggested the cancer initiation potential of the HOC CCs. Comprehensive gene expression analysis revealed
that chemokine—related genes were upregulated in the CCs subpopulation. Our identified HOC CSCs facilitated
the migration of macrophages in vitro, and demonstrated the metastatic potentials with recruitment of
macrophages in vivo. In the patients after curative operation for HOC, the CSC-specific gene signature in the
liver microenvironments has a significant correlation to the recurrence. The monitoring system of the stem
cell features is a promising tool to analyze the in vivo significance of CSCs microenvironments in human HCC.
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