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[Abstract] Objective: To investigate the effects of Celastrus orbiculatus ethylacetate extract (COE) on macrophage

polarization and the underlying mechanisms in inhibiting the proliferation and migration of gastric cancer cells. Methods: THP-1
cells were stimulated with phorbol 12-myristate 13-acetate (PMA) , interleukin-4 (IL-4), and interleukin-13 (IL-13) to establish
an M2 macrophage polarization model. The cells were divided into three groups: MO group (treated with PMA at 100 pg-L"),
M2 group (treated with PMA at 100 wg+L" + IL-4 and IL-13 at 20 wg-L" each), and M2 + COE group (treated with PMA at
100 pg+ L' + IL-4 and IL-13 at 20 pg-L" each, and COE at 10 mg-L™"). Cell viability was assessed using the cell counting kit-8
(CCK-8) assay, and cell proliferation was evaluated by the EdU assay. The mRNA expression levels of macrophage polarization
markers, including interleukin-10 (IL-10), cluster of differentiation 206 (CD206), tumor necrosis factor-a (TNF-a), and cluster
of differentiation 86 (CD86), were determined by Real-time PCR. The levels of IL-10 and TNF-« in macrophage supernatants were
measured by ELISA. Western blot were performed to evaluate the expression of migration-related proteins in gastric cancer cells
treated with conditioned medium (CM) from COE-treated macrophages. Results: CCK-8 and EdU assays showed that, compared
with the M2-CM group, the M2 + COE-CM group significantly inhibited the proliferation of gastric cancer cells (P<0.05, P<0.01).
Compared with the MO group, the mRNA expression levels of IL-10 and CD206 in macrophages were significantly increased in the
M2 group (P<0.01). Compared with the M2 group, the M2 + COE group showed significantly decreased mRNA expression of IL-
10 and CD206 (P<0.01), while the mRNA expression of TNF-a and CD86 was significantly increased (P<0.01). In addition, the
level of IL-10 in the supernatant was decreased, whereas the level of TNF-« was significantly increased (P<0.05, P<0.01).
Western blot analysis demonstrated that, compared with the M2-CM group, the protein expression levels of Vimentin, MMP-2,
MMP-9, Snail, and Slug in AGS, HGC-27, and MKN28 cells were significantly reduced in the M2 + COE-CM group (P<0.05, P
<0.01). Conclusion: COE can inhibit the proliferation and migration of gastric cancer cells by regulating macrophage polarization.
The underlying mechanisms may be closely associated with the regulation of the epithelial-mesenchymal transition (EMT) process
via the TLR4/NF-«B signaling pathway.
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R EHFEAwRHEARAA, 75500 N
CL-0233.CL-0022,CL-0107,CL-0291, fif 4 41 g #4
Zonh STR Y E . 4 1 o O 4 Jf0 A% A e M R S 3 445
SRBY TR 8 A T 10~20 1KY 21 A

