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CDH18 ifiid Wnt/B-catenin 15 5@ B2 5 FUE 40 sl AT #51
TR, Y, OB 1, B, R, EWR Y, Ui R
COF 7R BE 2B / Bl Ty 5 RO s AR 2 R fU kI %, AT 832002; 2B
et 15 DU R Be A e B A R, £ 8350000
HE By BahEdvEap bl AR E A 18 (CDHIS) #: K5 id Wnt/B-catenin {55
RN AU AR S S B AT A B DR . F5R AEWME B STRING #u#s & (http://en.string-db.org)
Xf 5 CDHI8 HEHAMIEAEMK 7 74T 2wt A AHAEYEE ¥ AutoDock A
(http://autodock.scripps.edu) 5E& XAV939 il B-iE K (B-catenin) 15T X 4% BT EOEILE
FEVG R CDHI8 HE K520 B-catenin 7520 i FURI4HMIAZ 1K) 43047 s SR EdU SE5G . 40 Bl JR sk
IR Transwell SEIGAG I Ik . Fifik CDHIS 3K A1 Wnt/B-catenin {5 5 38 % 31l 77 XAV939 Ab Hf %
N IG TR AT AL BE SIS SR Western blot Aol FIAMEK CDHIS FFIAM XAVI39 ALRLXS
Wnt/B-catenin 15 5 @HEAH I B-catenin. T A /b LRGSR K 1 4 (TCF4) 12 0 # 4H By
WL (c-Myce) FIEKFHIFEN. 4558 SiHa Al HeLa 4id %1k CDHIS #E[HJ5 Wnt/B-catenin
(G518 71 B-catenin, TCF4 Fl c-Mye B8 HRIA KGN, GSK-3B fE HFRIEKF, 4
WTEALT R B IR TE, ZRAASIHFE X (P<0.05) . MKk, Mk CDHIS 3 F 5 Wnt/B-catenin {5
SIS 5> T B-catenin. TCF4 Al c-Myc B8 FZRIAK 8>, GSK-3B M FIRIAKFHEI, i3y
FHRIERS RE 1085, ZERAALI¥E Y (P<0.05) . ff SiHa Al HeLa 4Hfi NN XAV939 J,
Wnt/B-catenin 15 58 #& 73 7 B-catenin. TCF4 F1 c-Myc HIEE AR IAK P/, GSK-3p HIEHRiLK
SEHEIN, 4B TR AL RE 19SS, 2R BA SR L (P<0.05) « 4538 CDHI8 i#id Wnt/B-catenin
155 B (i 1k 2 290 4 L S T AT RS e
XA CDHIS; E3UE; Wnt/B-catenin {55 H; XAV939; 4HAuIbsE; 4L
&5 ES R392.9
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Abstract Objective To reveal the effects of overexpression and knockdown of CDHI8 gene on cervical
cancer proliferation and migration levels through the Wnt/B-catenin signaling pathway in cervical cancer
cells. Methods A comprehensive analysis of CDHI18-interacting molecules was performed via the
bioinformatics STRING database (http://cn.string-db.org). Molecular docking between XAV939 and
B-catenin was performed using the bioinformatics tool AutoDock (http://autodock.scripps.edu). The effect of
CDH18 on B-catenin subcellular distribution was detected by laser confocal microscopy. EAU assay, wound
healing assay and Transwell assay were used to detect the effects of CDHI8 gene overexpression, CDHI8
gene knockdown and the Wnt/B-catenin inhibitor XAV939 on cell proliferation and migration. Western blot
was performed to measure the expression levels of Wnt/B-catenin pathway-related molecules, including
B-catenin, transcription factor 4 (TCF4), and cellular myelocytomatosis oncogene (c-Myc), following
CDHI18 gene overexpression, CDHI8 gene knockdown, or XAV939 treatment. Results In SiHa and
HeLa cells, CDHI8 gene overexpression significantly increased the protein expression levels of -catenin,
TCF4 and c-Myc, decreased the protein expression of GSK-3B, and enhanced cell proliferation and
migration, with statistically significant differences (P<0.05). Conversely, CDHI8 gene knockdown
significantly reduced the protein expression of B-catenin, TCF4 and c-Myc, elevated GSK-3f expression,
and suppressed cell proliferation and migration (P<0.05).Treatment with XAV939 in SiHa and HeLa cells
downregulated B-catenin, TCF4 and c-Myc, upregulated GSK-3B, and inhibited cell proliferation and
migration, with significant differences (P < 0.05). Conclusion CDHI18 promotes the proliferation and

migration of cervical cancer cells via the Wnt/B-catenin signaling pathway.

