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[ Abstract |

determine their correlation with clinicopathological features. Methods

To evaluate the expression of Snail, GSK-38 and E-cadherin in triple negative breast carcinomas and to
48 cases of TNBC (TNBC group) and 60 cases of non-TNBC
(NTNBC group) admitted in our hospital from September 2006 to September 2013 were collected. Expression of Snail, E-cadherin
(1) GSK-38 and Snail positive
expression rate of TNBC group was significantly higher than that of the NTNBC group(P<C0. 05) , E-cadherin positive expression
rate of TNBC group was significantly lower than that of the NTNBC group(P<C0. 05). (2) GSK-38 was positively correlated with

Objective

and GSK-3Bwere detected by immunohistochemistry and statistical analysis was conducted. Results

Snail (P<C0.05),GSK-38 was negatively correlated with E-cadherin (P<C0. 05). Conclusion

GSK-38,Snail and E-cadherin might

be involved in breast carcinoma during EMT,and they could be important markers of comprehensive evaluation of TNBC.

[Key words ]

= B FL I 9 (triple negative breast cancer, TNBC) 3 3 N
HE 8 &K 57 1A (estrogen receptor, ER) 21 & 5% /& (progesterone
receptor, PR) fll A 2 ¢ 4= K A T % & 2 (human epidermal
growth factor receptor-2, Her-2) & 15 4 it 2¢ 11 — P 457 7k 25 10
MIFLIRED, H AL RN 13. 7% ~23. 8%, BH R4
iR REES D E R AN R 258 E
B TR A A . IR B TNBC %Py 43 334 97 AR B 1k
TR BT — 2 SR TR BRI SR AL
HIRIT JT E E N AR A . AR R B, TNBC 4k
TNBC $ 45 5) & A b B 18] BT 5% A6 CEMT) WA 3 i i 558 4
M4 ZE M R AR BE L 10 Snail VMl 505 130 EE RS 3 (GSK-3p) Fl
E-45% % 8 [ (E-cadherin) ¥ 2 5 7 EMT g #, K, 43¢
L e TNBC 54 TNBC # Snail .GSK-3p3 fll E-cadherin i3
B ES 2w EN TNBC g B A TEEE L. 1TREHN
TNBC # 5 A HE 1i] 36077 $2 43 52 960 5 il AR 47
1 BEREHE
L1 — ot BeRoci B AR EEBE T 2006 45 9 &
2013 4 9 WA 1 48 4] TNBC 3 1E o WL 4 % 42 Bl TNBC
AL BEHLIE 60 BilE TNBC &3 11 5 % HER NTNBC 41 (ER,
PR &, HER-2 Jy B o 74 955 1) 159 5 5 1) 1l DA 295

* BEWE.EE A AR ISR B TH (81001692),
A BIWAEE L Tel: (0751)6913271 ; E-mail : xiaogaofang083@163. com,

triple negative breast neoplasms; GSK-3;snail; E-cadherin

1.2 FEEG RPN PEFESTA Snail(Santa Cruz 2] . 3
ED | E-cadherin ( Abcam 2% . 26 H) ., bt A 5 50 BE B i
GSK-38(Santa Cruz 22 , 36 ) , H 3% 2 214k 24 Fl DAB 1 €43
F&m A st P A2 S AR AR AR . GSK-38 i LI
RS 1+ 50, Snail 55 E-cadherin HU{A I TAEMREE R 1 ¢ 100,
1.3 Hik AWMU IREALSRA.E 4 pm EEY) R
Ja AT B S 2 Y . Fe SP i G 32 21 2 Ak R K 7
&5 UL ] A5 A D 2L R 9 A AR T GSK-38. Snail F1 E-cadherin 3%
k. T AR BRE R 1Ry BRE G BE R B R 4 22 v il (PBS) K
B PR P ERT

1.4 FIWibrdE  GSK-3p P45 5 ok 40 I B e i ks 3 4, BA 1k
BN F 102 A B, =10% A FH . Snail 32 % 5@ 2 + 41
JAZ v B A B AN T 30 % AR, =300 B, E-
cadherin 32 B 5 i F 401 L B, B 40 M8 50 F 102 R B
. =10% M BETE.

