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FLIE AR S 778 17 SDF-1/CXCR4 4= % MDA-MB-453
IR T 40 0 2 B RN AL RS 1) 52 )

A, ZFW, FA, BREE, TEF
(EBFPEZHRF WEBXLER, L% 200021)

[BE] BaYy: L3 E 40 i fi7 4= B F -1 (Stromal cell-derived factor-1, SDF-1)/##4 fk [A ¥ 3 {& 4 (Chemokine receptor,
CXCR4) A=Wyl Ay Sl , 483+ FU I A5 25 24 135 X6 L3R 98 40 il MDA-MB-453 38 5 FIR 22 68 1 A32 i . 75 3% : @57 SDF-1i5 %
) CXCR4 5 3 i5 MDA-MB-453 20 Mo B8, il 25 FLo AR J5 7 & 25 s s AR R . S8 as A, 2 AR R4,
SDF-1+25 4 K BRI 3% 41, SDF-1+3L 98 A J5 J7 40, AMD3100+SDF-1+%5 (4 K KU 1 20 F1 AMD3100+SDF-1+3L i ARG 4. T
1 48 h, K H cell counting kit-8( CCK-8 ) ¥ 46 1 41 Jfd 14 7 155 10 , transwell /N 28 52 56 46 100 40 M 42 22 RE 1 , 70 9 se ik 3 b d e B
T 5% 70 52 W (Real-time PCR) FI 85 4 90 2% B[ 3k 25 (Western blot) £ 3f 41 it CXCR4, %5 i 4> J& 55 4 ¥ (matrix metalloproteinase,
MMP)-2, MMP-9 mRNA } 8 [ REFEMN . ER: 545 A M L, SDF-1 4 100 pg- L' i, MDA-MB-453 41 fifg 3% 54 01 &,
CXCR4 mRNA £ ik B i # 11 (P<0.05) ; 5 SDF-1+%5 1 K BRI 41 b5, 3L R J5 77 BE M il SDF-1 5% (1 MDA-MB-453 41 ity
HimE 2 81T, F M CXCR4, MMP-2, MMP-9 mRNA Fl 2 [ 2 ik /K F (P<0.05) ; £ AMD3100 i 4b B 24 h, 7L A J5 J7 4
MDA-MB-453 4fl il 38 5 (14 410 i £ ] ] 52389 58 (P<0.05) ; Al 1, ZL988 A JF 7 T 9% CXCR4,MMP-2, MMP-9 mRNA Fl# [ %35 1)
5 ]2 38 (P<0.05) o £5 « FLIE A5 77wl 3l i 4% SDF-1/CXCR4 4= ¥yl , [ A MDA-MB-453 4 it MMP-2, MMP-9 % ik,
U/ A i A1 i T (extracellular matrix, ECM ) [ i , 3 107 410 i 20 I 98 4 B 56 % 19 & 4F 5 5 CXCR4 1l 55 AMD3100 H £ B 7]
BN

[xsim] I, FUBARE I, R4 N 7-1(SDF-1)/#1b N 732 1k 4(CXCR4) L Wkh ;. 3L 4 8 & A Tl
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Effect of Ru’ai Shuhou Prescription on Proliferation and Metastasis of Breast Cancer
MDA-MB-453 Cells Through SDF-1/CXCR4 Biological Axis

LI Yan-min, WU Xue-qing', WAN Hua", SHAO Shi-jun, DING Si-qi
(Shuguang Hospital, Shanghai University of Traditional Chinese Medicine, Shanghai 200021, China)