Key words CDHI18; cervical cancer, Wnt/B-catenin signaling pathway; XAV939; cell proliferation; cell
migration

Fund programs National Natural Science Foundation of China (Nos. 82060518, U1503125)

Corresponding author Pan Zemin, E-mail: panteacher89@sina.com



B U (cervical cancer, CC) J& A BR AV A AN T FLIRE AN 45 EL I i iRr . ALk
Wi e (human papilloma virus, HPV) &5 38U i £ 2 IE0R KR, BIRH BT ARG ST
AT SEH e B R AR A, (R RS VRO R K IH = e R A A, T B R

PRE A 18, WHHRIE CDHI4, 2 —FhipAfEi iR L) 11 B dgs Rk e, ARl
ML Rgeh kW, W SCRCHRGE, CDHIS HEDRTE B 9 h LA 58 I8 ) f 6 R 4% B MR e LY 3 -
A/ R (B B /5 5% (phosphatidylinositol 3-kinase/protein kinase B, PI3K/AKT) i & 410
WA AER . [FBS, XCAWFRIHRIE, CDHI8 H:FJ& M irhE i KSR A R, JFHYS
BTG, S 512 MR AEMR . RIS R T CDHIS FERIX B U SiHa Al HeLa 41
WFEAT AR I 20 T B

1 MRS
L1 EEHM. R

EAAAT: 4IMEREIRIT SiHa A1 HeLa 40 R H RO F 3 EMRHARA R EdU
Imaging Kits (Cy3) WA &M H FigHEAMRHAR AR PEL #4415, B-catenin Monoclonal
antibody 1 I =AM B ARG IR AT, Wnt/B-catenin {55 3B EIMHI 7] XAVI39 [ i Tt
MBEZRHEA AT CDHIS KK i F ik MR SR b i 5 F | 254 R IR A ®]: CDHIS £ 57,
FEPUARI A BN B2 EMEARA IR AR T 40/ EFEE 38 K+ (transcription factor 4, TCF4)
BT PR ARE JFA R B4E-3  (glycogen synthase kinase-3 , GSK-3() H 5w BEHiiAI [ iR 5
EMEARAIRAT]; c-Myc (4HEHELN IR, cellular Myelocytomatosis oncogene) F. i [T
I B 15 8 B AR LW R A R B Mouse Anti-GAPDH mAb #1111 2£ 50/ Bl 1gG/BIR I AL B br
W E AP S EMBEARAIR AR CY3 il i 51/ IgG Al Alexa Fluor 488 #xic L4t
1gG W R ZE 4 R AE R BR A A

IS 5% CO MEIR AN F#4H (35[E Thermofisher A, 5 308261-2731) 5 %3
B 2% (Olympus Corporation, 15 : 8E47050) ; 4G & (J1REHEA R A#], A5 : MSC 1.2);
FE AR O (il E AR AR, A5 Multifuge X 1R) 5 TR RV, B, K OONEE
bR (£ Bio-Rad £ TFEAF], A5 : 041BR316470) 5 IF BRI EMEBL (HAJERE, A5 : Nikon
Eclipse C1)
1.2 HAEIESR K ANHIF XAVI39 fFTH]

AN T &8 10%~15%KI852FE IE A 500 uL M4 R 58 IR 3E7E 37 °C. CO, 8%
FEAEHRETE, [FIN, XAV939 A DMSO #iE iR FE A 20 pmol/L HIBRRME,  FFRs BEER B 22 5258 fir



FTIRE (1. 2. 4. 8 F116 pumol/L) HHT 54525 .
1.3 t e R S M ik
1.3.1 B EIE CDH18 ERFMFAK CDH18 ZER T

Mgt Rk CDHIS JEFRIFURL, JUORI5 H Fifg o B 3L R A m P B vk A gt . BRI 2Rk
homo CDHI18, ¥ifE# 4N pcDNA3.1(+), waFENL 58 BamHI/EcoRl. I RIEEARPITLA TR N:
FAFEER (Ampicillin) , B 1A AT RIERA pcDNA3.L (+) EiE. [F A # K CDHIS 3
ISR, kLYY i P R A B B B AR . DR A2 FR BB 50 CDH18-Homo-1050
A CDHI18-Homo-2603 , # & % # A  pGPU6/GFP/Neo-CDH18-Homo-1050  F
pGPU6/GFP/Neo-CDH18-Homo-2603 , #& J¥ %] 4 S5S'ATGACCCTACCTATGGAAACA3' F
5TCCACCCTGGAAAGCATAGAT3', mfk#ifAmibiAE Rz A: FHER (Kanamycin) , #AEJH R
K DL 1B