L5 ZEitsesb B SR SPSS13. 0 S8 i+ 4 73 i » i £ B K
HEFE AR XZ G 6 43 A » GSK-3B. Snail 1 E-cadherin 3% ik
AHOGE43 M1 R JH Spearman &5 94 AH 5G4 43 #7 5 A= A7 B [0] 45 10 /5
45 M Kaplan-Meier 84347, 1] Log-Rank 5 3 78 17 41 3¢ il £&
MG T2 K 5. UL P<<0.05 WZESAESIT¥E X,

EF® ey WA (1976 —) L B oo 3296 B2 U . 32 28 A e g i B A9 BF 5



FTHRESF 201557 A% 44 5% 21

2 % ES

2.1 IGEIEFRE 5 NTNBC 414t , TNBC 41 i # i ss
W S5 B Th 5 (43, 75 Y% us. 25, 00%) . L #R 22 S A G it 2%
& M (P<<0.05), NTNBC 41 f TNBC 41 B 3 i /35 L
2.0~5.0 cm £ UL, 4 2122 R 25 LR M 545 R e W L L (B
PHLLFE A Y o K/ B L 4 2 2 T T 22 ¥ SR 2
BN (P>0.05),.W#E 1,

*1 TNBC %1 NTNBC 48 & & 1 Il5 Bk i 18

HEER(%)]

TH TNBC 41  NTNBC 4] g P
(n=48) (n=160)

W ()

<35 4(8.33) 6(10. 00)

35~50 24(50.00)  22(36.67)

=50 20(41.67)  32(53.33) 1.948 0.378

i 8 S ) B AR (em)

<2 12(25.00)  21(35.00)

2~5 28(58.33)  32(53.33)

=5 8(16.67) 7(11.67)  1.473 0.479

i s Wk L S e 7S

H 21(43.75)  15(25.00)

¥ 27(56.25) 45(75.00)  4.219 0.040

L G2 AT

el Rt =] 32(66.67)  46(76.66)

bR NG B 10(20. 83) 7(11.67)

HoAl 2 7 6(12.50) 7(11.67)  1.808 0. 405

2.2 WiZH #F GSK-3B.Snail #l E-cadherin By 3 ik 1% B 1L &

2885

A B 5L 45 B R R, TNBC 241 GSK-38 9 % & %
(54. 17 %) B 8 % F NTNBC 41(25.00%) ., Z F A G i %8 X
(P<<0.01); TNBC 4 Snail IR BF R U3 5% BEEST
NTNBC 41 (31. 67%) , 2 54 4t 3 % B XL (P<C0. 05) ; TNBC
20 E-cadherin (% B ¥ 3 3k % (22. 92%) B 31X T NTNBC 4
(46.67%0) , 254 B il 238 L (P<C0.05) , L% 2. & 1.

x2 i ¢H & GSK-38,Snail #1 E-cadherin
FKixFEREE(%)]

. TNBC 41 NTNBC 4

I PR 955 248 A3 (1) e 60) X P
GSK-3p8

FH 44 26(54.17) 15(25. 00)

1k 22(45.83) 45(75.67) 9.631 0.002
Snail

FF 44 21(43.75) 19(31.67)

3RS 25(56. 25) 41(68.33) 3. 889 0.049
E-cadherin

oF 11(22.92) 28(46.67)

11k 37(77.08) 32(53.33) 6.520 0.011

2.3 TNBC H GSK-3B % ik 5 Snail fil E-cadherin &k 194 5%
P 48 ] TNBC 0 GSK-38 il Snail [ i 2 35 BH 14 16 41
(33.3%); GSK-38 FI Snail [A] I} & 15 B ¥ 15 ] (31. 3%).
GSK-38 £iA5 Snail KIKEIEMK (r=0.296,P<0.05), 48
il TNBC 21 4! # GSK-3B #ll E-cadherin [f] i} & 3k BH % 3 il
(6.3%) ; GSK-3B FI E-cadherin [f] i ik BIPE 14 $1(29. 2%
GSK-3p %35 5 E-cadherin 3k £ A K (r= —0. 294, P<<
0.05),

A:GSK-3B 7E TNBC ) BH 1 % 3% ; B: Snail 75 NTNBC H1 () 4 %% 34 ; C: E-cadherin 7 NTNBC o i) FH ¥ 335
&1 RE A LWL ZFRN TNBC ft GSK-3B.Snail #1 NTNBC A E-cadherin B3 3% ( X 200)