[ Abstract] Objective: To investigate the effect of Ru’ai Shuhou prescription (RSR) drug-containing
serum on the proliferation and invasion ability of breast cancer cells MDA-MB-453 based on the biological axis
of stromal cell-derived factor-1( SDF-1)/chemokine receptor 4 (CXCR4). Method: A model of MDA-MB-453
cells with SDF-1-induced high expression of CXCR4 was established, and the rat drug-serum containing RSR
and blank rat serum were prepared respectively. The cells were divided into fetal bovine serum control group
(Blank), blank rat serum group, SDF-1+blank rat serum group, SDF-1+RSR group, AMD3100+ SDF-1+blank
rat serum group, and AMD3100+ SDF-1+RSR group. After intervention for 48 h, cell proliferation was detected
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by cell counting kit-8 (CCK-8) assay, cell invasion ability was detected by transwell assay, and mRNA and
protein expressions of CXCR4, matrix metalloproteinase-2 (MMP-2) and MMP-9 were detected by Real-time
fluorescence quantitative polymerase chain reaction (Real-time PCR) and Western blot, respectively. Result:
As compared with the blank serum group, the proliferation of MDA-MB-453 cells was promoted and expression
of CXCR4 mRNA was increased significantly when SDF-1 was 100 pg-L" (P<0.05). As compared with SDF-1+
blank rat serum group, RSR inhibited the proliferation and invasion of MDA-MB-453 cells induced by SDF-1,
and at the same time, down-regulated the mRNA and protein expressions of CXCR4, MMP-2 and MMP-9 (P<
0.05). After pre-treatment with AMD3100 for 24 h, the inhibitory effect of RSR to cell proliferation was
significantly increased (P<0.05), and meanwhile, the decreases in mRNA and protein expression of CXCR4,
MMP-2 and MMP-9 were more obvious, with statistically significant differences (P<0.05). Conclusion:
Through SDF-1/CXCR4 biological axis, RSR could down-regulate the expression of MMP-2 and MMP-9,
reduce the degradation of extracellular matrix (ECM ), and then inhibit the metastasis of MDA-MB-453 cells. In

addition, it has a synergistic effect with CXCR4 inhibitor AMD3100.
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breast cancer; Ru’ai Shuhou prescription; biological axis of stromal cell-derived factor-1

(SDF-1) / chemokine receptor 4 (CXCR4); matrix metalloproteinases

FLMR i S A Bk L e B WL B 2 — &
5 R ABE T R FE e MR 2 i JERaT,
2018 4 4 BT 14 Lo Pk FL R 9 & 0 R B8 T 3R 43 il
h46.3/10 J7 A1 13.0/10 T30 & [ £ v 3L 98 &
B FAE LI R 5 FOE IR YT kR
Wi o8 36 | 52 & RN B AT 2 T 0L IR AR R YT R W
) T PR L AR R IS R B, IR A R A B A7
LR F (CKs) & Hosz ki st . Hovh x4 b N+
12(CXCL12)/3E it 40 i 77 A4 -1 (SDF-1) J¢ H 2%
TR AL ] F Z 7k 4 (CXCR4) 19 8F 58 L BEIR A
i 5% & B, CXCR4 7 L 98 v (9 PR 38 5 35 60%
AT TR R Al R e

TR Ak, IR M T R R L 4 TR
FRAEMNE, REERISIEE KGR EZ R
T 44 v BE A AR R AR R A 10 AR I IR 2 5, B
SitFm ARG TP EEE LDER CHE AR
AU AR, SR R R ) AR, SR B R AT, DR OE [E
A OB AR LA FE R B P S I I A I AR B L B
REESFE IRIER bR ARG, LA Ay E L %b
B A LT O A EE L N R N T AR . m O
KB, 05 B R 6% B 5 R A TC R AR AR BEARAE T
FOHEIR B OH W KRS R SCRE D 4T 1 L
i 98 5 W 7% /N B HER 2/neu %5 JE A [ & FL IR 9 /)
UM B A 1 & AT L AR SE 86 48 3L T SDF-1/
CXCR4 4 ) h Xt 5& BT 4 J& &5 11 -2 (MMP-2) ,
MMP-9 [ 8 45 /5 B, DU ZD 4 Jifd /1 56 5 (ECM) [%
it 1) £ BB 1E— 2 R FL R R 5 7 b RL IR R A R
B 0 VE ML, R G PR 4 AL 55 56 AR 45