B 1 idRiE CDH18 HFH (A) FFfk CDH18 BE (B) FkiE i
Fig. 1 Plasmid map of CDH18 gene overexpression (A)and CDH18 gene knockdown (B) constructs

R 1 wf&k CDHI8 ZEFH KT RLFF(E S

Tab. 1 Sequence information of CDH18 gene knockdown plasmid

Gene Locus Sequence
Sh-CDH18-1050 CDH18-Homo-1050 ATGACCCTACCTATG
Sh-CDH18-2603 CDH18-Homo-2603 s aaACA

TCCACCCTGGAAAGCATAGAT

1.3.2 FaER YR



I PEI & 4475 43 Ji) e e %% ¢ SiHa 1 HeLa FIFRZHIRIE, K qHBHEAN T 6 FLAR . £5 40 fr) %5
FEIEFIZ) 70% /547, F PELEG QR FIEATR @ e d, 48~72 h J5 I & 400 pL G418 ()58 &1 7R kiR
o o 14 e Qe O 4 GRS NC AT BB ZH . 2 NI CDHIS BRI SEEG2H . NC i ik xf il
AL RIS CDHIS SER LI , 4y Rlfr 44 shNC 41, shCDH18-1 41, shCDH18-2 41. NC 4.
OE-CDH18 .

1.4 EdU 403856 S5

£ 96 FLAR N EEFLAH K Z) 8 000 AN4H, JIAMKEDY 10 pmol/L #) EAU TAEW, 1E 37 °C. 5%
CO M FIFREL 2 h 5, I 4%% KR IR € 15 min G540 3 7%, FFIIA 0.5% Triton
X-100 @37 20 min. #ZHRAFE U WIRCE Click KRR, FIRECHEE 30 min [FUEEARE, FHH
DAPI B0 4iffit% 5 min, 5 HPOCEMEMEIRERE, @IS BEdU BHVEZHH & 240
F BB APty 240 ff 1 B
1.5 4HAEE 719 E

AHREEAN T 96 FLIR, —MEFFL 5x10°~x 10141, FEFLEFFREAAR 200 uL, FAHZE D 5 AFAL,
B ¥R 2 37 °C COp HEFRAAMBER 7 . dHAUIGBEJS, NS AFEKEE XAV939 [ IRk, ik B 5
FrmlE] (24, 48, 72 h) o ArHILERRNEFA] S REFLIIA 20 uL MTT ), BEFRMaksii s 3 he W3
FLN _EISW &AL 150 pL DMSO, #4 96 fLER B T 88K LR 15 min, BEHR O E BN 490 nm,
BEHUFLIROG R (absorbance, 4) fH.

1.6 Western blot %6

K Fl BCA VERIBEAR DL A M8, VHERE G UK o MR e 45 Rk LAY, B 3ET SDS-PAGE
Bk, BRI, B, TE 4 °CUKFEIET—P1 (CDHI8 Z sif#Edifk; B-catenin, GSK-3B. c-Myc il
TCF4 S5 R i fEpifh: MoBLLBI 111000 HEER. KHEW—HT, 1XTBST B/ 3 R, &k
10 min, IINFERELF I RARE — 90 TR QBP0 R IgGrBiid S ighsic, Ffetbsly 10
5000; tZEPif 1gG/HARE S YIBEbric, FRELLBIA 1010 0000 , =WEFFH 2h, FF $i, 1 XTBST
BRI 3 o TN AR A, ARYEE 5 5 B R BE MR 8], RIS R
1.7 Transwell 524

HEATA AT H 1F 24 FLBCR S0 600 ul %5 15% FBS {35356 S 1/ = B T 24 FLIRA
ECH RN 56 A 0 5 B IR A 35 200 pL A b5, BE9RAHHR 8T 9% 36 h JSURRE, MRS R
EEARAM, A 4%% R E 30 min, FHZ5 S 30 min, 1XPBS ¥ 3, FRERSH
Mg & 4, TR IR 3 ML ISR 40 I T4
1.8 4RI L5



75 6 FLBUHHOEREN FLIOLE ARy 4 X 1034, 18 37 °C CO, B34 h i 3 B A it &
FIEF] 100%]J5 FH 200 pL Mk B B EFLR R 3 404k, FEHC S22 A 6 FLAK G T BB & i
3% MEZk, H 1XPBSIEVE 2 UIF MK T LG SR MIE R 77 55, 7 0 h #1 24 h LREF[R— I /]
IR, WAL ESRE .