1.3 K5 RPMI 1640 4i Jitd £ 37 i ( € E Hyclone
5w LS AK30807642) ; THP-1 4 F K% 95 56 | 0 g
022w (PBS) 22 vh il (o 103 i 28 A= i B A R
SN ELHES 4y 5 WHAA24A094 . WHB824P281) ;
5 4 1L %5 ( 3¢ [E Gibeo 24 ] , it 5 B210665RP) ;
0.25% Jik & FH - & — eV £ 12 (EDTA) I AL .75
HERBEAW (AL R EREARA AL 555
51 240005008 ., 240001003 ) ; 9% % Fig (PMA) . A
LA = -4(IL-4) N H A A R -13(1L-13) (& [H
MCE A 7, #1t 5 4 %) 4014669 532274 .636904) ;
21 i 5 5 5 0 A I (CCK-8) IR A & . 5-L e sk -2 -
JIi S0 PR T (EdU ) 40 i 185 8 A D3 590 6 (e ) [
AW H R H R A A LS 4 o ATXH12021
ATXG18161) ;IL-10 i 98 P53 K+ -« ( TNF-o ) fiff 3%
B 28 W BRI 7 32 (ELISA) 3 57 & (DU B 3 B e A=
YR By A B2 L 543 51 S WZ06T4F08002
WZ050J025500) ; RNA Easy Fast 51 9 £ 41/40 Jf i
RNA $2 Bt 5 & (bt RAR AL RH A R AL it
‘5 Y2013) ; 5xPrimeScript RT Master Mix ( H &
Takara 72y A , #it 5 AIF2347A) ; EvaGreen 2x qPCR
Master Mix (il & &k Abm 23 7 , #it 5 JLC-A19393) ;
RELNEIRIE T HE (BCA) M VR BE 2 ik 7 & .
Western — U B . W6 B ( L3 = R AEWY)
e AR By A BR 2 &)L A5 43 51 060823231225,
AZ050,P0258) ;0.45 pm i 9 £ # (PVDF) fiit
( £ [® Millipore 22 #] , it 5 TPVH00010) ; 3 /& &
(Vimentin) | % 7 4 J& & H i (MMP) -2, MMP-9
$it & ( 22 B Thermo Fisher 2 & , 4t 5 4 % &
MAS5-16409 . MAS5-32705 . PA5-85197) ; %% 1§ & H
SNAI2(Slug) Pt A (#I = & A= 9 £ R A R AL it
5 12129-1-AP) ; B-WL 3l 5 H (B-actin) FT {4 (3 =
Sigma /A ], #t*5 A3854) ; i 4 % 5% [+ (Snail) Bt
A B 3 AL W i (HRP) 330 B9 2 BE %R S0 8 BR 15
H G(1gG) EHT/N R 1gG (3£ E CST 2 H L, it 7 5l
4 3879.7074.7076) ; 8 B3 5 Ak 5 KOG (ECL) 1k
R G & (O M T 28 5 A W RH A RS ) it
520240918) .

1.4 X% 1CO150 % CO, 5 % 46 (1% [E Memmert
5] ) sMSC1.2 B A 42 4 4 (€ [E Thermo A A ) 5
AR224CN B H1 - K °F ( 3¢ B Ahaus /A F] ) ; EnSpire
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H £ 1) 8 B bR M43 M X (55 1E PerkinElmer 23 A ) 5
1X73 7 A5] & 29¢ 56 B 45 ( H A& Olympus 24 A ) 5
S1000 %4 PCR 1% . Mini-Protean Tetra System %! i &
A, 3K X | Trans-Blot ¥ 75 % 4% . ChemiDoc XRS+#
BE I A% % 4t (25 [F Bio-Rad 2 7 ) ; LightCycler 96
AU ¢ 6 2 i PCRAY (& B Roche /A ) .
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RPN o O I S < G A = S R A
¥ Celastrus orbiculatus W) 2% . T4 I BE £ B4 1)
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AT . R EREW L MRS
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Sl =il 25 Je 6 Bl R TN R oy X LLLE Y 2R
B 6 PR A DA G S R )2 AR T LA B
By, i — A AR UE T S B R R AT A L i
FHTT % AR SERIE S LA K  MERR PRI 0.016 ¢ & T
BRI A 3 A (DMSO) 100 L Bii& .
FF B A 58 4V 0 1 AR (0 B AR WRIR IS L BRI AT
I V5 1Y 1640 15 35 35 10 mL, B J5 1 71 0.22 wm ## AL
8 RS E AT L 8 B A, B 44159 8 COE A2 T, FF0% 3L
BT 4 CCUKHE T RAF o AR 5250 Jr 22 e ) T 7 vk
(DMSO ZAR P43 %1<0.1% ) o

2.2 4NMEEE S THP-1 400 ffi I THP-1 & I 55 5%
FLHEFT HE R, N H 8 A0 M bk AGS \HGC-27 .MKN28
2 10% Ji6 28 05 1% 7 -5% 55 R IR A W 2
F5 RN B 40 2 BF 58 BT (RPMI) 1640 15 35 35 | iir 4 21
Ji T 37 °C \5%CO, M 414 F A5 55 5% B ik T
XoF B30 HE K T 40 i T S S A0 T S G

