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Discovery of biomarker due to personalized medicine for metastatic renal cell carcin
oma patients

Uemura, Motohide
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To identify a therapeutic candidate target molecule for ccRCC, we analyzed the mic
roRNA (miRNA) expression in ccRCC clinical specimens. miRNA microarray and real-time PCR analyses revealed
that miR-629 expression was significantly uBregulated in ccRCC compared to the adjacent non-cancerous ren
al tissue. Functional inhibition of miR-629 by miRNA inhibitor suppressed cell migration and invasion. MiR
-629 directly targeted TRIM33, which inhibits the TGF-beta/Smad signaling pathway. MiR-629 inhibitor signi
ficantly suppressed TGF-beta-induced Smad activation by upregulating TRIM33 expression. Moreover, miR-629
inhibition attenuated the effect of TGF-beta on the expression of epithelial-mesenchymal transition (EMT)-
related factors in ccRCC cell lines. In clinical ccRCC specimens, downregulation of TRIM33 was observed wi
th the association of both pathological stages and grades. Our findings indicate that miR-629 is a potent
regulator of the TGF-beta/Smad signaling pathway via TRIM33 in ccRCC.
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