http: //aammt. tmmu. edu. cn B SRR ,2017,39(1) 1

DOI: 10.16016/j. 1000-5404.201608178

miR-134 &3 TEX K ZEBS M1 ) § A28 e = 40 e 3G 5E

£ W REE FMEMEF KB WM. B,k 4IRS (400038 Pk, 45 = 75 B K2R S 5 2 3
W2 5 F YR E)

(HZE] HI R miR-134 FH Xk &8 F M1 (forkhead box M1, FOXM1 ) iy 4L | bz Ho 52 i JH-4H
Htidi ( hepatocellular carcinoma, HCC) 4 U838 i0/E A . Jiid: Wi CCK-8 j:4& ] miR-134 X HCC 2 it
FAGE (VR 3 2 Western blot 1 Real-time PCR A TE & JF4 il 102 F1 5 Ff HCC 4 i & rf FOXM1 #lI
miR-134 (3235 ; F miR-134 #4047 (miR-134 mimic) 8¢ miR-134 $#5] ( miR-134 inhibitor) ¥4 4% HCC
YNG4 Western blot fil Real-time PCR #gilll FOXM1 & H R J##E3E A CyclinD1 )53k ; b A 9115 B8
531 miR-134 £\ FOXM1 3'-UTR BRI REZS A s, 80 40 i 45 2 PR G U 52 56 43 A miR-134 5 FOXMI
{9 37-UTR f945 SPE 25 4 % miR-134 mimic F1 FOXM1 2554 B0k (76 3'-UTR) $L46 T HCC 415 , 2
CCK-8 yEA I A A () 3G FE 1K Ol o 8 miR-134 7] § Z 4| HCC J0fsEsE (P <0.05) 5 5 A4 40
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miR-134 suppresses proliferation in hepatocellular carcinoma cells by down-

regulating FOXM1
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[ Abstract | Objective To investigate the mechanism by which miR-134 regulates the expression of
forkhead box M1 ( FOXMI1 ) and determine the effect of miR-134 on the proliferation of hepatocellular
carcinoma cells (HCC). Methods The proliferation of HCC cells was analyzed by CCK-8 assay. The levels
of FOXM1 and miR-134 were separately examined by Western blotting and real-time PCR in human normal
hepatic cell line 102 and 5 kinds of HCC cell lines. After transfection with miR-134 mimic or inhibitor, the
expression of FOXM1 and its target gene CyclinD1 in HCC cells were measured by Western blotting and real-
time PCR. The potential binding site of miR-134 on the 3’-UTR of human FOXMI mRNA was predicted by

using on-line bioinformative databases. Then the luciferase reporter assays were performed to identify the
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specific binding of miR-134 with 3’-UTR of FOXM1 mRNA. After co-transfected with miR-134 mimic or
FOXMI1 -expressing plasmids ( without 3’-UTR ), the HCC cell proliferation was detected by CCK-8 assay.
Results miR-134 dramatically suppressed the proliferation of HCC cells (P <0.05). Compared to normal
liver cell line, 102 cells, miR-134 was lowly expressed while the FOXM1 protein was highly expressed in the
HCC cells(P <0.05) , and a negative correlation was found between miR-134 level and FOXM1 protein level
(R*=0.705, P <0.05). miR-134 significantly down-regulated FOXM1 protein, and its downstream target
gene, CyclinD1, in HCC cells (P <0.05). The luciferase reporter assay showed that miR-134 specifically
bound to the 3’-UTR of FOXM1 mRNA (P <0.01). The cell proliferation assay revealed that the ectopic
expression of FOXM1 without 3’-UTR in HCC cells significantly attenuated the miR-134-mediated growth
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inhibition of HCC cells (P < 0. 05). Conclusion

miR-134 down-regulates FOXM1 protein by directly

targeting the 3'-UTR of FOXM1 mRNA, and subsequently suppresses the proliferation of HCC cells.
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(K 3C.D) ;Real-time PCR 4% i 7/~ , miR-134 mimic
A FOXML mRNA (435 (|8 3E) . #F—23A]
Ry FOXM1 B B A CyelinD1 ()% 35, 45 R B
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;M FOXM1 %% 1:mimic NC 28 ;2 :miR-134 mimic 28 ;3 :mimic NC 21 ;4 : miR-134 mimic 28 ; F: Real-time PCR #:|
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HK S FOXM1 3'-UTR 45 3L R s (P <0. 05, 8 5C
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(P<0.05,86),

259 [ HepG2 WM Hep3B

2.0+ —

1.5

D(450)

1.0

0.51

0 T T
1 2
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miR-134 mimic 20 b 4%
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EIER RN
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2 4 B R i g B R AR BT AE TR B
miR-134 3@ 13 & 8 POGLUTI 41 il fib J T 40 J i 334
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6 HCC 40 L34 58 , 715 FOXMI /K2 A,
R PLE B D WA , 458 A S B R T, B
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P27 fR ML G, ~ S 1.6, ~ M Ry EFE , AT fie
PEANMLAE 5 2 A H AT & T FOXMI [ B %Kik
PREEBLE A o3 WA, A BESE B, {29 4> F RAS
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