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circHIPK3 11t B9 i 5-8F 1L 48 fllfz 20 Pl

HRSCHE B

BWE B/ RDPIR RNA HIPK3 (circHIPK3 ) 7E & 01 3
(NPC) 4T iR 28 VR S Ho A F L, ik &
FAILHAE PR, 12 FH e a5 IR 3R 3R B0 B (GEO) 4 At
NPC 20 40 % Ak 9 41 40 b circHIPK3 % 35 7K 75 & B cir-
cHIPK3-siRNA #£ 4% NPC 5-8F 41 Jif; 5% F| RT-qPCR , Western
blot 4 g %] JE . CCK-8 F1 Transwell %5525 5 1, WF 58 1 72
circHIPK3-siRNA THRCR G , Kl & % 40 35 58 1 3% fis
728 N TRAE R e 3L CDHI  CDH2 \MMP2 .MMP9 | IL-6/STAT3
FIKM) 5 W, 3B F e S A Dy B R 4 B 5-8F A1 cir-
cHIPK3-siRNA TH0J5 i3 22 5 KA &K, Uk 34 &
circHIPK3 R EF I SCEESE R, &R SIEmdl 42U L,
NPC LA circHIPK3 3k HA 36 H0 (P <0.05) . ffi ] siR-
NA 45 S PRI 5-8F 40l circHIPK3 HYFRIAIG , 5 X 4
AH L, si-circHIPK3 2H 4 Jifg 184 4 3 S B AIK (P < 0. 05) , si-cir-
cHIPK3 ZH 4t Jifd %] 9 A & %K (P < 0.01) , [A] B si-cir-
cHIPK3 2 4l Jf i B A2 28 1% 40 i 4 B sk /> (P <0.05) . 1k
Hh SR IELAAE LY, si-circHIPK3 20 F 5 CDHI mRNA il
FHERBRTHE (P <0.001) , CDH2 MMP2 MMP9 IL-6/
STAT3 mRNA FIEE (H W F ik 5/ (P <0.05) , #E—2E )%
SPHTR , circHIPK3-siRNA #2441 5-8F 4fiffil f AL645922. 1,
SCO, .ALI36295. 1 #l ISYI-RAB43 ik (P <0.05),
BIVM-ERCC5. FAM47E-STBD1. INOSOB-WBPI, NAIP,
Cl150rf38-AP3S2 . BCI21.2-PABPN1 Fil SMIM11B 3k Fi# (P
<0.05), &it NPC A4 circHIPK3 %35 8 & I+,
circHIPK3 3# 3% E-Cadherin \N-Cadherin MMP2 . MMP9 I
IL-6/STAT3 Y31k, it iF NPC 40 5-8F R34 5 BB AR
7. AL645922. 1 Fll BIVM-ERCCS %5 % [H 7] BEFE circHIPK3
A RIAEHE NPC 5-8F 4T £ AR 28 b B FE SCHME .
KB circHIPK3;5-8F 4l ; S0l i s iE A8 TR 28 e s Al
M5

RESES R739.6
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495 ( nasopharyngeal carcinoma, NPC) A& &
FIRE R m W AR R, JE AR AR A B
Ja L TR A BRE | 70% (1 B E AR 2
BHEAE T e, bR R IR YT R R 2
BUBF LT E LR R A m I s B A
1= 1R 28/ SRSV R I IR 20 it ] R R B RS TR T I
—ANA A, FRIR RNA HIPK3 ( circHIPK3 )
R — b2 3K B I 1 cireRNA 0N R 122 5
TP 0 KA kR JERIED cireHIPK3 38 4
P75 miR-1207-5p Fl miR-7 42 HE45 11 9 20 i 1) 448
SEANEERS , A BR  cireHIPK3 BEE i3 45
Pt miR-4288 1753 1 E74 FEFE 5% K ¥ 3 (E74-like fac-
tor 3, ELF3) 4l , ALk NPC 4l Jifd () 4% 5 1R 28
HA, E 4] cireHIPK3 345 NPC 20 M2 2854 % (1) iF
FMIREE = | I 28] Fi %% 4L (epithelial — mesenchy-
mal transition, EMT) S AH G + I B RUEG %68 11 (E-
cadherin) fift 28 51 45 2 [} 22 11 ( N-cadherin ) & 15 2
57 circHIPK3 /310 NPC 12 285: %%, i K Wk
A T P R O AR ANTE A RO B AR
cireHIPK3 3 it 8 95 X 4673 7 1) K35k 2 5 NPC 4
AR ZE AL IBL