23 EFEEEAMEMA LA 1x 1074 5 % R
Qb B AR K B THP-1 40 I 3250 T 35 mm 40 15
FRILA A PMA fifi H 5 2 i 4 0 100 gL,
Br 3% 24 h 5 WSS SR 15 W BE 434k MO 78 I 4 i
FEBR C 410 W 40 i Ay - 8 Y, U8 i TL-4(20 g L)
FIIL-13(20 wg- L) 763 6 1) & R B 37 56 p | gk 2 b
F¥ 48 h L7553 FL A0 L DA MO ] M2 B3R A
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2.4 CCK-8 LR ARG T Frab THECE KM
THP-1 i i35 5 i MO M2 R 15 40 it , 3 1) L 4 AL
1x 1O*™ 4 J Y 42 o 25 B2 35 S0 Bl b T 96 FL AR, B IS
BT 37 °C 5% COMY ML BG T4 h AT 1 7% . 24 h)E
A3 9 N %5 0.10,20,40,80,100 mg-L" COE fY
RPMI 1640 55 32 3%, T M B 246 P HF & H 48 h
J& , TR LIS I CCK-8 ¥ W 10 L , 2k 252 7 40 Jif 1% 7
AR E 3 h, BE S T 2 D) 58 i AR AU AE 460 nm i
KRR A FL I WG A

FEMf % COE R Jc i A e B2 )5, THP-1 40 g
AT AL PR, B3 S DL 341 - MO 4H (PMA &b
PHZH) M2 4 (PMA+IL-4 IL-13 Zb ¥4 ) \M2+COE
ZH (PMA+IL-4 \IL-13+COE &b P 2 ) . 4% #H 40 il 28
25y Ab B 48 h 5, B4 A TG I T A9 RPMI 1640 35 57
e ARZ R R 24 h A WCAR A B S IR IE WL TE 4 °C
PL'5 000 remin”, B0 2420 12.5 em Y10 T &L
10 min, ] AR FREE(CM) .

Bt B0 K B89 AGS  HGC-27 Fil MKN28 4
JH, 25 IR Tt 9 Ak S R B 40 i B (5% 10° 4~ /mL)
J& 1% B AL 100 pLAK R 42 A T 96 fLAR b . K FR
24 h 5, ¥ P T 00 20 AR 85 3R JE 43 0 T 4 MO-CM
20 \M2-CM 20 Fl M2+COE-CM 41 , 4 20 % & 3 4> &l
LR G GRS A B R A R 5 9% . 24 h)E N CCK-8
VAT 0 B AR I A, 40 A5 R LA 25X
TR A T R = (A gy —A s ) (A = ) ¥
100% .
2.5 EdU K DU 20 B 38 5 O3 B4 KO AGS.,
HGC-27 F1 MKN28 4 Jifl , 4% R & L 2x 10* A4~ (4 £ 5
e T 24 fLIGE AP B AL 100 pL. H5FR 24 hjm e
#e 55 3% 5 MO-CM . M2-CM . M2+COE-CM , 4k %%
K5 R4 T B5 5% 24 he ARl EQU A Ff 1 78 A I 3 5
SR AL A 10 wmol L™ ) EAU T./F & 5 4k
SLER R 2 h, KRB IR m AL A 4% £ R g
S 200 L LA 22 48, % 36 N AE A 10 min, BEJS
W 2% [ 8 W, JF VR B WA T 3 R eI R IR R L
5 min. LA Triton X-100 38 % ¥ 200 wL, % &
% B 15 min 5 2 R0 3% WL, R IR 0 R U M R A
3 BIR S mine FERVEEIK, B LI AIBL Y Click
SV 200 pL, %= 3 T R OEIE E 30 min, W R K2
W, ARk % o 18 Hoechst 33342 #4740 fify
WY 0, B S 76 48] B 9O W RUEE T WS S B 45
2.6 Real-time PCR £ M IL-10. 4% fk #% 206
(CD206) .TNF-a .5 L. #% 86(CD86) mRNA #ikk
o Y HE MO-CM 4H \M2-CM 41 \M2+COE-CM 4 1Y