1

1.1 4008 Ksh¥y AN FL % 240 il MDA-MB-453 Il
A b E R e b AR % . SPF 9% SD R B, Ml
30 HL PR 190~220 g, 1 11l S C SE 50 s
AR A R AE S5 20170005006407 , 45 % 3IE 5
SCXK (7/1)2017-0005, fa] 3% T [ ifg v = 24 K 2% 5K
Wiyt SEE Oy SRl 1 b PR 2 KA S
Bk 5 EN SN (RS
PZSHUTCM18120716) .

1.2 i mikn FmARE R 10g, AR
6 g IKE6g, BT 10g, IIBEHNG6g,FKAR10g, &
J7 10 g ZH B, 24 FR b v I 24 KA R T Ol R B
2550 A L R A R A 4 g 2R
2500 A R AR W) 34T 25 00 5 e & . IR 4
175 (FBS) , DMEM K% 3% 3 ( 3£ [§ Gibco & A, it %5
4y 5 K 10099-141, 10567014) ; ¥ -5 % = (£ H
Invitrogen 2% @ , it 5 15140148) ; Matrigel & it I ,
transwell 12 28 /N % (6.5 mm , 2 ik I8 [ 334 L B 12
8 wm) ( & [E Corning A & , it 5 43 5 N 3464,
356234) ; SDF-1(dbt 5t AR A Al it %5 bs-4938P) 5
AMD3100( 3£ [# Sigma /A &), It 5 A5602) ; ¥ f% 5%
A&, 1 PCRAIAH £ ( H 78 Toyobo 24 Al , It 543
B4 FSQ-201, QPK-212) 5 A H i 18 -3- Wl iR i = il
(GAPDH)NZ 5|9 [ 4= T AW TR (L) B A R
Iy AL AL B662104 ] ;5 111 3 anti-CXCR4 $T 44 (3£ [H
Abcam 2y # , #it 5 ab1670) ; MMP-2, MMP-9,
GAPDH # . 5e BEHUR (36 B CST A W L4543k
40994, 13667,5174) ; 4 My 3 5 K il (CCK-8) i 7 ,
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BRAR 2 S AL Y (HRP) FniC 3 50 1l 26, il 3E e et
(5= RAEWN T, S 5 C0037, A0181,
A0208)
1.3 {¥#F DP73 RUE E W 5% ( H A Olympus 28
F ), Centrifuge 5417R # /55 3 ¥ 7R &5 .0 Bl (12 F
Eppendorf /A 7 ) , SpectraMax i3x i £ T fig fiff A5 13X
(XA F I (B ) A R A ], CFX96 B 52 B ¢
G E R A i B X (Real-time PCR) Y (36 [
Bio-Rad /A & ), EPS 200 I At yik 1% ([ i K fE R A
PR\ 7] ), iBright CL1000 %4 85 [ B[ 2 fE A% & 4t
(ZE A Invitrogen A 7 ) o
2 FHik
2.1 4iMEH 3R AN FLIR A MDA-MB-453 41 fig , 15
75 W N DMEM ( il A 100 mg-L"' ¥ - 4% % % ,
10%FBS) , 5 3 41k} 37 °C , & CO,, #H X 4 F iR
o B R R IR, A0 R AR K R AR K
BA B E 80%~90% I AE4Y .
2.2 SDF-1 i 5 By CXCR4 & £ i5 7L W 9
MDA-MB-453 4fl Jl £ 8 i g 57 X 5502 K Y
YA, B 0.25% M 2 11 1 I 1 40 i, U A2 40 e, 1k,
2y 5x10° e FhF 96 FLAR T, 20 M I BE 5 0 5 8 5%
W, By A A ] Jo ik R (0,25, 50,100, 200,
400 pg-L")SDF-1 i35 77 W , CCK-8 VL A ] 24, 48,
72 h 4 AT G K IR R CXCR4 mRNA ik | i 5
SDF-1 E e T IR 452 5 .
23 FAmARFEITLMmME RS SHIAEARE I
HPLC R AF B A 7 Ar 1), 42 B ) B BBORE 0 v 25
BT 1000 mL [ R BEH b, 43 S A 10, 8 5 AR R
K, Il R B 2 W, B R & 30 min, 3R BOK G IF S
LU R R g B Y T2 1.0 gemL,
4 °CARAT I AT RS B 2 i We B . 30 K SD K LB
BLor R FLIE AR S5 T 4 B 28 7 R BRI I 41, 44 24 79 i
P BN (PR B35 60 kg 31 ) 45 1 kg 7R 5 & 6.3 45 7
HAENE ., ¥ 2mL, B H2WMEE AKX
FRUIML 7 4 25 T S5 R RR Aok . JESEA 253 d, 25 B R
BKI12h, 5 4R — KA 251 h)F,25% S04 #
ik 7 S PR L B 3 st ik B, 43 i L 0.22 pum it
TE AR 1L IR KA, 56 °CKIG J5 /345, —20 *CHAAF#5 H .
2.4 SrAARFE OB KO A0, 4R 96 FL
ol 6 L 35 7% A, 4 4 BB OH (A A ) SDF-1
(CXCR4 B AR5 S, LU & 28 (8K 4 ) AMD3100
(CXCR4 #p il ) '™ 30 4b 3, 4¢ b =5 B 4
(10%FBS) , %5 [ K Bl 41 , SDF-1+75 [ K Bl v
4, SDF-1+3L% R J5 77 41 , AMD3100+SDF-1+%5 [
- 108 -