1.9 BOLHRETOLEBMEER

KRR T 6 FLBR . H, {EH 4%2 BEWEEREE 15 mine JIA 2 mL 1XPBS, fEHE
PEIR b, PL#SE 80~120 r/min ¥ 2 min, ¥t 3 Y. JIA 200 pL ¥R Z A 0.2%1] Triton iR57, 1+ 3
min. FE/EH 1 XPBS ¥ 3 K. MM 2 mL iKEN 5% BSA SR, TRNGZETTIFAE 37 °CHIIR
FEAN, TR 30 mine HL 2 /N 1.5mL Ep &, 43I0 800 uL 5% BSA, F A B-Catenin Hiff, 7E
FLRRIALE M 10100 [ 200 uL ] B-Catenin — i, 4 °CH¥H 24 ho W HL NG, MELE 37 °C
(B N AR 30 mine BN 101500 ) 200 pL 4T, BT 37 CCIRAANIFE 2 h. SFEEAE.
WEEERIG, H 1XPBS ¥t 4 k. EFLRIIAIEMA 200 uL DAPL 44, THE 15 mine AR
K, IR, SR,

1.10 A£WfE R ZEmN

STRING #¥#& /% (http://cn.string-db.org) X} 5 CDHI18 A #H HAE M K4 AT &4, AWiE R
22 AutoDock 4 Chttp:/autodock.scripps.edu) 528 XAV939 Fil B-3EI 2K [ 170 1% 2.

1.11 itk

K H Imagel X EHEFE47 838, SRS 3 IR, e RS HrkH SPSS 26.0, P<0.05
NEREAG R L.

2 R
2.1 EFVEHEH CDHI8 5 B-catenin B — MM

FAY15 B2 STRING $#5 % (http://cn.string-db.org) X5 CDHI18 4 AH HAE K4 73T 41
O, WA XTI B 5 AMHISCIER (B 2A) , Hidh CTNNBI MCPEf . JFH] HiDock 731
A (http://www.hidock.org) %t CDHI8 5 B-catenin #EAT X208 (& 2B) . ¥l ik CDHIS
BE TR A TR 43 RS B #4428 SiHa Fl HeLa PiFPZHIA R, Western blot 3 E 45 R /R L Yl sy, %57
HASEE L (K 20)  (=61.30. 38.80, ¥J P<0.001) . fJa HOGIEI s Bt %
1% CDHI8 3£ J& 157 520 B-catenin 7E4H ML A A0 MUAZ ) 7041, Z5 R EoR (EI2D) , 1d3Rik CDHIS %
S, S5XTHRZ NC #HEL, B-catenin TEZHMIRZ 540 K 58 e BE 1G58, R R Gt e X
(t=17.12. 26.43, ¥J P<0.01) , iEWd#IE CDHIS FH ALk B-catenin F ik K F IR ¥L p-catenin K



FFEAZH I .

B 2 BEFELMF CDH18 5 B-catenin A5 1B &5 E 400 A 2 A B0 4T
Fig. 2 Analysis of the interaction between CDH18 and p-Catenin and its effects on their intracellular
distribution in cervical cancer cells
A: STRING database was used to predict molecules interacting with CDH18 protein; B: HiDock molecular
docking software was used to perform docking analysis between CDH18 and B-catenin; C: Western blot
assay was used to verify the transfection efficiency in SiHa and HeLa cells; D: Laser confocal microscopy

was used to detect the fluorescence intensity of B-catenin x100; **P<0.01, ***P<0.001 vs NC group.

