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ABSTRACT Objective: To investigate the expression of EGFR(epidermal growth factor receptor), HER2( human Epidermal growth
factor receptor-2) and CXCR4 (chemokine (C-X-C motif) receptor 4) in NSCLC and analyze their relationship with clinicopathological
features of Non-small cell lung cancer (NSCLC). Methods: 75 cases of NSCLC admitted in our hospital from July 2009 to December
2012 were selected, and the expressions of EGFR, HER2 and CXCR4 in NSCLC tissues from bronchoscopic biopsy were detected by
immunohistochemical technique. The correlation between EGFR, HER2 and CXCR4 expression and clinicopathological features as well
as survival was analyzed. Results: The positive EGFR, HER2 and CXCR4 expression in NSCLC was significantly correlated with lymph
node metastasis and distant metastasis (P<0.05). The correlation of EGFR, HER2 and CXCR4 expression were positively. The
correlation coefficient of EGFR, HER2 and CXCR4 respectively was 1=0.296 (P<0.01), =0.578 (P<0.01), =0.426 (P<0.01). Survival
period of EGFR, HER2 and CXCR4 in positive cases were significantly shorter than negative cases; and the more positive expression, the
shorter survival time (P<0.05). Conclusion: Upregulation of the EGFR, HER2 and CXCR4 expression was closely related with NSCLC
metastasis and prognosis. These three proteins which was inhibited may play a better suppressor role. Under the different expression of
the three proteins can screeed a single or combinated therapeutic target, which is benefit for NSCLC patients to provide individualized
therapy and the further treatment basis.
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WA B8 DU 42 I 2V 1t R B IR 2009 4F 7 H -2012 48
12 H Wi 9 75 A8 /N 20 i fili i (NSCLC ) 3 Bie 8 o 28 B2 il 1
Kok £F 4 32 S BEIE AR AR 75 B, Horp S s1 ], Lotk 24
B, 5 2Ry 2,101 AR 47 -81 & EIAES 61.48 2 Horb i
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2.1 3 #ERETE NSCLC HHRIER SiaRFBESHIIX R
EGFR FHPE7E 40 M RN (0 4R 5 &, S350 — B ks:
(0 AR AR (0K s HER2 FH 1 = 27 40 i JIEE A ffa 5 TR 5
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M7 JE (trastuzumab ) 1 2 Bk B 5T ( Trastuzumab ) wJ [7] s 101
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Bl 1 EGFR.HER2 } CXCR4 Rk R(REHLWLE,* 20)
* ¥ :a-b HER2 PHI%R %, c HER2 [B4 K%, d-e CXCR4 PHIER 1%, f CXCR4 [ R i%, g-h EGFR PHIEFR %, 1 EGFR FA4RIE.
Fig.1 Expression of EGFR,HER2 and CXCR4 shown by Immunohisochemical staining(x 20)
*Note:a-b Positive Expression of HER2,c Negetive Expression of HER2,d-e Positive Expression of CXCR4,f Negetive Expression of CXCR4,g-h Positive
Expression ofEGFR,i Negetive Expression of EGFR.

% 1 NSCLC /1 EGFR.HER2 F CXCR4 §JRiL1HFHR
Table 1 Expression of EGFR,HER2 and CXCR4 in NSCLC

Oncogene EGFR HER2 CXCR4
N 75 75 75
- 31 54 30
+ 15 13 21
++ 18 8 18
+4++ 11 0 6

£ 2 NSCLC H1 EGFR.HER2 K. CXCR4 MR % 5lERFES X F n(%)
Table 2 Clinicopathologic factors and expression of EGFR,HER2 and CXCR4 in NSCLC n(%)

Feature N EGFR P Positive HER?2 P Positive CXCR4 P Positive
Age(Year) 0.483 0.719 0.125
<60 36 27(75) 12(33) 27(75)
7=60 39 17(44) 9(23) 18(46)
Sex 0.979 0.322 1.000
Male 51 29(57) 8(54) 31(64)
Female 24 15(62) 0(33) 14(58)
Pathologic type 0.089 0.074 0.101
Adenocarcinma 37 25 (67) 11(29) 25(67)
Squamous cell carcinoma 32 17(53) 8(25) 18(56)
Others 6 2(33) 2(33) 2(33)
Lymph node metastasis <0.01 <0.05 <0.01
No 16 4(25) 1(6) 4(25)

