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Abstract: Objective To investigate the effect of GHET1 on the biological behavior of gallbladder
cancer cells and the regulatory mechanism of GHET1 on miR-27b. Methods The expression of GHET1
and miR-27b in 50 samples of gallbladder cancer was detected by real-time quantitative PCR. The si-NC
vector, si-GHET1 vector, miR-27b inhibitor, and si-GHET1 vector+miR-27b inhibitor were transfected
into SGC-996 cells and set as the control group, GHET1 interference group, miR-27b interference group,
and GHET1+miR-27b interference group. Cell proliferation, apoptosis, and metastasis in each group were
detected by MTT, flow cytometry, and Transwell assays. The regulatory effect of GHET1 on miR-27b was
validated by luciferase reporter gene assay. Results GHET1 expression was higher in cancer tissues than
that in paracancerous ones. miR-27b expression was lower in cancer tissues than that in paracancerous tissues.
GHET!1 was negatively correlated with miR-27b expression (P<0.05), and GHET1 expression was associated
with TNM staging and lymph node metastasis (P<0.05). High GHET1 expression was associated with
poor prognosis of patients with gallbladder cancer (P<0.05). Compared with the control group, the GHET1
interference group showed decreased cell-proliferation ability, increased apoptosis rate, and reduced number
of cell metastasis. The miR-27b interference group showed increased cell-proliferation ability, decreased
apoptosis rate, and increased number of cell metastasis (P<0.05). Compared with the GHET1 interference
group, the GHET1+miR-27b interference group showed increased cell-proliferation ability, decreased
apoptosis rate, and increased number of cell metastasis (P<0.05). GHET1 inhibited miR-27b expression by
acting as a sponge of miR-27b. Conclusion GHET]1 promotes the proliferation and metastasis and inhibits
the apoptosis of gallbladder cancer cells by targeting miR-27b, suggesting that GHET1/miR-27b axis plays a
role in gallbladder cancer progression.
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Figure 1 Expression of GHET1 and miR-27b in gallbladder cancer(A, B) and their correlation(C)
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clinicopathological characteristics of GBC patients

Relationship between GHET1 expression and
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Cases expression expression
Parameters (n=50) group group Y P
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Age (years) 2.013 0.156
<60 27 11(22) 16(32)
=60 23 14(28) 9(18)

Gender 2.053 0.152
Male 21 13(26) 8(16)

Female 29 12(24) 17(34)

Tumour size(cm) 2.381 0.123
<5 35 20(40) 15(30)
=5 15 5(10) 10(20)

Pathological subtype 0.595 0.440
Adenocarcinoma 42 22(44) 20(40)

Squamous carcinoma 8 3(6) 5(10)

Histological grade 1.282 0.258
Well 26 15(30) 11(22)
Moderate-poor 24 10(20) 14(28)

TNM stage 17.014<0.001

[-1 32 23(46) 9(18)
Ir-1v 18 2(4) 16(32)

Lymph node metastasis 8.333 0.004
No 30 20(40) 10(20)

Yes 20 5(10) 15(30)
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Figure 2 Kaplan-Meier curve analysis of relationship
between GHET1 expression and prognosis of GBC patients
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Figure 4 Effect of inhibition of GHET1 and miR-27b on
proliferation of SGC-996 cells
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Figure 5 Effect of inhibition of
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FERNEERS , RS ngn e di T ZEE R S Linsg"
A Han% %5 5 —30, Y4B /R GHET L/ N30
EE h R AR PR . 5 S 7 B A oAt i
JIH 95 41 I bk LGB C-SDHINOZ B 1% 45 5

YER—FF R 3 2 miRNA, miR-27bfE ZF
iR o 2 s A AR A T . B, Bao%E!
flx 1 miR-27bi i S Hippo i i #4015 98 40
s R 1 R -TR S Ak . Lis%e"™ & BlmiR-27b
1 [] Engrailed|d]Ji & 25 112 ( engrailed homeobox 2,
EN2 ) 9l i I 6 20 A 44 5 A2 28 . Miao %%
PmiR-27bid 1 845 YesAH = 11 ( Yes] associated
transcriptional regulator, YAP1 ) Il i 57984 21 fita 18
FEANE RS HAE PEAM MR 1= 0 AN SR & BEmiR-27b7E
NRESER A LU R XTI L, 5 HAb M b
HE M Es R —3 WG — R SRS 5645
HESZ, I miR-27bfiE #ESGC-996 41 ity 4 5l Fl %% 72
FMHI AT, BILPI R, miR-27b7E IH%E
Faik R h R TR . WEEENE, %
4 B AE GBC-SDFINOZAN bk v i — A BAIE

WF5E 28, IncRNAs 3= % 15 52 1 45 W% BfFF 3%
miRNAsIi & #E55SER T EAP . % FGHET1
miR-27b7E JH e U J A VE AR A S, HL I
JE P GHET1 5miR-27bFik A AAMSE. 4, AW
{5 B 24 2R, GHET1H“ACUGUGA“F51| 1]
L5 miR-27bH“UGACACU” J3 4l F St 4 o Ik
FULEUESE, FATHENMmiR-27bA] GE3Z F|GHET1
BB . BEE 40 RS 3 I TE S
GHET 1 AJ LUl s 2 W B 20 miR-27b 3k
T B GHET 12 753 8 #1215 miR -2 7b 5% M I 5
JEUEIE, RATTESGC-99641 i Hh Rl GHET1
FImiR-27b, Z55F &, 40 158 58 % % 45 B
PVHIGHET LR, 1 40 i 98 T4 Bt 41l i GHET 1
A, B HImiR-27b 0] DL FE 3 GHET 1 %
SGC-9964M I s . 46 FE LA KA T- RIS . J 2k
I8 S AE I AN i E R GHET LY [Rl s 9
miR-27b, WELAHMIIGTE . F LI e ZE
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[F] I 72 S A R 56 IE GHE T 1 /miR-2 7b/i %4
MRFEm A K SHEA M, RAR N 5k hfE
—5, KRB R HR [ GHET LR /N 125 Wy s i ]
DI BT B UEVER

Zi BTk, GHETIAEMHSEgm h3RiE B,
GHETI1 5 5TNMH R 45 A0, &
GHETI £ EW/R AR 5. GHET1H 7 miR-
27 A I 5% g 240 A 1S 5 I A% O 100 ) A0 A A
T2, F#WGHET1/miR-27bih7E A 4555 i @ rvp 2
H—EMER.
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