2.2 EFik CDH18 EEiEiE Wnt/p-catenin 15 538 B 1 = Tk 40 i OB B AT AR B8 7



RN TR FRIE CDHIS BRI X} Wnt/B-catenin 15 58 #% 7> T RIA MM, F Western blot £l
B-catenin. GSK-3B. TCF4 Fll c-Myc iX 4 > Wnt/B-catenin 15 5 i@ B S48 /> 7 5 (R KIEK T, 45
REIR, CDHIS 3L FHEE T p-catenin. c-Myc Al TCF4 [k, BF{KT GSK-3p ik, #
REAFGIFEE L (B 3A) (1250701 93.60. 16.70. 33.94. 12.58. 6.19. 17.13. 55.30, P<0.05,
P<0.01, P<0.001) . EdU SE5&. Transwell 5246 F14H M RIIR SCRATI 25 S 7R, CDHIS it ik 44
H G TR AR OO I NC LR E 1 2, 400 77 I pe ) A& e B e 2 o, 22 e B Gt 23 (A
4A-4C) (=527, 11.40. 12.73. 17.36. 8.46. 18.14, P<0.05, P<0.01) . $E/ridFik CDHIS #:

A DU 4% Wnt/B-catenin {5 = 18 i AT 1 55 5 25078 20 0 A MG S AN RS BE 7

H

Bl 3 iE%ik CDHI8 ZEXT Wat/B-catenin 1558 BT ARIBKFHHOHT
Fig.3 Analysis of the effects of CDH18 gene overexpression on the expression levels of molecular
proteins in the Wnt/B-catenin signaling pathway
A: Western blot was performed to detect the protein expression levels of molecules related to the

Wnt/B-catenin signaling pathway; *P<0.05, **P<0.01, ***P<(0.001 vs NC group.



Bl 4 &%k CDHI8 FE BT Wnt/B-catenin {5558 B E 08 40 M 38 AR B8 72 R 4T
Fig.4 Analysis of the effects of CDH18 gene overexpression on proliferation and migration capacity
of cervical cancer cells through the Wnt/p-catenin signaling pathway
A: Transwell assay was used to detect cell migration ability x100; B: Wound healing assay was used to
measure cell migration ability x100; C: Wound healing assay was used to measure cell migration ability

x100; *P<0.05, **P<0.01 vs NC group.

2.3 BFESMPRRIE CDHI8 R 5% p-catenin Fik

R CDHI8 FEIK () b 43 7l B 2 5 4« %5 SiHa Al HeLa PR 4HL 2, Western blot SZ &R
HE ), Z3HAY0E L (B SA) (.=219.70. 184.20. 78.00. 13.77, P<0.01, P<0.001) .
BWOLILREZOLRME RN R SR (B 5B) , 5 NC #HAftk, CDHI8 M @EK)5, B-catenin 7E4H
Ntz 5 ania B ORI IR G, 2R BA G (1=14.50. 178.00. 46.74. 14.02, P<0.05,
P<0.01, P<0.001) . WEBIREAK CDHIS8 FEF AT LA B-catenin ik /K1 FH-BHAG B-catenin FE A0 o



B 5 ETURMM P RIE CDHIS ZFH 53} B-catenin FiE/KFREM AT
Fig.5 The effects of CDHI18 gene knockdown on -Catenin expression in cervical cancer cells
A: Western blot was used to verify the transfection efficiency in SiHa and HeLa cells; B: Laser confocal
microscopy was used to detect the fluorescence intensity of B-catenin x100; ®P<0.05, @@P<(.01, ®@@p<

0.001 vs shNC group.

2.4 P& CDH18 FEFEIE Wnt/p-catenin 15538 B 3] 'S B0 40 U BT 68 /1
TE 5 S M SiHa A1 HeLa F Rk CDHIS 2EA 5, H Western blot £l B-catenin. GSK-38.

TCF4 1 c-Myc iX 4 /> Wnt/B-catenin {5 5 18 I X8 8 H BRIA K, RER, @K CDHIS



FEPRIHIH] J B-catenin. c-Myc M TCF4 ()%, M5k | GSK-3p 3KIE, GSK-3p & FARIAK KA
gt L, HRWHSG IR (B 6A) (=179.90. 259.40. 83.32. 33.52. 67.23. 130.00. 31.56-
1.51. 16.21. 45.48. 24.12. 70.91. 105.40. 39.79, P<0.05, P<0.001) . EdU 5Z3%. Transwell 525
Fgh R SEEe 25 R BoR, K CDHIS &, AR EECER NC A, FF HA400 57 K Re 7 fil i

HRe TS, ZREFSFE N (E 6B, 7A-7C) (=5.05+ 5.51. 16.88. 13.25. 57.24. 51.62.

