

Upregulation of HOXC6 promotes metastasis by inhibiting DKK1 exocrine and activation of Wnt/β-catenin pathway in CRC.
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Abstract
Statement of the Problem: Colorectal cancer (CRC) is the third most common diagnosed and death-causing cancer in both men and women in the United States in 2019. Despite improvements to diagnostic techniques and therapeutics over the last two decades, less than 20% of newly-diagnosed metastatic colorectal patients survive more than five years. This situation highlights the pressing need to find better biomarkers for metastasis prediction and optimal therapeutic targets for the control of CRC progression. 

In our previous study, HOXC6 was found to be the most significant upregulated gene in right-sided CRC. On the basis, we performed q-PCR, western blotting, transwell, CCK8 and in vivo experiments to study the mechanisms of HOXC6 in CRC. HomeoboxC6 (HOXC6) belongs to the homeobox family, members of which encode a highly conserved family of transcription factors that play an important role in morphogenesis in all multicellular organisms. It was found to be upregulated in multiple-cancers, such as breast cancer, prostate cancer, liver cancer, colorectal cancer and so on. Upregulation of HOXC6 also contributed to poor prognosis in colorectal cancer. However, there were very few researches about HOXC6 in colorectal cancer and it was still unknown how it plays its role in tumor cell proliferation and metastasis in colorectal cancer.
Conclusion & Significance: HOXC6 was overexpressed in right-sided CRC and associated with poorer prognosis. HOXC6 promoted migration and invasion of CRC cells in vitro and in vivo. Upregulation of HOXC6 could inhibit exocrine of DKK1 which activates Wnt/β-catenin signaling pathway and EMT. What’s more, HOXC6 knockdown contributed to chemotherapy sensitivity. Our findings revealed the detailed mechanism about how HOXC6 contributed to CRC metastasis and its relationship with chemoresistance.
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