40 it , ¥4 8 RN A Easy Fast 3l ¥ 41 21/40 Jifd &L RNA #2
B & p9 U B EUE RNA . EIKIB &MU, T
RNase-free ) PCR 4 H il A RNA # i 1 000 ng, bl
J& A 5xPrimeScript RT Master Mix 2 pL, & 5 H
RNase-free /K #b & 2 S AT 20 pLo ¥ b ik 20 wL
SR CE T PCRAX Y, & 8 8 P I ) B il
cDNA., i EvaGreen 2xqPCR Master Mix iz 7| 1%
WY A5, X B 248 A AH DG A% & 4 IL-10 .CD206 .\ TNF-ar |
CD86 i) mRNA K P47 % . W 4514 : 95 °C,
600 s;95 °C, 10 s;55°C,10s;72 °C, 10 s,45 N 1F
;95°C,105,65°C,605s,97°C,1 s, LlpB-actinff
KNSl 205k B AR R R Y A X 3R A K
o MXGIWHAETAEY TR L) RGARA
G ST LR 1.

x1 5l9F5

Table 1 Primer Sequences

514 FPE(5'-3") K& /bp
IL-10 i CTTGCTGGAGGACTTTAAGGGTTAC 25
T CTTGATGTCTGGGTCTTGGTTCTC 24
CD206 ki TTCAGTGGACCATCGAGGAAGAGG 24
T iif ATGGCAACACACCCTGGCTTTC 22
TNF-«  I}if CTCATCTACTCCCAGGTCCTCTTC 24
Tt CGATGCGGCTGATGGTGTG 19

CD86  Iif TGTGGAACCAACACAATGGAGAGG 24
T AAACACGCTGGGCTTCATCAGATC 24
B-actin  |{if GCACTCTTCCAGCCTTCCTCCC 22

T GCGGATGTCCACGTCACACTTC 22

2.7 ELISA K&l IL-10 , TNF-a & £k X0 AL
e thohm A 100 WL Bk i d AR WA MO-CM 4
M2-CM 4 .M2+COE-CM 21 [ kf i, 7 37 °C &M R
BEE 1.5 h, B BR A N AR S5, 1) B LI AR ) R Ak
PR TAEW 100 L, 3 T 37 °C& A FHFE 1 he 07
H 56 UG RN TR AR s AR L. 4
& 17 B AL A HRP B45 &9 TAEW 100 pL, #AL
MiAE 37 CCAMF ML E 0.5 he )5 58 2 5 FR R
PR A, OF X5 Al L AT Tk % L B AL A TMB I )
90 pL,37 °CW¢ F 15~30 min, 4 L0 A & 1
50 WL DA Ok S s 1, A 22 2 RE i A 43
450 nm KT 4 LI BE A, A BREL G 45

2.8 THEHMBEEE L (Western blot) & Il 7 1 36 ik
K- ¥ AGS HGC-27 il MKN28 4 Jifd #2 Ff T 6 1L
M, 35 37 HWBE 2= 535 B H L 43 i A MO-CM 4 |
M2-CM 4 .M2+COE-CM 4 57 3% 24 h, $2& B 41 g 43
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G R BCA L8 i, AT - 208 356 ik 1R M - 2R
TR A4 T i 288 e H 7K (SDS-PAGE ) 43 85 48 11 f . H Tk
56 A K R T 5L B #) PVDF IR B 5 (6
TBST % PVDF 17 P8 i o PR & T 5% it H
Wb 7E S AE R E M 2 he TBSTIRWGER, In A
—Hi(1:1000) ,4 °CHF F & 7% , TBST ¥ B Ji5 m A
HRP FRiC A 5 (1:2 000) 5 F 2 h, TBST & W k&
JIEE % I T Y O ECL AR 2% KOG R, R T BE IR
UG F G O G 45 L (8 JH Tmage TR BEAT 5501
) R B AEL 5317