1 RS

1.1 EFEiKXF DMEM £ 23 35 [H Hyclone 24
AL (525 . SH30243. 01 ) ; /e SR JIG 2R ILVE W A 28
HyClone /A ] ( $2°5 ; SH30406. 05 ) ; ¥ fif 75 % AL
UM (175 : P1400) \anti-GAPDH NZ ik (R 2
Bi, % 5. K106389P) | IgG-HRP ( 4 %, 97 5.
SE134) \IgG-HRP( 4L, 5845 : SE131) \BCA [
W2 R ) & (5945 PC0020 ) L ECL i £ 9 (1%
5. PE0010 ) 4 [ JL 5L Solarbio 23 7] ; RIPA i fitd 2 fit
W (525 : PO013B) PMSF(£7'5:ST506 ) g H L 5155
RV AN F YU 4 8 8 B ( matrix met-
alloproteinase , MMP ) 2 (g Z 4T, 725 : #40994 ) _ anti-
MMP9 (e Z i, 525 : #13667) . anti-STAT3 (£
P, 925 # 30835) ; anti-pSTAT3 (R L Pi, 17 5. #
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9145) M [{ 25 [ CST 2~ F); 7 St il R & (1R % .
AE311) ;SYBR-Green PCR i®F| & (£55: AQ131) Iy
A5 4 a4 W B R A PR 75 Lipofectamine
2000 %% Bl (525 . 11668-019) 4 H £ [E Invitro-
gen A F] B RNA $2BULHI & (585 . B511321) 9 A
il TAEY) T AR A A BR 2 7] 5 cireHIPK3-siRNA
R RhG 1 ¥ AR T AR TRE B A RN w4
THIFE L,
1.2 #Ba¥EsE A SR S R 2 (5-8F) IS
TrER R LG, 5-8F H &4 100 U/ml
HHER R M 10% I64- 175 1) DMEM $5 373 1595 F
5% CO, . 37 CHI¥EFFT .,
1.3 YHRAEEL R circHIPK3-siRNA T 20 244
Eeyesy 3 4 B 3 AR mock 41 (75 X IE
2H EVAATAT AL B ) si-ne 2H (BT BEZH | RIS Gy
JoiE L RNA JEH4) si-circHIPK3 2H ( B %5 4 cir-
cHIPK3siRNA ¥t 41, J¥ %1} 5'-CUACAGGUAUG-
GCCUCACA-3") . H XI5 5-8F 4HAELL 6 x 10° /4L
R T 6 LAk, ok S R, 1 A RS BE R 50%
~60% BF#E T 4% 2PBRANT :250 pl Opti-MEM 43
HIFFE ne siRNA (2R EE A 100 nmol/L) , 2
3 ~5 YIRAT R EINR A1 % YeialRl , H 250 wl Op-
ti-MEM #4585 wl Lipofectamine 2000 SRR 3 ~5
WARE), Ei TS 5 min; RS FE YA A ne/siR-
NA i B, R 3 ~ 5 IR A, iR T ##E 20
min; F Y A YIMAE] 6 FLikH,500 pl/fL, Fi e
BRI MR G35 AR B T 37 °C 5% CO,
KR F P 5% 48 h J5 ¥E4T RT-qPCR A5 I 52 56,
siRNA IR B 1Y, Bl A i AN 724, siRNA 1%
WA R, L o AR R W BRI, B E cir-
cHIPK3-siRNA J& T Vi U 5 P 3% 3k g 2% 38 /5 — B i)
6], SR RS G5 48 ~ 120 h P EFTSE50
1.4 RT-qPCR # | circHIPK3 . E-Cadherin. N-
Cadherin MMP2 MMP9 . IL-6 mRNA 3% 7Kk
fd I TRIzol #1100 & FE HUEL RNA R H ¢DNA %
sk ik A & A L cDNA, Z M SYBR-Green PCR i
F & Ui B 45 #E 4T RT-qPCR 523, GAPDH £ N 4
2 RF 2720 B B I B IAE si-ne 4L si-cir-
cHIPK3 H Z [A] (1) K ik 22 K. 51950 %8 GAPDH
( F: 5'-GGAGCGAGATCCCTCCAAAAT-3'; R: 5'-
GGCTGTTGTCATACTTCTCATGG-3") . circHIPK3 ( F:
5'-TATGTTGGTGGATCCTGTTCGGCA-3'; R: 5'-TG-
GTGGGTAGACCAAGACTTGTGA-3") .E-Cadherin(F :
5'-TTATGATTCTCTGCTCGTGT-3",R:5'-ATAGTCCT-