< B I 7 41, AMD3100+SDF-1+ 3L % R J5 7 4l .
AMD3100 i &b # 1 B[] J& 24 h.

2.5 CCK-8 ¥ fa ) 24 it 3% 5 fig H X B A K 4
1) 24 J 42 o 31 96 L AR L AL 29 S 10° 4 A . i
A 10%,15%,20% B9 FLI AT 5 & 245 18 K= 1R
BUIM W, 43 9 T /6 JH 24, 48,72 h, B ¥ &
10%CCK-8 ) 5¢ e K5 78 3, 100 uL/fL, 37 °CH5 F= 48
Tk 22 55 7 2 h, 450 nm P AR I OGEE A, 354N
JLAF 35 2, O 16t XoF 48 A VR R R 5 A A5 L D
W B 15% FLE R 5 O Kess | oK BRI vE 4 AE
48 ho JiKE X B AR K B A0 A B 2.4 T Ay A B R
48 WG R LR IR TR MM AR IS R AT
H=(A g ~Awzn) (A spn—A wzn ) <100%.

2.6 transwell /NE far 4% 28 g transwell /NE |
FA RS R (BE R -DMEM 1:3), & T4 i
U Y L I =R 0 8 S D s o e S S e |
2 AMD3100 i kb ¥ 24 h iff MDA-MB-453 41 it ,
JC I 7 DMEM TR &, & 38 T iE 47 20 00 75, I B
5x10°4N/4L , R0 T transwell/NE FE, T E#% Fik
BT, 4R 2L 55 55 48 h s BUH /N [, G
o, OB T REAL S SRR T EOE T A Ah iR 28
DA

2.7 Real-time PCRE:MAHIE mRNA ik B4
MR 6 FLA P, B L2 Sx10° AN 40 M . 2 40 B A
FN 25 5557 48 h, 3% B, trizol JE U RNA, [ 55
sk M cDNA, #47 PCR W , ) 55 : 95 °C 30 s,
95 °C55,55°C 105,72 °C 15 5,40 MEH . iz M
X R GA a2k AT BT AT . ACSC -
Consum s AACFAC 4y~ AC s 1y » S R T A T
PR (L) A AT BR AR A A, LR 1

