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Identification of the metastatic mechanism of keratin 19 positive cancer stem
cells and novel therapeutic targets in hepatocellular carcinoma
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Hepatocellular carcinoma (HCC) is one of the most intractable malignancies
worldwide. In this study, we investigated the metastatic mechanism of keratin 19 (K19) positive HCC
cancer stem cells (CSCs). The results of three-dimensional culture of HCC cells using the
decellularized liver derived from normal and fibrotic livers showed that K19-positive HCC-CSCs
showed high invasive and metastatic potential in the decellularized fibrotic liver, suggesting that
the activation of TGFb/Smad pathway via signals from the fibrotic liver extracellular matrix may be
the mechanism. In addition, analysis of HCC clinical specimens revealed that K19 expression was
significantly correlated with the progression of liver fibrosis, and mutations in genes involved in
the regulation of the TGFb/Smad pathway occurred in K19-positive hepatocellular carcinoma.
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