2.9 GiibsAabd ARWFSERH SPSS 16.0 Gi it 4k
PEATAH RO A 0 A b 3 H R BRI X £ 5
FeoR, WG4 R) H A SR B S AR AR e K 56, 2 AL AL 1] L
BRI H R ESN
(ANOVA) , 4 [8] W5 P 1L 8¢ fe/ J 3% 22 5535 (LSD)
K36 E AT 434, LA P<0.05 i 22 F A Gt 8 .
3 BR

3.1 COEXE MEAMMINE S5z m 18 FH e fe e
it P (TIMER ) 73 #r i 55 12 1 S e A M i) G 3% L 45
SRR B WA A 5 A A DG (P<0.01) , LI 4
JiL 55 9 1) ST I D 3 i o BRI A4 L. CCK-8
ZER R, 525 4] %8, 20.40.80.160 g+ L' COE %
i 4 s THP-1 09 3% 1A & 3 0 1 4E )1 (P<0.01) ,
LS AR A, {H COE R 52 i M2 B [ 16 41 Jifd 71
HOBE , L% 2, 3 B AN e I A B A 3R AROIR A,
A AR AL AR G SE B T ARG Al . P EERE 10 g- LV
1) COE I T Ja £ 1 52 5 o

%2 COEX THP-1F1 M2 HAiE AR IMHEER (X+s,n=3)

Table 2 Inhibitory effect of COE on proliferation of THP-1 cells
and M2 cells (x+s,n=3)

Bl 215 J A e B /mg - L K 4
THP-1 ki 2.00+0.42
COE#4l 10 1.810.40

20 1.59+0.42"

40 1.04+0.42"

80 0.35+0.01"

160 0.28+0.01"
M2 R 1.58+0.25
COE# 10 1.54+0.22
20 1.5140.22
40 1.49+0.21
80 1.49+0.23
160 1.49+0.23

5 A4 R U P<0.01
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3.2 COE#l M2 #Y F w3 240 i i A6 % ' 93 40 A 43
BERE IR AGS . HGC-27 Fl MKN28 4ii ity 75
MO-CM H A K B A4F , B S EHR . 5 MO4
B M2-CM 5 48 i ) 3% g 35 15, & W M2
AU B0 20 A A A% 1 1 R R RE A% 12 i R A0 0 1Y
B (P<0.05) . 5 M2 4 lL# , it A M2-COE-CM Ji
AGS . HGC-27 Hl MKN28 41 Jil 1% 1% 58 B & 52 3] 4
il , 240 M3 O B R R, SR M2 BB g 4 il 5 COE
rE g7 U B A W g A g A e 1R
(P<0.05,P<0.01), W3 K 1.

£3 CMXBEMAI AGS . HGC-27 F1 MKN28 1 78 9 4 ) 15 FI /9
B Gits,n=3)

Table 3 Inhibitory effect of CM on proliferation of gastric cancer

cells AGS,HGC-27,MKN28 (x+s,n=3)

W B A
e
AGS HGC-27 MKN28
MO 1.81£0.14 1.75+0.07 1.19+0.11
M2 4 2.40+0.12" 1.97+0.15" 1.53+0.18"
M2+COE 4 1.49+0.13Y 1.55+0.11% 0.79+0.12%

MO 4125 25 i B M PMA 100 wg- L' M2 21 45 24 i 5 ok ¥
PMA 100 wg+L'+IL-4 ,IL-13 20 pg-L™"'; M2+COE 41 %5 24 Jii & W &
PMA 100 pg*L'+IL-4.1L-1320 pg-L'+COE 10 mg-L™"; 5 M0 41 It
Y P<0.05,2P<0.01; 5 M2 4] I ¥ P<0.05,7P<0.01(F 4-3 8 [d])