£1 3AWFE3

Table 1 Primer sequences

51 ¥ (5'-3") {;‘f

CXCR4 i TGTCATCTACACAGTCAACCTC 137
Fif CAACATAGACCACCTTTTCAGC

MMP-2  bJf ATTGTATTTGATGGCATCGCTC 202
Filf ATTCATTCCCTGCAAAGAACAC

MMP-9  L¥f CAGTACCGAGAGAAAGCCTATT 111

Fif CAGGATGTCATAGGTCACGTAG

2.8 AL EN L L (Western blot) &6 Il A ¢ 245 1
Rk K AN R E 6 FLAR P, A AL 2 5x10° 440
Moo 2.4 0000 H KNZY, T+ 148 h, FEEG IR AL W IR
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b4 2% v i (PBS) ¥ 2 WK, RIPA 241 T/ # 200 pL
P, BCA LM Ok BE , Sx a1 B RS2 il K
I , SDS-PAGE Hi ik , % i , £ /4] 2 h, —$Ht MMP-2,
MMP-9(1:1000),—FHL CXCR4(1:500)4 °Cid # ,
TBST ¥E¥%, —Hi(1:1000)12+% 2 h, TBST L%, &
o WIS IR BE AR, XA R IR AT 8 1 40 T
2.9 Siil ik SRA SPSS 25.0 Bkt f5 4 it o
BT, BHE R FH x5 27, 41 18] HL AR F B R T 22
G0, 2 E LR LSD i, P<0.05 BFIA Oy 22 7 B
HYitE Lo

%2 SDF-1% MDA-MB-453 4 f1775& E BB M0 (X+s,n=5)

3 #R

3.1 SDF-1%55F CXCR4 & # ik MDA-MB-453 4 fifs
PRV £ N7 Bl & 1F B a) 9 4E &, AH [R] SDF-1 ¥
JE Ak 3B A P A T R I8 5 B S T IS B AR
W, Haxs 4 A, SDF-1 50,100 wg- L &b B A [6]
B[R] (4 200 B A7 % 56 34 B I 3 Jin (P<0.05) ;48 h,
SDF-1 fi #F 4 j 1 5% i /F %5 . W3 2. SDF-1
100 pg LB, 525 4l 8, CXCR4 mRNA K ik
s RIS, WE 1. Wik, SDF-1100 pg- L', 1E
FH 48 hAE A Ja S F 52 i 25 1F

Table 2 Effect of SDF-1 on cell viability of MDA-MB-453 cells (x£s,n=5)

a1 BB g L U BLAT T /%
48 h 72 h
S| - 98.06+8.49 100.04+4.72 100.03+5.17
SDF-1 25 115.75+£7.29" 125.80+6.43" 103.49+3.79
50 120.67+9.81" 122.20+5.90" 107.82+3.12"
100 120.15+3.21" 122.98+3.01" 108.21+3.07"
200 106.11+10.37 118.07+8.87" 113.42+1.44Y
400 113.88+14.01" 99.15+3.55 110.26+6.48"

5 4l 1 P<0.05.

CXCR4

137 bp

GAPDH
50~200 bp

A B [
A.Z5 140 ;B.SDF-1(50 wg- L)% ; C.SDF-1(100 wg-L")%H
E1 SDF-1{/EF MDA-MB-453 4l il CXCR4 mRNA & i% B ik

Fig. 1
MDA-MB-453 cells

32 A ARG H & 2y X SDF-1 i F W
MDA-MB-453 4fi fits 3 58 RE Sy 952 m 5 25 F KB
I3 20 b4, SDF-1+75 11 K B 7 28 200 Jid A7 36 2% B
55 5811 (P<0.05) ; 5 SDF-1+25 [k B I 7% 41 He 4
SDF-1+FJ#& A5 77 40, AMD3100+SDF-1+%5 |1k il
IV 414 B AF TS R B B & RE IR (P<0.05) 5 5
AMD3100+SDF-1+ %5 [ K B il 7§ 4 b & ,
AMD3100+SDF- 1+ %8 A J& 75 20 41 M A7 3 5 W] 2
AR (P<0.05)., W33,

