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Abstract

Abstract

The RNA-binding protein quaking (QKI) belongs to the evolutionarily conserved
signal transduction and activation of RNA_(STAR) family, which is significantly
downregulated and even absent in some colon cancers. A recent study indicated that
QKI is a tumor suppressor capable of suppressing the expression of beta-catenin to
contribute to colon epithelial cell differentiation and colorectal tumorigenesis.
However, the mechanisms of QKI regulation in colon cells are still unknown.

Here, we show that miR-574-5p expression is aberrantly elevated in
C57BL/6J-ApCMin/J mouse and human colon cancer tissues, whereas QKi is
down-regulated in colon cancer tissues, which inversely correlates with the expression
of miR-574-5p. Further investigation revealed that miR-574-5p overexpression
significantly reduced the expression level of QKi, whereas the miR-574-5p inhibition
up-regulated QKki expression. Moreover, we analyzed the expression of three Qki
isoforms (QKIS, 6 and 7) and found that miR-574-5p may affect the occurrence and
development of colon cancer mainly through targeting Qki6/7. In vitro, we also
adopted MTT, flow cytometry, cloning formation and other means to verify the
decrease of cell’s proliferation, colony formation ability decreased after knocking
down miR-574-5p. Finally, in vivo, we also demonstrated that after the inhibition of
miR-574-5p, QKI was significantly increased to suppress the growth of xenografted
tumor.

Taken together, these results indicate that miR-574-5p may exert its oncogenic
function via targeting Qki. Our data suggest an important role of miR-574-5p in the
molecular etiology of colon cancer that might serve as a molecular target for colon

cancer therapy.

Key words: QKI; Colorectal cancer; MicroRNAs
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