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SACREA, miR-27b suppresses tumor progression by regulating ARFGEF1 and focal adhesion signaling
A (miR-27bIX ARFGEF135 & Ufocal adhesion s 27 F-/L % {4 % = & T8 A EMEAL 2 4013 %)
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The non-receptor tyrosine kinase c-Src is frequently activated during progression of colon cancers. However, the molecular
mechanisms underlying c-Src activation and c-Src—induced tumor progression remain to be elucidated. Previously, we showed
that c-Src upregulation causes repression of a subset of miRNAs that target several genes implicated in tumor progression. In this
study, I found that among these c-Src—regulated miRNAs, miR-27b is repressed not only by c-Src upregulation but also by
activation of K-Ras/H-Ras. Inhibitor studies suggested that the PI3K pathway is involved in the repression of miR-27b,
implicating miR-27b in a wider range of colon cancers. Indeed, miR-27b was repressed in various colon cancer cell lines and
tumor tissues. Re-expression of miR-27b in human colon cancer HCT116 cells caused morphological changes, and suppressed
tumor growth, cell adhesion, and invasive ability. I also identified ARFGEF1 and paxillin as novel targets of miR-27b, and found
that miR-27b—mediated regulation of ARFGEF1 is crucial for controlling anchorage- independent growth, and that of paxillin is
important for controlling cell adhesion and invasion. Furthermore, re-expression of miR-27b suppressed the activation of c-Src
induced by integrin-mediated cell adhesion, suggesting that repression of miR-27b may contribute to c-Src activation in cancer
cells. These findings demonstrate that miR-27b functions as a tumor suppressor by controlling ARFGEF1 and the paxillin/c-Src

circuit at focal adhesions.
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HEEE 1L, ARG PEWc-Srcll & 2 B AALICHEWNREBINME T4 5
MicroRNA (miRNA) (255 H L, miRNAZ I L 7cc—Srell & % 23 ALl S O fi
BRICE D LA TZ, FORER., miRNA-27b (miR-27b) 23, & M KABAS ATV T
LREIADME T L TWDHZ L, Z LT, BAMIROE, =ife &2 5
BEEZFFOZ L2 OMNC LTz, $FDOA A=A L E LT, niR-27Tb3 A3
ALY 7 B DB OBE T ORBLZHE LT\ D Z & &2 F8
L. ZTOFTHEIT, 2SABIHOHIENIZIZARFGEFL, Ml - RIERE Dl
NI ZPaxi 1 lin DR BRI N EE TH L Z L2 R L7z, 51T, miR-27b
RS ATEMALICEE 22 Integrin& I L7=Srel& AL 2 B35 2 & 28 & 2>
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