3 3 it

TNBC # NTNBC H %4 5 & 4 EMT, fifi I 5z 248 il 2% 2 4%
P B2 55 B TG I 2 1) I B R AVRRAE L TR KA 5 30 B8 1R 28 X
A i 200 iy 0 3 R B AR AR . EMT W RE S ZMERS T
AR,

E-cadherin J& 2 F I j¢ 3 B (1 7 2§ i 4 F » E-cadherin
U D B R B, 25 S UM R A I R RIS 0 (R 28 . A B AR
i, E-cadherin 2635 B4 5B & 10 WU W1 B & BEME SR #5220, E-
cadherin A F ¥ 8 Bt 45 & & 4E EMT i & Ehr RN . W E-
cadherin 35 A Wnt il 8% ] 2 3 b 52 23 46 3R 30 EMT fy

TN, A B8, TNBC #1 E-cadherin % NTNBC % ik B
TFEAR . 7E E-cadherin PPERIREA th Snail .GSK-38 B 2.1 &5
Y] E-cadherin T X} TNBC k0 ik . m R B LR HEHEEE
fEH .

GSK-38 2 ¥ il & WG 8 3 i — A8, 2 55 PI3-Ki-
nase, Wnt/B-catenin } Hedgehog 55 ¥ T . il Jifg % 42 A1 fif &3
Kk A AT AR AN R S 19, GSK-3B 7K - g Ry FE P T
), GSK-33 fE40 M % 4 B 3 ™ . Wt (55 22 5 3L IR
10 P 5 4 R IR T AT O B G B T B . GSK-3B 7E Wt i g% P 5 E-
cadherin, Slug. p-i# ¥ # 4 (B-catenin) J: il & 5 7 EMT if



2886

R0, ARBETT & B, 78 TNBC Hf GSK-3B F k% NTNBC W &
W, B HES 5B IL R W EMT i #f Wnt/p-
catenin {5538 H 19 G 43 GSK-3B 7 4L 7 £ 35 B E-cad-
herin ikt 5 TNBC &2 22 M AR A B U C

Snail J& T AF & U1 4 48 7 S IR 2 g 40 s EMT 5 72
F R S B R A ) HUR R I8 M E-cadherin {1 223K 75 iR 40
M GRS B h k HERE EEAE DY . FE K B Snail 1]
B S LRI 9 2 Sy 5Pk 2 F AR AR L B Snail 5 3k W 7L AR
oL E R FEVE . B 5 R AEE I . Come %0 R BT IR
FEA A Snail \Slug F R IXBEM ] E-cadherin 5 3) 7, FEH
Wy F ik B 52 4 B 25 L H. Snail Slug 76 7L 18 1k 58 98 s
KX G BB E VM C. A5 ER, TNBC 1 Snail £
NTNBC oy 235K F- W] 538 & . 76 E-cadherin B ¥ R ik #E A
TR RAME A B #E & T E-cadherin MR B 41, 5 Come
Iy g B — 3, K W Snail %155 E-cadherin & i A 56,
TNBC B HG RN EBEES IS FREMRE G .

£ b i &, TNBC 1 GSK3B. Snail # % 1% . E-cadherin
srFGRE e RN, 5 SR BN SRR EA AR
AH KA K GSK3B. Snail , E-cadherin )3 ik , % ] §f TN-
BCWE KB RBGHEEWEX.

S & ik

[1] Wang J.Xie X,Wang X.et al. Locoregional and distant re-
currences after breast conserving therapy in patients with
triple-negative breast cancer: A meta-analysis[]]. Surgical

Oncology.2013,22(4) :247-255.

(2] MRUREAMGST, 520 . 5. = B 2L R 8 09 I PR B 4 AiE S 7
Ja 1] E g 24 75, 2010, 20(6) : 462-465.
[3] Sarrio D, Rodriguez-Pinilla SM, Hardisson D, et al. Epi-

thelial-mesenchymal transition in breast cancer relates to
the basal-like phenotype[ J]. Cancer Res, 2008, 68 (4):
989-997.

