hEZIE 2023 4 11 A% 26 5 11 1 189

- BFRIE -

e F A IR A miR-3174 R A X BFiE
Huh-7Z0fai8%E . TR FEZERIZN

KEA, HRILE?, £ 0, £ F

g A ERGEH (B KE 050041)

A4 R R E Bl R 25 R (8 K JE 050041)
g A EREFEEL (FFE 050041)
HAEMAZEWERZ ¥ (7 FKE 050011)

[HE) B HRUTHRA X R Huh=7 40884 9047 R 0952 m FaLk . 7%
JH-9i Huh—7 40053 20 % BRZH S IR R IR, . R BEZH . 3% 4% miR-3174 B4 I
JLRA XTI . miR-3174 $06I 4 S FLFPE X B 22 Huh-7 400, A A 35 8 b B miR-
3174 B, CCK-8 12 FIF-Hi 5 A S 50 A6 I A A 15 R X Huh—7 434 58 s i 5 Rl
AL SEU N Transwell SEE R I B F) 35 B2 % Huh=7 40T RS MR B IS4 SE 28 6 E
1 PCR K& AA % Huh—7 ZBM0rF miR-3174 F6IAA05200 , 4 (B EDIREA I E- 45
B 11 (E—cadherin ) I N- #5558 1 ( N—cadherin ) (9323k. Ff it bR 7 g 1
Pt miR-3174 FKIK I miR-3174 B G B AL X Huh-7 4HREA AT R A5, 5%
BRI FEATT4E miR-3174 K355 Huh=7 Z0HiHh miR-3174 FEKFEA%, 95 . T8
F1Z 2868 11 & N—cadherin & [ 5K, E-cadherin EAFE LTS (P<005) . i
miR-3174 F235 A5 R A R AL BN Huh—7 40 EHEA WA T RIS . 8538 )k
Wil N 8 miR-3174 AT Huh-7 4003 5E . iR AR 28

[ C8817] ) HiFIakME; I8, miR-3174; WG, iT5; (228

> -

Effect of thioridazine on the proliferation, migration and invasion of liver
cancer Huh-7 cells by regulating miR-3174 expression

Xiao-Dan ZHANG', Jiang-Wei SU?, Jing LIANG®, Ping LIANG*

1. Department of Pharmacy; Hebei Chest Hospital, Shijiazhuang 050041, China

2. Department of Clinical Pharmacological Trial, Hebei Chest Hospital, Shijiazhuang 050041, China
3. Department of Medical Equipment, Hebei Chest Hospital, Shijiazhuang 050041, China

4. Department of Pharmacy, the Fourth Hospital of Hebei Medical University, Shijiazhuang 050011,
China

Corresponding author: Jing LIANG, Email: woaiwojia750322@163.com

[ Abstract] Objective To study the effect and possible mechanism of thioridazine on
the biological behavior of liver cancer Huh-7 cells. Methods Hepatocellular carcinoma Huh-7

cells were randomly divided into a control group and low, medium, and high concentration

DOI: 10.12173/j.issn.1008-049X.202310067
HAETE. ThEg P ENLEEBRATRITE (2023310) ; WAud EFA 67588 %] (20230877)
WEEAH: BIR, £EFHIF, Email: woaiwo]ia750322@163.com

https://zgys.whuznhmedj.com


http://dx.doi.org/10.12173/j.issn.1004-5511.202203023

190 China Pharmacist, Nov. 2023, Vol. 26, No.11

groups of thiazidine. The miR-3174 mimics and its negative control, miR-3174 inhibitor and
its negative control were transfectel to Huh-7 cells, and the miR-3174 mimics and its negative
control were treated with thiolidazine. Effect of thioridazine on the proliferation of Huh-7 cells
was assessed by CCK-8 method and plate cloning experiment; effect of thioridazine on the
migration and invasion of Huh-7 cells was calculated using scratch healing test and Transwell
experiment; effect of thioridazine on the expression of miR-3174 in Huh-7 cells was detected
by RT-qPCR; E-cadherin and N-cadherin proteins expression was analyzed using Western
blotting. The effects of interference with miR-3174 or miR-3174 up-regulation combined
with thioridazine on the biological behavior of Huh-7 cells were detected by the above
methods. Results After thiolidazine treatment and interference with miR-3174 expression,
miR-3174 expression in Huh-7 cells was decreased, proliferation, migration and invasion
ability, N-cadherin protein expression were decreased, and E-cadherin protein expression
was increased (P<0.05). Up-regulating the expression of miR-3174 attenuated the effect of
thiolidazine treatment on the malignant biological behavior of Huh-7 cells. Conclusion