GGTCTTTGTCTG-3") . N-Cadherin ( F: 5'-CATCATC-
CTGCTTATCCTTGT-3"; R: 5'-AGTCCTGGTCTTCT-
TCTCCTCC-3') . MMP2 ( F: 5'-TTGACGGTAAG-
GACGGACT-3"; R: 5'-TTGCCATTGAACAAGAAGG-
3') \MMP9 (F:5'-TCCAGTACCGAGAGAAAGCC-3’,
R:5'-TTGGTCCACCTGGTTCAACT-3") . IL-6 (F:5'-
ATGTAGCCGCCCCACACAGA-3';  R: 5'-CATC-
CATCTTTT-TCAGCCAT-3") ,

1.5 ARt #EXF & -8 ( cell counting kit-8, CCK-
8) EMIEMPEIETE CCK-8 LI si-circHIPK3 £
Fo si-ne ZH 20 i BE5E 1 O, B si-circHIPK3 40 M si-ne
HAEALIE 2 x 10° D4HML/100 wl 32250 F 96 FLAR
250,24 48 .72 .96 h ¥55%)5 4% 10 wl CCK-8 #EW N
ANBEFLH AREERESE 2 b AE 450 nm PR
P 2% FL WO BE (A) {8, 34T 4 39 B 1th 4k 1Y)
2] LRGN AR 530 Ay IF ] A XTI FE R

1.6 XIRLIGHNM 5-8F MATREEH W a4l5%
YLANMIARE T 37 °C 5% CO, ¥ FptihiEgE 24 h,
A Sk T BT A ML A T XR 4 3 T RIS 0 .24
h AT HI O Image J #E1750H7

1.7 Transwell ;40 5-8F 4T 2 &4t
P si-ne F si-circHIPK3 J5 49 5-8F 4H M4 105 ,
1 500 t/min #5005 min WCHE AN, FH LI B 97 2
WO B4, TR 40 ARk B TR 5] 1 x 10°/ml /2
A7 s B 20 200 pl A Transwell /NE (_EZE R
TG TR, T %0 & A MTE A5 SR, AT 4 A
1RZEIIRT, b 5 [a) 2R ik 12 15 Ve RS B 56 T I Ma-
trigel 3% ) J5 B THFA NS, T 48 h 5 U
YRR IR, O /MR S LRI SR, ARE Y
MR R R A, 4% 2 R W B2 15
min, 0. 1% %5 i BG4 20 min, TE BG4 B
5% 100 F5 R R T BT N R AR IS H
IR,

1.8 Western blot #illl E-Cadherin, N-Cadherin
MMP2 MMP9 . pSTAT3 EH KL WEERF 48 h
(455 Ll 5-8F 4L, RIPA L% AL 38 30 min J5
B IFUCEE B W, B BCA 500 & e 2R vk
J¥,SDS-PAGE 173 85 & #4103, VKB 551 T
SDS-PAGE & b2 FI V% BN 2] PVDF B% L, AR 4
PR ER FAR 2 h, B F anti-MMP2 | anti-
MMP9 . anti-E-Cadherin . anti-N-Cadherin . anti-STAT3 |
anti-pSTAT3 (#% 1 : 1 000 FiFé) F1 anti-GAPDH (% 1
13000 #i k) 5 4 CUKFRERE I, 52 REIRAE
TBST HhE3 3 WRMFE —Pu(4% 1 : 10 000 ke .
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¥ ECL B AR INE) PVDF X RT3 IR
1 GAPDH 1E RN Z:,

1.9 HIERENSEIE KR im0 a5 N R IR AU
%2 GEO( GENE EXPRESSION OMNIBUS) ¥4 /%, T
IR circHIPK3 FE AR SCIN P15 8., AL 45 4 171
B8 HZUR 4 5] NPC HEFE R