[4] Kashiwagi S, Yashiro M, Takashima T,et al. Significance

(5]

[6]

(8]

(9]

(10]

[11]

[12]

[13]

FRESF 2015 4 7 A% 44 55 21

of E-cadherin expression in triple-negative breast cancer
[J]. Br J Cancer,2010,103(2) :249-255.

Baranwal S, Alahari SK. Molecular mechanisms control-
ling E-cadherin expression in breast cancer[J]. Biochem
Biophys Res Commun,2009,384(1) :6-11.

168 58 &% - 2 E AT 5 0. Wnt {5538 8% A1 o T 40 g 7 B
I 02 e A v AR FTHL R 19 BIF 5 3R IF LT ). AR R 2 2%
TJ,2013,31(6) :1341-1344.

Chen Y, Yue S,Xie L,et al. Dual Phosphorylation of sup-
pressor of fused (Sufu) by PKA and GSK3 beta regulates
its stability and localization in the primary cilium[]J]. J Bi-
ol Chem.,2011,286(15):13502-13511.

i B MR 2 M. 3 R db st AR T A= At . 2012,
67-68.

Prasad CP, Rath G, Mathur S, et al. Expression analysis
of E-cadherin, Slug and GSK3beta in invasive ductal car-
cinoma of breast[]J]. BMC Cancer,2009,9(3):325-332.
Batlle E,Sancho E,Franci C,et al. The transcription fac-
tor Snail is a repressor of E-cadherin gene expression in
epithelial tumour cells[J]. Nature Cell Biology, 2000, 2
(2):84-89.

Becker KF,Rosivatz E, Blechschmidt K, et al. Analysis of
the E-cadherin repressor Snail in primary human cancers
[J]. Cells Tissues Organs,2007,185(1/2/3):204-212.
Muenst S, Daster S, Obermann EC, et al. Nuclear expres-
sion of snail is an independent negative prognostic factor
in human breast cancer[]]. Dis Markers, 2013, 35(5):
337-344.

Come C, Magnino F, Bibeau F, et al. Snail and slug play
distinct roles during breast carcinoma progression[]].
Clin Cancer Res,2006,12(18):5395-5402.

(Wi Fe B #1:2015-01-21 &[] H #9.2015-03-22)

(255 2883 1O
High expression of ErbB family members and their lig-
ands in lung adenocarcinomas that are sensitive to inhibi-
tion of epidermal growth factor receptor[J]. Cancer Res,
2005,65(24) :11478-11485.

[8] Paez JG,Janne PA,Lee JC,et al. EGFR mutations in lung
cancer; correlation with clinical response to gefitinib ther-
apy[J]. Science,2004,304(5676) :1497-1500.

[9] Raso MG, Behrens C, Herynk MH, et al. Immunohisto-

chemical expression of estrogen and progesterone recep-
tors identifies a subset of NSCLCs and correlates with
EGFR mutation[ J . Clin Cancer Res,2009,15(17) :5359-
5368.

[10] Nose N,Sugio K,Oyama T,et al. Association between es-
trogen receptor-beta expression and epidermal growth
factor receptor mutation in the postoperative prognosis of
adenocarcinoma of the lung[J]. J Clin Oncol, 2009, 27
(3):411-417.

[11]

[12]

[13]

[14]

Stabile LP, Lyker JS, Gubish CT, et al. Combined targe-
ting of the estrogen receptor and the epidermal growth
factor receptor in non-small cell lung cancer shows en-
hanced antiproliferative effects[ J]. Cancer Res, 2005, 65
(4):1459-1470.

Marquez-Garban DC, Chen HW, Goodglick L, et al. Tar-
geting aromatase and estrogen signaling in human non-
small cell lung cancer[J]. Ann N Y Acad Sci, 2009,1155
(11):194-205.

SRGERT L HRAANG SR 5. I ME W R R R RSB 5 =R E %
EHIARIT RFFE )] VLA BE 25,2002, 28(9)641-643.
Garon E B,Pietras R J,Finn R S, et al. Antiestrogen ful-
vestrant enhances the antiproliferative effects of epider-
mal growth factor receptor inhibitors in human non-small-

cell lung cancer[J].J Thorac Oncol,2013,8(3):270-278.

ISR H . 2015-01-22 &[] H 1 :2015-03-23)