33 Fm AR JE & 2y i 4 SDF-1 i & 1
MDA-MB-453 4l i {2 72 68 J1 52w 525 1 KR
I3 4 L35, SDF-1+78 [ K BRI 17 2 48 250 6 4 )
3 £ (P<0.05) , 1278 A8 J H5 ; 5 SDF-1+%5 K

Electrophoresis of SDF-1 on CXCR4 mRNA in

£3 ABAREBEHAFEHMFEX MDA-MB-453 77 & RN
(X+s,n=4)

Table 3 Effect of RSR drug-containing serum on cell viability of
MDA-MB-453 cells (x+s,n=4)

215 e 20 JIL A5 2/ %
2 FBS 10% 100.00+3.66
25 A K BRI 15% 92.25+2.20
SDF-1-+%5 [ K Bl i 100 pg-L'+15% 97.934+2.321
SDF-1+7L3 A J5 77 100 pg-L'+15% 89.65+2.69%)
AMD3100+SDF-1+7% 500 pg L'+ 82.64+6.48%

EPN- AR 100 pg-L'+15%

AMD3100+SDF-1+3L 74.21+4.47%39

TEARJEIr

500 wg- L'+
100 wg-L1+15%

528 R UM 4 1L 4 D P<0.055 5 SDF-1+%5 14 K R ifL 5
2 2 P<0.05; 5 SDF-1+3L 9 AR J5 Jy 41 b 4> P<0.05; 55 SDF-1+
AMD3100+%5 14K BT 41 H 4 9 P<0.05(K 4~6 [A] ) -

SR ¥ 41 H %%, SDF-1+ZL 3 R J5 7 4l , AMD3100+
SDF-1+25 |9 K UM 41, AMD3100+SDF-1+%L % AR
Ji 77 20 4 i 2 RSB 5 U8 /D (P<0.05) , 4 28 HE T ik
55, kA4,

34 FL¥OR 5 U7 % 25 1§ X SDF-1 % & 1Y
MDA-MB-453 4l fff CXCR4, MMPs mRNA % ik [y
e 525 HOR RS 4t SDF-1+725 1 K LI
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F4 FWAREF &% ME S MDA-MB-453 41 B 5 X 41 &9 % 1 M 525 1 B iE 41 e, SDF-1+25 1 ok B i
(¥s,n=5) % ¢ 40 il CXCR4, MMP-2 2 MMP-9 7K [1 35 ik /K
Table 4 Effect of RSR dl:ug-containing siarum on Nnumber of qz Eﬁﬁﬂ%(])<0.05) ; 5 SDF-lJr% Ii[ j( ﬁ:{‘[ﬂl{jﬁa éﬂ
MDA-MB-453 cells penetrating membrane (x£s,n=5) ) B .
p— P, SDF-1+F 98 R J5 )5 41, AMD3100+SDF-1+%5
4 I Py 1K BRI 3 20, AMD3100+SDF-1+ 3 8 AR J5 77 20
% FBS 10% 30.00410.39 40 i CXCR4, MMP-2 K MMP-9 # 4 3 ik /K - B
25 Ak UL 15% 31.00+5.52 i % K (P<0.05) ; 5 SDF-1+ 3L % R J5 7 41,
SDF-1+% FIRRUMTE 100 pg-L+15% 44.40+12.30" AMD3100+SDF-1+ =5 [ K Bl Il & 4 b &,
SDF- 143U AR 100 pg-L-+15% 14.20+5.89 AMD3100+SDF-1+ 3L i R J& J5 41 41 il CXCR4,
AMD3100+SDF-1+%5 500 pg- L'+ 16.00+4.18% MMP-2 K MMP-9 & [ 3 ik B i B 1% (P<0.05) .
EPN NI 100 wg-L'+15% EL@Z,%6O
AMD3100+SDF-1+%| 500 pg L'+ 10.00+6.212
WA S 7 100 pg+L1+15%