Yes 59 40(78) 20(39) 41(69)
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Feature N EGFR P Positive HER2 P Positive CXCR4 P Positive
Metastasis 30 <0.05 <0.01 0.01
No 45 9(30) 2(6) 10(33)
Yes 35(77) 19(42) 35(77)
Survival time(months) 26 <0.01 <0.01 <0.01
<6 18 26(100) 14(54) 26(100)
>6,<12 3 15(83) 4(22) 16(88)
>=12 3(9) 3(9) 3(9)
1.0
a
b
c
d
0.8
)
£
2 4 067
£
I ®
g
0.4
0.29
0.0
T T T T
0 10 30 40

2 EGFR.HER2 & CXCR4 Bt&3ki%5 NSCLC Hi/SHIX &
* a3 NMEEHIRIE,D 1 MEERIKRYE, c 2 MEEFRERE,d3 MEERILRLE,
Fig.2 Relationship between EGFR,HER2 and CXCR4 expression and NSCLC prognosis

*Note:a Three genes were not expressed, b 1 genes were positive, ¢ 2 genes were positive, d 3 genes were positive.

R 3R A K e h EGFR T HER2 [] B AH LB R 4R T
PEUEYE . WS 45 R IR /R : EGFR Fl HER2 7¢ NSCLC Hr
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M B3 = (P<0.05) . I BYAH SR EL r=0.296(P<0.01), $2
7~ EGFR il HER2 5 NSCLC W@ 4l 3 5e (228 J# it
A K. DFSEHE H HER2 99715 5 EGFR-TKI ) T790M fif 24
H 5. 78 EGFR-TKI fiif 24 1) /N S K £8 3 v 35 & 3 HER2 )
b ma B¢ Afatinb (EGFR/HER2-TKI) #l Cetuximab(EGFR #
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EGFR-TKI ¥ T790M ffit 25,
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TEIAR LR, FERZ I T2k R R 2
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Jifd Z R FEAE CXCR4 35 _FHM, NSCLC 20 25 A b [m R & B
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3] CXCR4 I EGFR A (i 3 SR AR ARY, AHESE
W% $: EGFR il CXCR4 7Etk L 678 G AbFe RS 20, DI 1Y P
PERIKRI W T, A G 22 5 (P<0.01), P [N 3Rk 1Y
BE P AT ESEE (63 H), AN E HER2 i it
PR 5 B B A v A X G 1 B A ik DA T 4 5 1 L
[ AL CXCR4 fYFRIEKF 1, ABF5E f , HER2 55 CX-
CR4,EGFR 5 CXCR4 5 6] B AH 5 2 $043- 51 f 1=0.578 (P<
0.01),1=0.426(P<0.01), H.= 35 [a] i B 30 v {37 A= 77 1 ) o
55(3.571 H ). i—#4#R . EGFR .(HER2 }7 CXCR4 1 NSCLC
iy 2 BT B R B B 5 e A AR Pl A AR R R AR
P H=F Z A A EAR X i 2 S e 4
il , BERE 22 25 A5 it i b4l Fif R e, S R e A o
FI i A 76 [ bR 22K TNM - 1R e TR L il A
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FLEANTA] 2 B 22 AR o Bl $E 1) A FE BN TER A, i E1
T VPR U R 5 (R S AR T A DI A B
W W BB 731K, O R B ER YT R TR S AT R Y
RS o ASWEFE G e 4 A7 VAR A A6 NSCLC Z141rf EGFR |
HER2 } CXCR4 [ 335, A B T2 NSCLC S # fe it Afe iy
TR 5 58 o MG = ANl B 2515 DU AL 1 A X ) i6 7
9 B — R A LR, e — IR TR
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