1.10 #HRAMFEDH K sine M si-circHIPK3
PRI 5-8F 21 A A HE 4TI 5, 45 2] 45 L 5 2517 L
XF, HEERSERESG A3 AT L DR 45 R A Ak A B B TR 2Rk
i, RS  AERRRE S R R ) Rk i
SERl Rt 22 S R LA T BB, SR SR TT D) BETE
TE 5 K R A AT

1.11 ZitFEaEMIEE i GraphPad Prism
8. 0 YEEI RS 43#r , IrA EidiE v 5 0%, AP
AR IAF A A o0 A, VIR ¢ 4G 30 3464 9 4 ) 22
SHES AT A IS0, R A Welch's K5
P <0.05 WA ZERA G XL,

2 R

2.1 circHIPK3 7£ NPC R IEEA AR HRIEER

MR circHIPK3 76 NPC 412 il F ik 15 0, il
it GEO 43 T AR {5 B B %M GEO
S5 R BRI 5 B S GSE143797 , B AUTE 4 D&
W 2% 4] ZURE A FL 4 4 NPC 4] 21 R AR, 2 HL
GSE143797 B4 H 1Y circHIPK3 28357 FIG R A5
B TR S B, SEREOR 5 RIRRZTH
H ,NPC 2H 49 circHIPK3 %35 F1H (F =0.860, P
<0.05), WA 1,

15 - "
0
—_
=
%
X 10 +
®
=
o
<~
o
M
& 51
T
£
o
0
LI S A

B 1 circHIPK3 7£ NPC B 2IH & A L\ K%
SR 4 BY B " P <0.05

2.2 AAR[E NPC 40k & circHIPK3 FRix1ER
RT-qPCR 5256 871 circHIPK3 7E 3 i 40 ifd Y 36 35 7K
S AN TR], e Hp ek 7K - B i 1A /2 5-8F 4 (5-

8F vs CNE-1,F =1.477,P <0.001;6-10B vs CNE-1,
F=8.422,P <0.01) . 554541 HE 2 1Y 20 35 14
circHIPK3 ik | BEHL 5-8F #i il R k4785 F ok i) —
RIS, W 2,

3 -
i) s
,-}SJ e —
= 2r ok
E e —
g
<
X L
T
£
S

0

CNE-1 6-10B 5-8F

B 2 circHIPK3 #£ A [E NPC 48 & F R RIL
5 CNE-1 4116#. " * P<0.01,* * * P <0. 001

2.3  circHIPK3-siRNA # 3t 5-8F 40 ffl /1 cir-
cHIPK3 FiZHIFM 5 mock 41 F1 si-nc ZHAH L,
si-circHIPK3 44011 cireHIPK3 & 5 FRAK , 41 1] 2%
SR G #E X (F = 6.965,P <0.001) , WLIE 3,

1.5 ¢

1.0 | =

05 F

circHIPK 3 [ AH X} 221k &

sk

1
si-circHIPK 34

mock4 si-ncZH

3 circHIPK3-siRNA #3231 5-8F 2B circHIPK3 3% i 81
5 si-nc 41E0EL. T 7 ¥ P <0. 001

2.4 T circHIPK3 X 5-8F ZHAaf155E , E 0
SZMN  CCK-8 LK R /R 24 48 .72 .96 h
I si-nc ZH 1 si-circHIPK3 241 Y 48 5 R 4 6] 2% 7 A
GiitarE X (F =2.022.1.267 .4.757 3.699, P <
0.05), WLIKl 4, RIRSCEEE R B/R 24 h B si-ne 4]
Fl si-cireHIPK3 2 Y] JE 1 & % 70 7 & 66.2% Fil
38.1% HRERA G IFE X (F =5.125.12.94,
P <0.01),K 5A B, Transwell 458 27~ ,48 h B si-
nc 24 si-circHIPK3 21 40T # 4k H 20 8] 22 5+ 40
P25 X (F =34.830,P =0.013) , UL/% 6A B;48 h
I si-nc ZH 1 si-cireHIPK3 21 40 Jifd 1 28 %% H 40 1) 2
FAGHFE L (F =2.404,P =0.004) , WK 6C,
D, gk LB R circHIPK3 fEMS 1] 5-8F
Y IG 5 R R ZE
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6 e sinc4l
-m- si-circHIPK34
£

S
i
fm
£
g
g’

0 1 1 1 1

0 24 48 72 96
i 8] (h)