3.3 COE X} F I 41 M A Ak AH OG5 5 ) mRNA K3k
KM A T MO, & 1L-4 IL-13 %31
M2 4 ) IL-10,CD206 mRNA % ik 7K - 1 3 i 3
A (P<0.01), FHI L TIE S T M2 R E W 40 i 1Y
Wtk . 5 M24 e, 4 COE 4B i) M2+COE 4
IL-10 #1 CD206 mRNA # ik /K F W % & %
(P<0.01), % B COE /&b B f& 9 il M2 %Y g 40 g i)
WAk . [FBF, M2+COE 41+ TNF-a fil CD86 mRNA
FIR AT B 3 TR (P<0.01) . LK 4

3.4 COE X E W 40 il b 3 v 40 g B 7 K - 19 5%
M ELISA Rl 45 2, 5 Mo 41 Lk %, M2 41 40
il F % IL-10 7K OF W 2 R IR (P<0.01) 5 i M2+
COE 41 40 g I %% v TL-10 7K 5F % M2 41 5 2 7+ &5
(P<0.01), 3% B COE &b B PP il T M2 &Y 5 I 41 Jifd (1)
Wtk . [RIEF, M2+COE £ 41 ifd | 7 b TNF-a i 7K F
A & B I (P<0.05) , % W] COE A B A F T M1 R
W A B A Ak . L S

3.5 COE il M2 Al F v 40 ffg 1% 1k X B % 40 e
Vimentin , MMP-2 ., MMP-9 . Snail , Slug 2 1 3 ik 1
W 5 M2 4 R, M2+COE 4 AGS . HGC-27
FMKN28 4il ifg ' Vimentin ,MMP-2 . MMP-9  Snail ,
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AGS HGC-27 MKN28

Hoechst33342

I : AMO-CM 41 ;B.M2-CM 41 ; C.M2+COE-CM 41 (& 2 [f])
E1 MO0.M2.M2+COE LtiEXt AGS.HGC-27 #1 MKN28 4 i1 18 58 8E S IS0 (A5 )X 200 wm)
Fig. 1 Impact of M0,M2,and M2+COE supernatants on proliferation of AGS,HGC-27,and MKN28 cells (Scale 200 um)

%4 COEZXIIL-10.CD206.TNF-a fl CD86 mRNA F ik /K F K HGC-27 MKN28

g (X+s,n=3) . .

Vimentin - — - 53 kDa
Table 4 Effect of COE on mRNA expression levels of IL-10,
CD206, TNF-a,and CD86 (x+s,n=3) MMP-2 ['ll ... ” o ey

B IL-10 CD206 TNF-a CD86

wers | N - “‘. 92 kDa
MO 41 0.93+0.01 1.08+0.05  0.94+0.04 0.93+0.04 I

M2 41 2.01£0.07” 47.60£0.03% 0.57£0.09*  0.24+0.03? Snail '. ' ..‘ - 29 kDa
M2+COE# 0.85+0.04” 15.07+0.04” 1.16+0.02* 0.67+0.07% -~ ' ‘ .
s RN TP e oo

&5 COEXIL-10.TNF-aRiEKFREN (X£s5,n=3)

Table S Effect of COE on expression of IL-10, TNF- a levels f-actin ..- .-- ... 42 kDa
(xs5,n=3) ng-L" A BC A BC ABSC
iR IL-10 TNF-a B 2 AGS.HGC-27 fl MKN28 £f fff Vimentin, MMP-2, MMP-9,
MO 28 291.11£15.57 98.96=4.08 Snail Slug K & 5 # ik
M2 41 27512421 087 133.5647 55 Fig. 2 Electrophoresis of protein expression of Vimentin,

) MMP-2, MMP-9, Snail, and Slug in AGS, HGC-27, and MKN28
M2+COE 41 345.91+13.25% 36.86+5.37% I
cells

Slug & F 119 3% 15 /K SF B I8 [ K (P<0.05, P<0.01) . HEFIS AR, S BN, BH B 45 00 5 0 S

WE 2, 3% 6-% 8. JeE I ) T B PR AL, AR E R R, X —
4 g S5 AL 5 e 9 G 5 R B B 0 T i WD A O L R 7 T
fih g8 19 & A B LR VTR N D IR ALY T AT AR A 00 ) 20 N B S Ak B B s 0 A AR B