2.89. 35.15. 56.50. 38.74, P<0.05, P<0.01) . #&/ximiflc CDHI8 HE AT LU g 4% Wnt/B-catenin

T A AT R e G R G SEAE AR RE T

B 6 mifk CDHI8 ZFEXT Wnt/B-catenin 15518 BT & A RIEKF PR IYFERE 182 W 47
Fig. 6 Analysis of the effects of CDH18 gene knockdown on molecular protein expression levels and
proliferative capacity in the wnt/B-catenin signaling pathway
A: Western blot was used to detect the protein expression levels of molecules associated with the

Wnt/B-catenin signaling pathway; B: EdU assay was used to detect cell proliferation ability x100; ©P<0.05,



@@p<0.01, @“@@p<0.001 vs shNC group.

Bl 7 Ffik CDHI8 2K iE1E Wnt/B-catenin 15 518 B 5 SR 41 MU B 1 %200 24
Fig.7 Analysis of the effects of CDHI18 gene overexpression on migration capacity of cervical cancer
cells through the Wnt/B-catenin signaling pathway
A: Transwell assay was used to detect cell migration ability x100; B: Wound healing assay was used to

measure cell migration ability x100; @P<0.05, ®“@P<0.01; ®@@p<0.001 vs shNC group.

2.5 XAV939 DIFIBAKRE T AW Wnt/B-catenin 5 5@ EHIRIE
N T VHAE B-catenin #1155 XAV939 (& 8A) *F Wnt/B-catenin 15 5 1H B R IA TN, A — &1
Ty, SEATMEANT-5.0 KTF-7.0 RIMED /N T 5 B R4 G6e 17 (K1 8B) o M

EWIME 2% AutoDock U (http://autodock.scripps.edu) #1452 i XAV939 Al B-catenin 4> %f 4% (K]



8C) . f£ SiHa Al HeLa 40, BN XAV939, FF¥E 1. 2. 4. 8. 16 umol/L JL/NRFEERR K
PEAE XAV939 ST EE /R, MTT 45 R 7R, SiHa 1 HeLa 40 fA73 R T %, H XAV939 % SiHa
Al HeLa 4 A ICso 23 )42 1.719 umol/L A1 1.304 pmol/L (& 8E) . Western blot %% J tHilF 52 XAV939
PLFIE A P 7 sl B-catenin (I8 FAZRIAKF (B 8D)  (F #%=227.90, 222.70, P<0.001) . 5
NC #41tb%:, OE-CDHI8 %41 TCF4. c-Myc fEHRE T, GSK-3f IEHKIEFFC (SiHa: fosk3p=
44.96. trcpa=2.10+ fomye=14.11; HeLa: fGsk-3p=157.70+ t1cra=8.53. femyc=60.96, ¥J P<0.05) ; St
[Fif, TEid3RE CDHIS KA SiHa F1 HeLa ZHARAH I XAV939, 53 E/RE OE-CDHI8 4 Lh#,
OE-CDH18+XAV939 4 c-Myc 11 TCF4 1] 1 ik F#AIK, GSK-3B 1 8x H K IA T i (SiHa: fosk-33=3.56 -

trers=82.29+ temyc=101.40. HeLa: t6sk-3p=29.36 fe-myc=27.43, #J P<0.05) (& 8F) .



&l 8 XAV939 X Wnt/p-catenin 15538 B K FIE K PR W 247

Fig.8 Analysis of XAV939 mediated regulation of the wnt/B-catenin signaling pathway

A: Chemical structure of XAV939; B: Binding energy score of molecular docking between XAV939 and



B-catenin; C: Schematic diagram of molecular docking between XAV939 and B-catenin; D: Protein
expression level of B-catenin in cervical cancer cells treated with different concentrations of XAV939
detected by Western blot; E: ICso value of XAV939 against cervical cancer cells determined by MTT assay;
F: Protein expression levels of molecules related to the Wnt/B-catenin signaling pathway detected by
Western blot; ¥¥¥P<0.001 vs 0 umol/L group; *P<0.05, **P<0.01, ***P<0.001 vs NC group; *P<0.05,

#P<0.01, " P<0.001 vs OE-CDH18 group.