B4 CCK-8 LIl T circHIPK3 Xf
5-8F fHAERYIEEAE S 220
5 si-nc 4 HL#E . * P <0. 05

2.5 T circHIPK3 X EMT #8X &% F & IL-6/
STAT3 ESEEMFM RT-qPCR &R Wn, 5
si-nc ZH #H kb, si-circHIPK3 2H 28 Jitl %) N-Cadherin/
CDH2 IL-6 MMP2 Fl MMP9 mRNA 235 7K FEAK,
ERAG IR X (F =6.484 ,19.17,11.45,
176.3;P =0.03,P <0.001 ,P =0.046,P =0.045) ,
ifii E-Cadherin/CDHI mRNA FiE/K-ThiEr, 255K
Biit#E L (F=15.28,P<0.001), WLIE& 7, West-
ern blot Z5 R W7~ , 5 si-ne Z14H kb, si-circHIPK3 41
MY N-Cadherin MMP2 MMP9 F1 pSTAT3 % [ %
AR EALIEME (F = 1. 646 1. 791 1. 862 1. 794 ;P =
0.006,P =0.017,P =0.012,P =0. 003) ; E-Cadherin

A si-ncZfl

C si-ncZfl

si-circHIPK 34

si-circHIPK 3 4.

BRI E(F=6.36,P =0.02), iXLbghii
W, T circHIPK3 {2 i#F E-Cadherin &3k , 11 41
N-Cadherin , MMP2 MMP9 il pSTAT3 ik, UL 8,

A si-ncZfl si-circHIPK 34
Oh
24 h
B
L5r —gsi-nc4l
si-circHIPK 34
210t
=
= ek
.,%
EE 0.5F
0

0h 24h
El 5 TiF circHIPK3 Xt 5-8F 8% B 21 & 88 S 89 2
A KRR 5-8F 4 i A9 1E 45 ik 77 ; bar = 100 wm; B T3
circHIPK3 J& 5-8F 41 fifd Xl JE i & 6E 1 i it Bl 5 sione 4 HEK
**P<0.01

)

—_

(=3

(=3

(=1
1

800 —|_

600
400 *

0

si-ncZl  si-circHIPK34f

LR IR B (A

800

600 |-

400

*%
ol 22
0

si-ncZl  si-circHIPK34H

MR ER ()

B 6 T circHIPK3 Xf 5-8F A fafYiT #I0{E 288 RN
A . Transwell TE# 5-8F 40082 g 1 ;B Tk circHIPK3 J5 i B 40 %k H 4811 1/ ; C : Transwell A 5-8F AR 28 RE N ;D T3
circHIPK3 J&5 12 284108 H 481 s bar =100 pum ;45 si-ne A AL * P <0.05, * * P <0. 01
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4r Jsi-ncé
5 . si-circHIPK 320
2
93T
45:&
2 -
z
g
Tt ol
) [k [k
sk %
0

circHIPK3 CDH1 CDH2 IL-6 MMP2 MMP9
B 7 RT-qPCR #:ill 5-8F 4 E-Cadherin N-Cadherin JIL-6
MMP2 #1 MMP9 mRNA B3R %
5 si-ne 411L%: " P<0.05,"*P<0.01,*** P <0.001

1 2 ku
E-Cadherin 132
N-Cadherin 140
MMP2 70
MMP9 90
pSTAT3(Tyr705) 86
STAT3 86
GAPDH 37

B8 Western blot ;%46 5-8F 4l &7 E-Cadherin,N-Cadherin
MMP2, MMP9 pSTAT3 71 STAT3 & A HI&KIE
1:si-nc 4 ;2 ;si-circHIPK3 21

2.6 ERFIEEAEMER GO KEGG IhEEH
5 si-ne ZHAH L, si-circHIPK3 ZH 404 705 3 &

A B a0
500 ¢
z 400 %
junng
= 300
s
4 =
ﬂé 200 E 60
" S
i 2
= 100 5
H < 30
0 N N
T i
0