Thioridazine inhibits the proliferation, migration and invasion of liver cancer Huh-7 cells by

down-regulating miR-3174 expression.
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Figure 1. Effect of thiolidazine on the clonal formation of Huh-7 cells
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Table 1. Effects of thiolidazine on the
proliferation of Huh—7 cells (x + s, n=9 )

il W= (%) TR AL (A4>)
control 0.00 = 0.00 97.51 +£7.57
Thioridazine—L 2491 +2.04" 78.80 + 5.24"

Thioridazine—M 54.74 £ 532"
Thioridazine—H 73.19 £ 6.16™
F 534.087 137.401

P <0.001 <0.001

E: HcontrolZlibik, ‘P<0.05; 5 Thioridazine— L1tk
bP<0405; 5 Thioridazine—MZ#A I, “P<0.05

61.12 +£5.19"
45.81 £ 4.35™
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Figure 2. Expression of migration—invasion
related proteins
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Figure 3. Effect of thlolldazme on scratch healing and the number of invasive cells in Huh-7 cells
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Table 2. Effects of thiolidazine on migration and invasion of Huh-7 cells (x + s, n=9 )

Iy RIRAER (%) R2EMEEL (4>) E-cadherin N-cadherin
control 73.17 +6.39 111.05 + 10.94 0.26 = 0.02 0.56 + 0.04
Thioridazine—L 57.68 + 4.02" 86.16 = 7.83" 0.39 = 0.04" 0.44 £ 0.04'
Thioridazine—M 41.73 +3.79" 69.09 + 4.89™ 0.51 +0.05" 0.32 +0.03"
Thioridazine—H 26.71 £2.36™ 51.81 431" 0.67 +0.05™ 0.19 + 0.02"™
F 188.210 102.820 156.814 201.800

P <0.001 <0.001 <0.001 <0.001

iE: ScontrolZiibir, “P<0.05; 15 Thioridazine—L2a}4%, "P<0.05; 5 Thioridazine—M#1b4s, “P<0.05
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Table 3. Effects of thiolidazine on miR-3174
expression in Huh-7 cells (x + s, n=9)

N &
& &

E-cadherin s # 97 kDa

4340 miR-3174
control 1.00 + 0.00 N-cadherin Wl w110 kDa
Thioridazine-1 0.76 + 0.05"
Thioridazine—M 0.61 = 0.05" GAPDH = s Sl 36kDa
Thioridazine—H 0.42 + 0.04™
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Figure 4. Expression of migration and invasion
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Table 4. Effects of interference with miR-3174 expression on proliferation, migration and invasion of
Huh-7 cells (x + s, n=9)
Vil miR-3174 i e E-cadherin ~ N—cadherin
(%) (4~) (%) (4~)

anti-miR-NC 1.00+£0.00 5.81+0.54 99.47+692 7448 +6.63 112.61+£10.92 0.24+0.03 0.55+0.04
anti-miR-3174  0.29+0.03  58.52+5.05 5548+505 33.77+3.12 60.44+593 0.61+0.05  0.25+0.02
t 71.000 21.135 15.405 16.667 12.592 19.036 20.125

P <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
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Figure 5. Effects of interference with miR-3174 expression on clonal formation, scratch healing and

the number of invasive cells in Huh-7 cells
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Figure 6. Expression of migration—invasion
related proteins
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Figure 7. Upregulation of miR-3174 reversed the effect of thiolidazine on the malignant phenotype of

Huh-7 cells
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Table 5. Upregulation of miR-3174 reversed the effect of thiolidazine on the malignant phenotype of
Huh-7 cells (x + 5, n=9)

mER R RIREER RIREK

il miR-3174

E-cadherin  N-cadherin

(%) (1) (%) ()
BiAAZE+miR-NC 1.00 £ 0.00 7438 +6.55 4237+429 2527+221 49.76+4.65 0.69+0.05 0.17+0.02
A BR+miR-3174 2.86+0.23 2791 +2.86 83.79+6.23 6236+5.03 91.17+7.05 035+0.03 047+0.04
t 24.261 19.506 16.427 20.253 14.710 17.493 20.125
P <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
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