K6 CMX AGS BB H Vimentin, MMP-2. MMP-9. Snail.Slug B B RiEH M (x+s,n=3)
Table 6 Effect of CM on expression of Vimentin, MMP-2, MMP-9, Snail, and Slug proteins in AGS Cells (x+s,n=3)

21 ) Vimentin/B-actin MMP-2/B-actin MMP-9/B-actin Snail/B-actin Slug/B-actin
MO 41 0.57+0.16 1.35+0.24 0.82+0.19 1.32+0.19 0.76+0.15
M2 41 0.64+0.18 1.27+0.24 0.97+0.16 1.76+0.17% 0.41+0.19
M2+COE 41 0.27+0.14> 0.80+0.24* 0.52+0.19" 1.38+0.21" 0.37+0.16"
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#7 CM¥ HGC-27 41 H Vimentin . MMP-2 . MMP-9.Snail.Slug & A RIEMZM (x+s,n=3)
Table 7 Effect of CM on expression of Vimentin, MMP-2, MMP-9, Snail, and Slug proteins in HGC-27 Cells (x+s,n=3)
20 5 Vimentin/B-actin MMP-2/B-actin MMP-9/B-actin Snail/B-actin Slug/B-actin
MO 2 0.71+£0.09 2.08+0.29 0.93+0.05 1.36+0.20 0.52+0.32
M2 4 0.65+0.11 2.14£0.35 0.87+0.05 1.88+0.21% 1.35£0.33%
M2+COE %1 0.47£0.10% 1.42+0.33" 0.77£0.07" 1.63+0.22% 0.94:0.34%
#*8 CM¥F MKN28 4l H Vimentin,MMP-2,MMP-9.Snail,Slug ® AFRIEMZ M (x+s,n=3)
Table 8 Effect of CM on expression of Vimentin, MMP-2, MMP-9, Snail, and Slug Proteins in MKN28 Cells(x+s,n=3)
215 Vimentin/B-actin MMP-2/B-actin MMP-9/B-actin Snail/B-actin Slug/B-actin
MO 4 0.74+0.12 0.29+0.06 0.64+0.31 1.07+0.12 0.74+0.14
M2 4 0.61+0.10 0.17+£0.01 1.19+0.03% 1.32+0.12 0.80+0.13
M2+COE 41 0.48+0.10" 0.12+0.06" 0.39+0.03" 1.04+0.13" 0.48+0.13"

TR B, 11T 5 s 40 A 000 AT Sl A 2 b L ) 3k ke R
Geny WL, S0 B S H I A . b, TAMEs 76 9 36 41 41
T b 98 0 J2E PR B A 5 e 1k R v R R A G B
PERY . D BIAE B2 A R, B R A B h i
TAMs 18 # B0 7 /9 M2 B G AL R . X fh
RUBE % 10 3 02 o IR 1y 1R 2 MR8 OF B S B iR
BRI RS B UIAE O YAN SR i o i —
HAE S, TAMs =K P2 5 E i R B R IEZ
B] A7 7 25 R AR G, Al 1 Sy ' s A8 3 1 S i B
£ MHh, bR - B AL (EMT) o B 76 e 41 i 5
TAMs I A0 B AR ] o 47 i 8 25 AR 68 Gl 0 2 2
0 J 1) {5 5 4% 42 HE R 1 AR RS IR BN RS
TE 5y F AL Z T, EMT B #% 0 REE S | K 40 i A ik
Yy n b Bz R4S %6 8 11 (E-cadherin) (41 A 26 11 189
A R T) T BT A M b AR [N pl 2 LA R AR
(N-cadherin) | Vimentin , £F 3% & (4 ] ) F >, H
W, Vimentin fE S —Fp B Z G (B 22 8 (1, fE A0 LY
45 ¥ R E LA L IE R ORI 9 1R 28 b R OC B AR
FH CAE IohJeg v 1 w8 2% 3K 18 A 5 0 1 0 Tk R
KT G A BB A5 . Snail M Slug J& T 445 454
SR N1, 7] o 454 E-cadherin 25 0 L K S 3 T
Y E-box X Il , 41 i L 2 35 , DT #E 3 EMT 9 i
T, FE MR R 2B B B b MMPs R & #5 4
HEAE . A b BRI Y U0 2R S, MM Ps BE [
fift 4 D b & BT R BRI R, b () MMP-2 AT MMP-9
EZ R MR (EiE SR M REMER D REE®H
BAER