& 2 40 s CXCR4, MMP-2, MMP-9 mRNA % ik /K
S T (P<0.05) 5 5 SDF-1+25 4 Kk B IfiL 7 26
%, SDF-1+%13 R J5 4, AMD3100+SDF-1+%%
1K BRI 37 41, AMD3100+SDF-1+3L 9 R J5 F 41
40 it CXCR4, MMP-2, MMP-9 mRNA % ik 7K % 1
W FE % (P<0.05) ; 5 SDF-1+ 3L %% R J5 5 4,
AMD3100+SDF-1+ %5 [ K B i & 41 b & ,
AMD3100+SDF-1+ ¥ J# R J5 J7 241 41 Jfl CXCR4,
MMP-2, MMP-9 mRNA #% ik /K F 8 & F& Ik (P<
0.05). WL.3k5.

35 FLEE RS & 25 i XF SDF-1 5 F 1Y
MDA-MB-453 #fi il CXCR4 [ MMPs & 4 % 5 (1 5

CXCR4 ’ —— '- LR R

MMP2 —- _ H = = < 64kDa
homnngied = 72 kDa
.

M ...'~~ e

GAPDH 37 kDa

A B C D E F

25 1R B W 4
R B L 4

A 2 4B = KR 415 C. SDF-1+
D. SDF-1+FLJ# AR J5 Jr 4l ; E. AMD3100+SDF-1+%%
F. AMD3100+SDF-1+%L# &R J5 )7 41

[ 2 MDA-MB-453 ZH il CXCR4 &, MMPs & 5 R ik B ik

Fig. 2 Electrophoresis of CXCR4, MMPs protein expression in
MDA-MB-453 cells

£5 ILBAREFELHMFB X MDA-MB-453 41 il CXCR4, MMPs mRNA R XK (x+s5,n=3)
Table 5 Effect of RSR drug-containing serum on CXCR4 and MMPs mRNA expression levels inMDA-MB-453 cells (x+s,n=3)

4151 e CXCR4 MMP-2 MMP-9
2 H FBS 10% 1.00£0.02 1.01£0.16 1.00+0.06
25 R BRIV 15% 0.31+0.04 0.70+0.23 0.75+0.02
SDF-1+%5 1 K FUfiLTE 100 pg-L'+15% 0.91+0.05" 3.60+0.24" 2.17+0.08"
SDF-1+FUJ# A5 5 100 pg-L'+15% 0.77+0.07> 2.44+0.75» 1.95+0.112
AMD3100+SDF-1+75 [ K B 1% 500 wg:L'+100 pg-L'+15% 0.47+0.022 1.83+0.392 2.44+0.072

AMD3100+SDF-1+3L3% A J5 7 500 pg-L'+100 pg-L'+15%

0.24+0.05%-3- 1.09+0.092-3-4 0.88+0.032:3+4)

4 tig
CKs J& — & H1 41 240 i 55 4 14 41 i 53 24 1Y, BE
% 7 1k 40 B 22 1) A% BI) %) 1T 95 P 1 At i R, R X
Ay ¥ BRI, O 8~12 kDa, 1] 43y CXC,CC,C M
CX3C 425", 2001 45 ,MULLER 25" & ¥k % 38 3L
Ji A I e D % i 3 1k CXCR4, i Ho 8 0L % B 30
B, an il LB B IE A v 3R 38 B MR CXCL12
(SDF-1) , M b4 JF T b I 7 2= #F 5% L BB i