2.6 XAV939 J&iT Wnt/p-catenin {5518 E T = B0 4 MM AT H 8 7

N T HE— BRI XAVI39 & 5 AEE T X Wnt/B-catenin {7 53 B (10061 4 FH A T 5201 ‘2 25056 4 i
WEEATRERE F1, EILRIE CDHIS 2L ) SiHa Al HeLa 4HHH I XAV939, 4553 E/R XAV939 &
FHIHBRT CDH18 DR 1 3R %} 2 e 40 A3 e R R B e EAE T, 5 NC 4iLb%:, OE-CDHI18
HIMFEFEFERE 3G 5% (SiHa: ¢ ww=19.45. ¢ xs=4.65. 8.19; Hela: ¢ wn=13.51, t x=10.96. 6.92,
%1 P<0.05) ; Hit[FER, fEidEE CDHIS £ SiHa Ml HeLa ZHMEH A XAV939, Z5RERY
OE-CDH18 ZH Lt #;, OE-CDH18+XAV939 ZH 3858 FIIEH AE 1B MK, (SiHa: ¢ wu=4.201 :¢=9.83.13.02;
HeLa: ¢ wm=10.42 ¢ 6=23.70.6.55, 3] P<0.05) (] 9A-9C), it —FiE B CDH18 FE[Ki# i Wnt/B-catenin
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Fig.9 The effects of XAV939 on proliferation and migration capacity of cervical cancer cells through
the wnt/B-catenin pathway
A: EdU assay was used to detect cell proliferation ability x100; B: Transwell assay was used to detect cell
migration ability x100; C: Wound healing assay was used to detect cell migration ability x100; *P<0.05,

##P<(.01, **¥*P<0.001 vs NC group; “P<0.05, *#P<0.01 vs OE-CDH18 group.
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68 T GE M B BE /1 ERIE2I - B-catenin 7F Wnt/B-catenin {5 5 BB h K AL OAE R, 138 B R G & & A
FSON TG AP 4 L RS A2 A A 2 0GB B, 7E N0, U HOR IR (R R A6 R J A R I 2
GSK-3B /& Wnt/B-catenin 155 18 % A% O UK 7, {2 B-catenin [#f#, ‘FE B-catenin 7E
Wnt/B-catenin {5 538 # 1) %A K FFEALI3, c-Myc Al TCF4 /& Wnt/B-catenin {5 5 @ T i ) 5 B4 5%
Ky, WAZMAMERE, OFESE. 0. RETRRIEY AR SR, CDHIS F:ffE i
JE A B-catenin, c-Myc Fl TCF4 [ FHRIA/KFREF R, GSK-3p & HRIAKTFBERFL, #1
il 20 L 5T A B-catenin (IRETT, PRICZHMT 1Y) B-catenin BEHI £, B-catenin KEAZ. [FIH,
B-catenin FEAAMIIZE TCF4 454 FFEUE LI o-Myc, dtmifedt AT ae 1. MR, mdk
CDH18 #: [N & , B-catenin . c-Myc I TCF4 1A /K {53 FF{% , GSK-3p & ([ R IA /KT &5 3 7t &1, B-catenin
FELHNE R T IR ST, FEAEI AL Wnt/B-catenin 15 538 BEE PR 100, 200 MO0 56 FIT A% B 006k
55, R CDHI18 F=K@E Wnt/B-catenin {5 5 1 BE 520 5 29096 40 i 1) 38 58 AT #% R

XAV939 J& iz Wnt/B-catenin {7 5 il 2% ) /N7r T4, (23 B-catenin 1 FFAR, HZFH
W22 1 Wnt/B-catenin {5 5@ 8% A LS R TR, B XAVI39 WK FZ RN, & 3% SiHa ! HeLa
HHffLh B-catenin [ IR IL KPR EEAKIMEIEAC, B RIE CDHIS FEPR )= £ 40 f - m A
XAV939, K c-Myc Fl TCF4 [ ARIB KT B3 FEAK, FFHWH 7 ik RiE CDHIS BRI & 2 41
R 3G FEALE R e D) R HEVE A, 13t — B Ui ¥ CDH18 5 Wnt/B-catenin {5538 B4 AU AH G o

L5 LRTR, ARFFERY CDHIS SERITT LUl Wnt/B-catenin {5 5 8 5 51 5 2900 41 i fr) 33 5 AT
Bfe )y, NIRNIRE CDHI8 HERTE & 20 40 i b A AR F 43— LIS T8 O ORI, Dy SE L7
P S B0 MR AR A L BIIR E BRI A T BRI AKYE .
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