A 2 R R b 257 AN RS R A
48 P IEHFFGE T, #2500 R, AL45922. 1,
SCO, AL136295. 1 F1 ISY1-RAB43 £33k Fil (P <
0.05), BIVM-ERCC5, FAM47E-STBDI, INOSOB-
WBP1 . NAIP, C150rf38-AP3S2 . BCL21.2-PABPN1 il
SMIMI1B 253235 F1H (P <0.05) , WLIE 9, XFArf
ZRRIRFLHIAT GO TIREFERE, 0 = KIe A:Wad
2 (biological process) | 4l il 4 73 ( cellular compo-
nent) 73 T3 HE ( molecular function) , &5 RN, %
SR AR T AN A4 4y B MBS R AR A
D3, 5 K ) A 3l 2 A 455 A st B — A
& AEIET A R, B Ot L
YERRZE YRR, 22 S5 3k ORI &5 51, X Lk
17 KEGG *EWid w5 S by, 45 R R W, 2 R 5L
AR i B LR R B, AR MR A A A
fRACE&EAE, WL 10,
it
U IR _EA 56 NPC HiL 7 A7 T it 4 | (HL IR H:
RIREEE , ZHURF LW G R G, 5= % L
BEGEREEAT, KL, &4 NPC 405452 (1) 5
FHLHFFE A8 Y], Fo 28 circRNAs f R #5383k
B K RAEVE 22 280 () i i JE b R BAE T, X
f#i45 circRNAs R 7T B8 W R i iE 1697 W 7E 1 TS
A YIRS RGP cireHIPK3 B4 B 7F
VEZ ARG g vh 323k, AL NPC il 88 & 25
FAE . GEO Budl 43 BT 8 i 7R , NPC 414 cir-
cHIPK3 MUEA#AE NPC 44 i E 440, X 5 Ke et
al I 4 R —EL,

A

3 Te

Significant
Down
Not
UP
-5 -10 -5 0 5 10
log, (Fold change)

B9 ERRZEEHBZITRALE

A 2 RIRFEN B AR B 22 57

(C)1994-2023 China Academic Journal Electronic Publishing House. All rights reserved.
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A ~ DE 378
100 All 11 150
& 37 &
s L 4 =}
g 10 1115 §
kS kS
2 5}
& ES
N 13 E
5 1 1 #
=9
0.1 !
’ 11
Biological process Cellular component Molecular function
B

Statistics of pathway Enrichment

gene_number
4
8
12
16

Diff
Up
Up & down

q value
1.00

0.75
0.50
0.25
0.00

3 6 9
Rich factor

E10 GO FB-HHELZITER KEGG EENHE
A GO TR G ARG X ok GO = KRR 900 8, = KRR AFRIR ;Y il (£) FR BRI S HEH
o i BT 4 2 B EERECE B0 B 43 L Y il (O ) 3R 1200 24 b B B R4 s B KEGG 5 52 43 sCtR 1815 X il - Rich Factor , 3 75 0 3 14 3 PR 4 &
G SN B FE R B 575 SRR R SR B2 I A S R E A LA, OSB3 3200 6 i BRI R H R 2 | & R B ol | 25 S A i
K5 Y il w4 L A0 44 R (PRETT 20 B AR )

ZWIE W | circHIPK3 7F NPC 40l & 5-8F S E T miRNA-338-3p 1l 8 i 471) I 98 200 i ) 4
Eeik, NI circHIPK3 0] LIS 5-8F 21 fifd ity 8 i | AR ZE, HEMEIE ) SR, circHIPK3/miR-4288/
TBAEZE, FERAHED % circHIPK3 $13£ik  ELF3 S 5 NPC 4i i /Y 14 58 F1 {2 28 1Y o 455
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EMT 2IEH AT MEZ SR, EMT 5%/
PO 5 9 E T R RN i R e e A ) R
A TR AR UL g 2 28 1 RN A% i 1 D A
SR, circHIPK3 7E NPC 4 fd 4% % 1 1 72 v 02 75
BEE EMT &4, Ly B ity BLARAS 538 B 475 AN B
W, ZBHRE R WoR , MUK circHIPK3 J5 NPC 21l
(B PR 2268 ) B &5 , I B N-Cadherin
MMP2 Fl MMP9 Fl IL-6/STAT3 3%35 7KV 14 B A% &
E-Cadherin 3535 7K -1 i 2 7+ . N-Cadherin X FR
FLALIF R -2, e —Fh i CDH2 JE R gt 78 2 Fh el
U IR IR B A 3 20 6 5] 8 BT 200 68 1) 55 RSS2 1
E-Cadherin WHEHR R FEME -1, H CDHI F:H 9
i, R fiG & B H  A R ) RS AL 28U b
FAEA. R SE R TN , E-Cadherin TER] 5 JIf
I AN LR S L 2 1 2R D 5 I AR P B I PR
ArHA 5L IEAH &, 1 N-Cadherin FH . [RVRE B, 9 8%
VR E-cadherin 1618 P S 00 4 M4 41 PHE R
IBRE T NPC 4H2H 1 N-cadherin W22 325 DU Wil 47 AH
2, SiX e oe gl R — 80, AWFIE R I E R iR
ZZREJTHCIR Y NPC 4 il IR 3R 35 E-cadherin [ [A] if
fR1 ¢35 N-cadherin , iR FIR 2R HE S 8855 1Y si-cir-
cHIPK3 41 NPC 4 UIAH i . 240 4/ 35 Jo 0 e 3
(7)) ol LA ek 98 2t 3% 1) 55— 1 g B, HLE o fip 2 g
(R B I . MMP2 1 MMP9 J& T35 i 4x
R 2 P il R R G0, AR S o fie 24 B &/ 5 T ) e il
TEA S IR 10058 26 B, B B R4 28 vh 1) 1 AR
FH. PEikiE , MMP2 25 NPC (IR BRI
b A AN RS, AN, PSR A
it ERK 15 5 g NPC 441 MMP2 3Rk,
R0 6 A0 AR 22 A BRI R o
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The mechanism underlying circHIPK3 promotes the migration and