- 110 -

— 1, CXCRATEVFZ iR %Kik, /& SDF-1 i F
B AZ RS, SDF-17E Wk EL 25 T (il 55 v s %56
Xof 2 ik HAH B9 52 & CXCR4 Y b 98 40 it B4 # 1k
YER A0 b 3 5 e e B B e B kb . RS R B,
CXCRATEFLIRFE h iy = Rk H B FH UG A RAHC,
B FLR R B R R B i — A T i A R
AMD3100 &y SDF-1/CXCR 4 i 1) /N4> 1 30 i 570, 7T
M SDF-1 5 H: 52 /K CXCR4 45 45 , RE% i #% SDF-1
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*6 IBARFHEHMFEN MDA-MB-453 il CXCR4 % MMPs E A RILXHIFM (X+s,n=3)
Table 6 Effect of RSR drug-containing serum on CXCR4 and MMPs protein expression levels in MDA-MB-453 cells (x+s,n=3)

20 5 W CXCR4/GAPDH MMP-2/GAPDH MMP-9/GAPDH
2 H FBS 10% 1.00£0.02 1.00+0.09 1.00+0.05
ISP N IR 15% 0.95:0.04 1.30+0.04 0.77+0.03
SDF-1+%5 14 K FUfiLTE 100 pg-L'+15% 1.2840.04" 2.13+0.06" 1.06+0.05"
SDF-1+3L3E AR5 I 100 pg-L'+15% 1.19£0.04"2 1.81£0.12"2 0.77+0.07»
AMD3100+SDF-1+%% [ K B IfiL I 500 wg:L'+100 pg-L'+15% 0.830.02"-2 0.77+0.05"2 0.36+0.02"2)

AMD3100+SDF-1+3L3% A J5 7 500 pg L '+100 pg-L'+15%

0.64+0.03"2:3:4)

0.69+0.07"2:3:4) 0.28+0.021-2:3:4)

X MMP 21 8L i) -3 (TIMP-3) i 4 il £ FH
AMD3100 fg i o #5 5 M & = B M AR s
MDA-MB-231 4f i SDF-1, CXCR4 % 5 , BH Wt
SDF-1/CXCR4 {5 5 1% 5, AT 400 1 20 it 33 58 1222,
R HETY,

WF 5% % B, SDF-1/CXCR4 4= ¥y %l 7] L) i &
MMPs [ 43 i , 5 M &b 3 5 (ECM) [ fig 5,
MMPs [K HLAg B fift BECM 5 35 Ji i (%) 15 4 |, 7L 1 o %
B v e ¥ T BEAE R A2 R (R 28 R A% RS 1 T
G2, MMP-2, MMP-9 & S i 983 1= 28 Fl 5% 7% (1) M
KT e — i R R W E . T
MMP-2, MMP-9 [ 3% ik , w] DL il = B 4 2L B 98
HCC1937 41 i A 42 28 Fn it #'  I A00 41 1y 399 F ¢
K, 7L AR S 7 BB 6% 48 3R HER2/neu 7 3L I 4 &
LR g /0N BB A e i A A BRI B RS R R
Al 8 MMP-2, MMP-9 & H i & [ -F EMMPRIN
B 3, /0 b 98 20 M XF EC M i g it [ Bp L 9
Ji 4 J@ #1140 ) B F TIMP1L, TIMP2 4 %35 |, 4%
Jnxt ECM i f 4 78 2 S

ASEu 45 3R B, SDF-1 Wl LR i
MDA-MB-453 41 it 34 58 J {7 72 i 71 , 34 il CXCR4,
MMP-2,MMP-9 mRNA & [1 % ik , X — i 72 0]
AMD3100 # il o L% A J5 J7 68 9% 0 ] SDF-11% %
) MDA-MB-453 4l i 1 5 J {7 7% ; 42 AMD3100 T
Tis LA AR G J7 WA VR s s . Bk, LR
Ja I UL IR B R R AR T e R R G E T
SDF1/CXCR4 = ¥ il , 5 2 MMP-2, MMP-9 53 |
HEI IR > ECM R A S B o 3K — &5 258 hy i DR 7
PEAL T —E B LG A HE FLARE R R LT 2
A W0 [ 2 Skl % | 22 B S S R VR D U g —
HHIT .
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