T E R AE AT 2435 hitp://www.biother.org

Chin J Cancer Biother, Jan. 2019, Vol. 26, No. 1 <79 -
DOI:10.3872/j.issn.1007-385x.2019.01.013 . |[{6 ﬂ"kjﬂ- ;ﬂ .

miR-375 #0[5] 1847 YAP 1A XT AT 2 ZH RS 5E AR ZZ 5E AU 220

TR & ARAR LS TRAL K TR R 2L I, AR, IME (TR AP ER/TAFTEARF S —HMEER
a. &b —A: b AL o FILAE, d BN =AF, AT d #R1 450002)

[ ZE] 8 6 K1 miR-375 ¥ A 12 Yes k9% 8 1 (Yes-associated protein, YAP) [t i S AT Ji 11 o 48 5 A1 2 28 BE 7 (1K) §2 )
7 ik EE 2015 4F 1 H £2016 4F 12 A I 5 B8 24K 2 58 PR @ = e 7 4 — BT F AR VIR (¥ 70 451 4 i 9 (hepatocellular carci-
noma, HCC) & 2 11 41 23 J et 87 (1) 9 55 AL ZRBR A , LA I RT3 41 i 2 SMMC-7721.Hb611HepG2 £ BEL-7405, Fi qPCR 245l
HCC i 25 2R T 40 i P miR-375 HRIA KT o R 3R I 75 ik KA miR-375 5 YAP (A ELAE A 5 73 B miR-375 FTHCC &
I R BRRAE 2 TR) ) 9% 22, MTT Y546 M miR-375 Xof BT 96 200 Pt 344 B 5 13 149 5% W, Transwell /> 3 460 0 1 miR-375 R IA &
HCC 4l HU 1= 72 8% /1 (1178 1L s Western blotting 16 1ll HepG2 41 71 YAP (3834 . # 7 4R FRUTFE B N RS AR R A7 , W22 411 miR-375
FI5 J5 R R AR BRI B (AR AL , H 92 ZH Ak 72 F11 Western blotting K6 U 41 53 F% 1R o YAP (855 . 28 R : HCC 414U miR-
375 F1 YAP 3R ik /K- W 8 5 T8 55 4 4L (1) P<0.05) , T8 HepG2 41 ig 1 miR-375 ()3 1A /K P fi 15 (P<0.05) . miR-375 fig 5 YAP
13" UTRFEF LS4, 1% YAP [ RE M . 0 miR-375 [3KIE J5 , HepG2 40 MU B4 ¥E 12 28 1 66 7 . 25 Ik 35 (1 P<0.05) , 4 i
T R R AR A 5 R W S /N (38 P<0.05) , RS IR ZHL S Hh YA [R)R38 KA 2 R I (P<0.05) . 45 % : miR-375 78 TR 1) K
Az Rt AR v A A, AT DU R RO i YAP AR R R A0 B S A AT N

[RSEIA] ATAmALsE ; AP 4N 28 s miR-375; Yes Ml OGER [ s 4 H s 12 4%

[(FESES] R7357:R7302  [XEFRIREE] A [XEHS] 1007-385X(2019)01-0079-06

miR-375 affects the proliferation and invasion of hepatoma cells via targeting YAP
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[Abstract] Objective: To investigate the mechanisms of miR-375 affecting the proliferation and invasion of hepatoma cells via target-
ing YAP (Yes-associated protein). Methods: The cancerous tissues and corresponding para-cancerous tissues of 70 patients with hepato-
cellular carcinoma (HCC) who underwent surgical resection at the Second Affiliated Hospital of Henan University of Traditional Chi-
nese Medicine from January 2015 to December 2016, as well as the hepatoma cell lines SMMC-7721, Hb611, HepG2 and BEL-7405
were collected for this study. gPCR method was used to detect the expression level of miR-375 in collected HCC tissues and different
hepatoma cell lines; Dual luciferase reporter gene assay was used to verify the interaction between miR-375 and YAP; The relationship
between miR-375 and clinicopathological features of HCC patients was also analyzed; MTT assay was used to detect the effect of miR-
375 on the proliferation of hepatoma cells; Transwell invasion assay was used to detect the invasive ability of hepatoma cells after inhib-
iting the expression of miR-375; Western blotting was used to detect the expression of YAP in HepG2 cells. The nude mouse model of
subcutaneously transplanted xenograft was established, and the tumor volume and mass of transplanted hepatoma cells were detected af-
ter inhibiting the expression of miR-375. The expression of YAP in xenograft of nude mice was detected by immunohistochemistry and
Western blotting. Results: The expression of miR-375 and YAP in HCC tissues was significantly higher than that in para-cancerous tis-
sues (all P<0.05). The expression of miR-375 in HepG2 cells was the highest (P<0.05). miR-375 could specifically bind to the 3' UTR
of YAP and regulate the expression activity of YAP. After inhibiting the expression of miR-375, the proliferation and invasion abilities

of HepG2 cells were reduced (all P<0.05); The tumor volume and mass of transplanted xenografts were significantly reduced (both P<
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0.05); The expression of YAP protein in the transplanted xenografts was down-regulated (P<0.05). Conclusion: miR-375 plays an im-

portant role in the occurrence and development of liver cancer, and can influence the malignant biological behaviors of hepatoma cells

by targeting and regulating the expression of YAP.

[Key words] hepatocellular carcinoma; hepatoma cell line; miRNA-375; Yes-associated protein(YAP) ; proliferation; invasion
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Fig. 1 Expression of miR-375 and YAP in HCC tissues(A, B) and liver cancer cell lines(C)
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Fig. 2 Regulatory relationship between miR-375 and YAP
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P miR-375 M RIESHEW W B LI ZR (= I, miR-375 7£ HCC LU RIA KT i (P<
14.62,P>0.05;% 1) . miR-375 [k 5 HCC HE I 0.05;% 1),
PR HAH ¢ DL R bk B &5 86 #2185 Il A %, BE & 43 3

1 miR-375 K& 5 HCC BEIGRBIEFHENX R [n (%))
Tab. 1 The relationship between expression of miR-375 and clinicopathological features of HCC patients [n (%)]

Clinicopathological feature N High expression of miR-375  Low expression of miR-375 P
Gender 0.468
Male 55 32(58.18) 23(41.82)
Female 15 8(53.33) 7(46.67)
Age(t/a) 0.865
<55 18 10 (55.56) 8 (44.44)
>55 52 31(59.62) 21 (40.38)
Pathological stage 0.006
1 15 7 (46.47) 8(53.33)
I 13 8 (78.85) 5(11.15)
I 35 30(85.71) 5(14.29)
v 7 6 (85.71) 1(14.29)
Lymph node metastasis 0.005
No 41 9(21.95) 32 (78.05)
Yes 29 19 (65.52) 10 (34.48)
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== mik:37> nbibitor i Fig. 4 The effect of miR-375 on invasive ability of
HepG2 cells(Crystal violet ataining, x40)
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Fig. 5 Effect of miR-375-siRNAon tumor formation of

HepG2 cells in nude mice
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A: Immunohistochemical staining, x40; B: Western blotting assay
6 miR-375-siRNA 5T1& 58 HepG2 B 1E AL YAP FRIXHIF M
Fig. 6 Effect of miR-375-siRNA on the expression of YAP in HepG2 tissues of nude mice
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