invasion of nasopharyngeal carcinoma cells 5-8F
Shao Wenting', Lv Lei’, Gao Jin’
(' Graduate School, Wannan Medical College, Wuhu 241002 ;> Cancer Epigenetics Program,
*Dept of Radiation Oncology, West Region, The First Affiliated Hospital of University of
Science and Technology of China, Hefer 230031)

Abstract Objective To explore the role and molecular mechanism of circHIPK3 in the migration and invasion of
nasopharyngeal carcinoma cells. Methods Firstly, we searched public databases and analyzed the expression level
of circHIPK3 in nasopharyngeal carcinoma tissues and non-cancerous tissues in Gene Expression Database (GEO).
Then, the circHIPK3 siRNA was synthesized and transfected into the NPC cell line 5-8F. After validate the effi-
ciency of circHIPK3 knockdown, the proliferation, migration and invasion capacities of 5-8F cells were evaluated
by CCK-8, wound healing and transwell assay. Meanwhile, the mRNA and protein expression of downstream
genes, including CDHI , CDH2 , MMP2 , MMP9 and IL-6/STAT3 were determined by RT-qPCR and Western blot.
Finally, transcriptome sequencing technology was used to analyze the significantly differentially expressed genes af-
ter the interference of circHIPK3-siRNA in 5-8F cells, in order to find out the key genes mediating the oncogenesis
role of circHIPK3. Results circHIPK3 expression significantly increased in nasopharyngeal carcinoma tissues com-
pared with non-cancerous tissues ( P <0.05). After siRNA-specific knockdown of circHIPK3 expression in 5-8F
cells, the proliferation, scratch healing rate, and the number of migrated /invaded cells were significantly reduced
(P<0.05, P<0.01, P<0.05 respectively ). Meanwhile, the mRNA and protein levels of CDHI significantly in-
creased (P <0.001), but the CDH2, MMP2 , MMP9 , IL-6/STAT3 mRNA and protein levels were significantly re-
duced (P <0.05). Further analysis by RNA-seq showed that the expression of AL645922.1, SCO,, AL136295. 1
and ISY1-RAB43 was significantly up-regulated (P <0.05), and the expression of BIVM-ERCCS, FAM47E-ST-
BD1, INO8OB-WBP1, NAIP, C150rf38-AP3S2, BCL21.2-PABPNI1 and SMIM11B was significantly down-regulated
(P <0.05) in circHIPK3-siRNA transfected 5-8F cells. Conclusion circHIPK3 expression is significantly upreg-
ulated in nasopharyngeal carcinoma tissues. circHIPK3 promotes 5-8F cells proliferation, migration and invasion by
regulating the expression of E-Cadherin, N-Cadherin, MMP2 , MMP9 and 1L-6/STAT3. Genes such as AL645922.
1 and BIVM-ERCCS may play a key role in promoting the migration and invasion of nasopharyngeal carcinoma 5-8F
cells mediated by circHIPK3.

Key words circHIPK3 ;5-8F cells;nasopharyngeal carcinoma ;migration and invasion ;transcriptome sequencing



