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HZE BBY:HFR circPVTI 538 & 20 i 5- 85w (FU )R 04 A B 5 F L), ik KA RT-PCR 40l § JHL827 . 5
it BGC823 A= 5-FU &4t § J% 2 i BGC823/5-FU *F circPVTI #4855 & A K F . S circPVT1, KA CCK-8 X 7] &4l 4m it &
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B AEK R S-FUMKRREF B BAL P circPVT1 89 &5 K-FA 25 T 5-FU #0824 (P<0.01). 5 BGCY23 M feait,
circPVT1 £ BGC823/5-FU #m it P 49 Z A KT 2% (P<0.001)., T circPVT1 & A T3 3% 5-FU ey am o4 (P<
0.05), 5 5-FU+si-NC 2848, 5-FU+si—circPVT1 21 BGC823/5-FU 4n fL # 55 1575 A 4k /1 9 B 4K (P<0.05), 5-FU+si-
circPVT1 28 BGC823/5-FU m ity A 4 B 9 2 % F 5-FU+si-NC 28(P<0.01), 3 circPVT1, 5 5-FU+si-NC 28486 ,5-FU+
si—circPVT1 28 BGC823/5-FU 2afe ¥ Bel-2 # mRNA F=%& & £ A KT8 R AK, Bax F= caspase—3 #J mRNA ﬁnﬁéﬁuk%ﬂﬂ 2
3 (P<0.01), B AASHIG R4 R 27, 5-FUtsi—circPVT1 045 MG KR fo & BAK T 5-FU+si-NC 28(P<0.05), 57
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The sensitizing effect and mechanism of silencing of circPVT1 on 5—fluorouracil chemosensitivity in gastric
cancer cells

ZUO Xing-sheng', SONG Zhi—yu', JIA Hai-pan', FU Zhong—hua', WANG Zhen—ji*, MA Pei-zhi'

(1.Department of Pharmacy, Henan People’s Hospital , People’s Hospital of Zhengzhou University , Zhengzhou 450003 , China;2.School
of Medicine, Zhengzhou University , Zhengzhou 450000, China )

Abstract Objective: To analyze the effects and molecular mechanism of circPVT1 on S—fluorouracil(FU ) sensitivity of gastric cancer
cells. Methods: RT-PCR was used to detect the relative expression level of circPVT1 in gastric cancer tissues,gastric cancer cells
(BGC823) and 5-FU resistant gastric cancer cells (BGC823/5-FU ). The CCK-8 kit was used to detect cell viability. The clone formation
experiment was used to detect the ability of cell proliferation. TUNEL kit and flow cytometer were used to detect cell apoptosis. RT-PCR
and Western blotting were used to detect the mRNA and protein expression of Bel-2,Bax and caspase-3 genes. Subcutaneous tumor growth
in nude mice was used to assess the effect of circPVT1. Results: Compared with gastric cancer patients showing sensitivity to 5-FU, the
expression of circPVT1 was much higher in gastric cancer tissues of patients showing resistance to 5-FU (P<0.01). The expression of
circPVT1 was higher in BGC823/5-FU cells as compared with that in BGC823 cells (P<0.001).Downregulation of circPVT1 expression
enhanced the cytotoxicity of 5-FU(P<0.05). Compared with 5-FU+si—~NC group, the cell clone formation ability of BGC823/5-FU cells in
5-FU+si—circPVTI group was significantly decreased (P<0.05). The apoptosis number of BGC823/5-FU cells in 5-FU+si—circPVT1
eroup was significantly higher than that in 5-FU+si—-NC group (P<0.01). After silencing of circPVT1, compared with the 5-FU+si-NC
group,and the Bel-2 mRNA and protein expression in the 5—FU+si—circPVT1 group were significantly reduced in BGC823/5-FU cells, the
mRNA and protein expression of Bax and caspase-3 were significantly increased(P<0.01). The experimental results of tumor transplantation
in nude mice showed that the volume and weight of transplanted tumor in 5-FU+si—circPVT1 group were significantly lower than those in
5-FU+si—-NC group (P<0.05). Conclusion: Silencing of circPVT1 can enhance the sensitivity of BGC823/5-FU cells to 5-FU trough
regulating Bel-2, Bax and caspase-3.
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FEE 013697 5 T A AL, B S S A ZS
SR, R sl Ak i 24 2 1 R AT G Y 3
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IR T BUREFIEF PVT1 FHEAING F 2, T
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HRREWHAARAFA,