AR 9T e B, 22 i 2S b 2 W) 3E S Toll A 52
& 4(TLR4)/NF-«B {5 5 # i 8 4% EMT i & , B3
HEHOIEAE N . TLRAAE R 6 K % 3R 40 19 G 5
RO 32 A, 789 B A SO R B A7 5 i S rh
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T A% U FR 0 o LI ok NS T i B i O A T 4%, L
S5 NF-wB 45 5 H A 55 R I A% 6 67, a0 g ) 42
22 Tl ROE A T R 3K, e 2 U R AL AR Y 5 E G 8 I
R A VE B Y S NF-xBAE A 48 5 W95 TP K,
fE A% It 8 2 40 B PR 1 3 DR 1) 3 SR AR T, 3 R i
R 1 R P 2R MBS . VUMMIDIGIRIDHAR
PO R B A E T A TLR4 R AL KR
T BEAE AL IR T 88/TIR L5 My Ik 5 5 i i T T
#-B(MyD88/TRIF )& il R 5545 . AL &l
I EMUT 10 i A 25 P 958 400 B 344 A 0l e 45 W S+
Tl B AL b 98 119 A= K, T 38 3 B BT NF-«B , 38 /> Snail
H 5%, I E-cadherin 1) F3kPY . &0 R 5
0450 LR 955 40 D MDD A-MB-231 41 Jiftl i # Fl = 28, [
filk MMP-2/MMP-9 % 1k , 1l ] NF-xB 1) £ 157, A
S AFF 9T I 3 7K F AR )2 TR AR T COE
A /E R AL . B 55 & B, COE fig % 10 il M2 Y 5 b
20 B B A, 0 ) g A0 R A 1 AR ) R A 02 8l
N # % F2 A 5 % 11 Vimentin, MMP-2, MMP-9
Snail \Slug ) KA K P 3 28 7% 3 TR A B % COE
BT I 2R SR LR T AR

I B 25 CBR B £ B, TAMs =35 5243 Ay R ol A
287 M1 BRI M2 28, M1 [ I 41 i B 0% 4
& 40 ML PR T, W IL-2  IL-6 .\ TNF-ar, B A 55 FBE A
P, 5 I 0 R S RN LA TR AR A AR &
00450 b g6 A KR B A LT . T M2 B Iv 24 Jif D)
43 W IL-10 IL-13 4k A K I ¥ -B(TGF-B) % H A
G 8 I A A B 9% 40 R DR, Sk e R A K AR A
FHE 35 1 b A Ak 2 A0 1) I 40 ek 88 A B
R ¥ 2 RN TR A AR R, L[R]3 ) 25 fie 98 1% ik
HEE A, AR SR 25 R R W], 4 COE 4 )5 TL-10 F11
CD206 1) £2 35 K - [ K, TNF-a Al CD86 Y 3 1k 7K
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VIt , 2R W1 COE Ab 38 A 41 il M2 AU I 48 Jf A A%
Ak, A HE MRS 5 A4 % ARk, DA T R e o e 928
(CEZ3

ZE I, COE i i 8 5 [ 1 4 Jta %) W AR IR 25,
i b = 0 ) S 9 AT R ) 1 AR RE S RE L OV AE L
il 5 TLR4/NF-«B {55 5 i % 8 ¥ EMT i 72 % U) 4
Ko SR, HETA B 540 T 826 B B, R R
R Z RN E R, AR AR ST COE | I 41 Jifg
Wb 5 8 98 Z BB 52 4 6 &, LU COE 11 1l AR 7
FH AR AL T 1 ST 7% B L Ak RS 56 S
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