1.3 BGC823 4 i 49 3% 7 5 BGC823/5 #9441
BGC823 20 & T & 10% i 4 ML 7 i) RPMI-1640

HIRFEHTE 37°C 5%CO, FEFRA R IR . SRR IE
Tp BE VR ST 5-FU Tt 24 B i 41 L bk BGC823/5-FU,
BOG KA K BGC823 4 E T4 0.1 mol/L
5-FU /) RPMI-1640 3552 5k 3557 3 d, BlJE
BRE 5-FU RSB FR A IR 2 T0% Rt 5 o OVHEL
AR AR, IR T 2 R 5-FU
UREEREFR . IR B Wi i 5-FU 5, B
BGC823 4 ffl nf DL 7E & A 1.0 wmol/L 5-FU ¥
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1.4 #mfgs4 ¥ Lipofectmine2000 {8 FHUAHS,
535 si—-NC \si—cirePVT1-1 fll si—circPVT1-2 #54t
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G-3';caspase-3 [1if 5'~-GAACTGGACTGTGGCAT-
TGA-3', TFiif 5'=TGTCGGCATACTGTTTCAGC -
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Z10 pL, WA :95CAE 5 5,60°CiE K 30 s, 9"
1 40 MIEFR
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(0.1.2.4.8.16 1 32 pumol/L)5-FU 4% 35 It v 85
7% 48 h, R CCK-8 a7 S 15 A A 4% 41 1)
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PRI 1 JRG  BELA A 3 4, 434 4 H:5-FU 41,
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5-FU 4 TR BRI F R T RS A . 9 U/ B
1t BEHIKEST 5-FU10 mg/kg) HEATIAYT , 5 JETE ST
1R T 4 RSN, MBS 5-FU J5 & #
FUR AR () FE (b)) AR, HRIE A V(mm?)=
ab2 THREAERIAR . 2525 4 J8Ja b e B, 312
AR SRR .
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P<0.05 F2E 5 BAGH R L,

2 #R

2.1 circPVT1 £ B BA S fotmft 7 P oo Rk RT-
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Fig 1 Expression of circPVT1 in gastric cancer tissues and cancer cells
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Fig2 Silencing circPVT1 promotes the inhibition role of 5-FU on the proliferation of BGC823 / 5-FU cells
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2 BGC823/5-FU 4l Bel-2 i mRNA ik /K
BB FEAIR(P<0.01, 8] 4A),Bax Fll caspase-3 [ mRNA
FEIR/KF-IH 8 T (P<0.01, 1K 4B 4C).,

2.5 E circPVTI1 *f Bel-2.Bax ## caspase—3 %
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P<0.05)



578 AHEHKRE SR Rt
A B cC 3

T 15 Zs5

;‘0 . E = Bl £

= 2 2 Z 2.04

~ 1.04 ok <Z: E *

E z 0 1.51

Q¢ E b

2 0.5 ;é % 1.0

E

£ ® ©0.57

i 0.0 .% 'g 0.0

O] i = 3 = =

o N S \ 2 o~ « NG A By =R

O ‘/ﬁ A - o o A (g\ Q C A )
c)o‘\\\ & o Sﬂr‘ o ﬂﬂ o &Y 0 Q" . (;Qﬂ = C)D\/\\X E"ng‘ R Qr‘\ qu‘\
& o & RS

&y

TE A UUER cirePVTL X 5-FU 5519 Bel-2 mRNA KK, #P<0.05, ##P<0.01; B: JLER circPVT1 X} 5-FU #5519 Bax mRNA ik
TFEBIFENA , #P<0.05, #%P<0.01; C:UTEK circPVT1 X} 5-FU #5519 caspase-3mRNA k7K -HI5EM , #P<0.05, ##P<0.01

& 4

LER circPVT1 31 Bel-2.Bax #0 caspase—3 mRNA 3R iA7K B2 00
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Fig 6 Silencing circPVT1 inhibits growth of BGC823 / 5-FU xenografts in nude mice

3 it

B LA 2 —, L)L 5-FU
AR AT 2 B g R TR S B B Ak LA B
W I s R ORI R T R, AR, B TR 5-FU
P R R BRI T 245 1, F8 03 18 g R AR ALY T
JEtlh e RAMIEE MR, RBHURE AR . 55
5 5-FU b7 U EAH G 1 43F- B 0T e 1 i A

H TR HA TR L AR IR cirePVTI
AT LA o B AN X S-FU A9 Abyr Sl HpL
] e L S Bel-2 \Bax Fll caspase—3 HIFRIALL
PR T

circRNA J&—2RZ 5 s e 3% o BE IR 3R 58
ARSI RNA . Z2 U652 R W], cireRNAF 53 3
FIRTEALHE B e N ZFR B kA ki



55 6 1) Ze 4 A UK civePVTL X SRR MEIE T 24 B R 20 A7 1 B B Ll 2 579

FEAEH, HETHFFE AN, ciccRNA A 2 00 i
Je L W 0 A AR 75 RGBT BB A sl ek,
circRNA 7 JJed i 245 A i 4E 32 21 3 S iElel,
Zhou Z5M% 1L hsa_circ_0004015 1] D)3 i 8+ miR -
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DAl 37 A SRy TR S R R TS A bR .
Hh, AR K B cirePVTL JE4 I 48 2> miR -
125b B 45G 00, AT LAE A miR—-125b 1Y “TE4”,
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it 25 4 i AS49/DDR I J (44 i /E F A8 T 19175
SAE . AR , civePVT1 X} 5-FU i 24 5 Ja 20 i i 52
Wil 4 NS 28 . ARAFST & PR, cirePVTL 78 5-FU i 24
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