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[# E] 8 6 WL Beclinl 7EIE/NHIEMIE( non-small cell lung cancer, NSCLC )i FK 5, 4R H S EGFR 2875 By A
Ik, Fik SRR DNA B vE s 4L 42 ) NSCLC B3 EGFR 2875 15 & Beclinl kWML, /300 — &
ZIRRMIGRE L, %R SIES5HS A, NSCLC HEUH Beclinl ##iA( 71.4% wvs 30.9% , P <0.01 ), Beclinl FJFik
S s BRI (P =0.005,P =0.025 ), EGFR %575 14 5], HirP #5834 Beclinl 11 ], {53635 Beclinl 2 4], 5828 RNy
57.9%( 11/19 ) vs 16.7%( 2/12 ), Beclinl B33k 5 EGFR R EAT W E IEAH XA r =0.416, P=0.009 ). % #: NSCLC
H EGFR 7% 5 Beclinl M3RIEHA AN, Beclinl b IHOLFE— & B2 BE A7 B T HIMr NSCLC 1) EGFR 5278 4R1L, W] g
FIWr EGFR 2 A $2 A7 B LR .
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[ Abstract ]

to investigate its correlation with EGFR mutation. Methods: Immunohistochemistry and DNA sequencing were used to de-

Objective: To observe the expression of Beclinl in the tissues of non-small cell lung cancer ( NSCLC ) and

tect the expression of Beclinl and EGFR mutation in 42 patients with NSCLC, respectively. The clinical significance and
their correlations were analyzed. Results: The expression levels of Beclinl were significantly higher in NSCLC tissues than
that in the para-carcinoma normal tissues( 71.4% wvs 30.9% , P <0.01 ). The expression of Beclinl in NSCLC was asso-
ciated with smoking history and histological type ( P =0.005, P =0.025). There were 14 cases with EGFR mutation, a-
mong which 11 cases expressed high level of Beclinl and 2 cases expressed low level of Beclinl, with a mutation rate of
57.9% (11/19 ) vs 16.7% (2/12 ). EGFR mutation and the expression of Beclinl had a significant correlation ( r =
0.416, P =0.009 ). Conclusion: EGFR mutation in NSCLC patients was positively correlated with Beclinl expression.
Beclinl could help to determine EGFR mutation in NSCLC patients at certain level, and could provide a meaningful evi-
dence to determine EGFR mutation.
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FEK S Beclinl /RN FMESCHEEN T2 —, Hohfg
T BER I & A . TEALRY EGFR( EGFR 278 8%
EGFR 3% EGF J# ) vl i 5 Beclinl EL#E/EM, {f
5 Beclinl BERAMRBERR LAY AW, H EGFR-TKI 7]
M EGFR 575 i) NSCLC 40 Mg i Beclinl A4 B iR
b, DTS 5 1 Wk A 40 S R i R KRR
I, ABFSE £ 5451 Beclinl 78 NSCLC H iy £ 3k
R Hilf R 2 X, VA& Beclinl #6355 EGFR 587516
R, BEBER T AT 8 A Beclinl (14235 4 00
EGFR RZ1E 00 .

1 R

1.1 AR %

WrdE 2013 4 6 H & 2014 4E 6 A8 4 E K¢
R} I8 A 5 B F- AR VI B 1) 42 5] NSCLC AR AR B A iz
TEoRH . TEANIC 5 NSCLC B35 Ilfs PR 98 R0 45 P
S A AR TNM 531 o A0 AR B s L
7 EBEMEEELEN . ARz F
R RER R KRR IS EE(2)Th
BB TR U B bR A 28055 B2 WA AR /D 41 i i 8 5
C3DIEIRE R % . HEBRARIE (1 ) ARATEEZ 1
IR YT 5 (2 ) HEBR FL A b g 4 . 3R B 21
PRASTT ) 1] 28 3 B 5 S 45 AT 1 28 28 i [nl =
5, NSCLC #H ZUbRAS H T 52 30 bl 5 S AR iz 0y it 52 7
R B GAR IR 2RISR B — I
IRBERHEILZE 1.
1.2 %Ji#aibiE4m NSCLC 2847 Beclinl 9 & ik

KHSCEERY 42 5] NSCLC ZH 2 AR AR W FH 4% F s
PRI E R A 38 M ) R B— € & pH 6.0
PR iR £h 92 v, I AR &b, IR KAk =
Jii » il—$T Beclinl( 1: 200, Abcam,USA ),4 C it
., N4t 37 °C WHE 30 min( % _H0,CST, USA ),
DAB W0, SR ARG Y, ik, iEM, H A

VEHIARIE : PR BB A= 647 Beclinl &
BLERIRT NSCLC 4 o i 5 v, hy v €5 Bl 4 €6 0
B IR AL VT 45 SRAR I 200 A G 20 B A BH P 240
ML ECBIER . PR bR (1) AN AE YL 6ok PF43 . G
Jud ol 0 43 IRBEN 1 7 ARk 2 47 Bite
3 4152 ) F HPE A EL 5. <10% A 0 47,
11% ~30% N 1743, 31% ~50% K2 55, >50% K
340, HPELERAEIN. AR TS ~2
P RRERIR 3 ~4 3 SRR IERIR,5 ~6 4N
FIR 5 [FIBPH PR 25 51 > 2 20 FYE
1.3 DNA ABM 5 Eam EGFR R &

DNA ELHE P B e T DNA $2H, 355 iF

%1 Beclinl &Rix5 NSCLC i R4FIEZ B X FR( n )
Tab. 1 Correlation of Beclin 1 expression with

clinical parameters in 42 NSCLC patients( r )

Beclinl expression

Characteristic N X P
Negative Positive
Gender 0.805 0.370
Male 29 10 19
Female 13 2 11
Ages( years ) 0.834 0.361
<60 22 9 13
= 60 20 11 9
Smoking history 9.086 0.005
0 24 4 20
1-399 2 1 1
= 400 16 10 6
Histology 5.050 0.025
AD 22 3 19
SO 20 9 11
Differentiation 4.968 0.069
Poor 17 3 14
Moderate to well 23 7 16
Well 2 2 0
TNM stage 0.518 1.000
I 15 4 11
I 20 6 14
I 3 0 3
Y 4 1 3
Tumor size( ¢cm ) 1.112 0.292
=5 31 7 24
>5 11 5 6
Lymph node metastasis 0.000 1.000
No 25 7 18
Yes 17 5 12

51t 514975041 : Exon 18 forward prim-
er: 5'-TCCAAATGAGCTGGCAAGTG-3',
primer: 5'-TCCCAAACACTCAGTGAAAC-3' ; Exon
19 forward primer: 5'-GTGCATCGCTGGTAACATCC-
3, Reverse primer: 5'-TCTGGAGATGAGGGTCT-3';

Reverse
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Exon 20 forward primer: 5’-CCGCCTGCTGGGCAT
CTG-3', Reverse primer: 5'-GCGATCTGCACACA-
CAGTTGAG-3"; Exon 21 forward primer: 5'-GCT-
CAGAGCCTGGCATGAAC-3"; Reverse primer: 5'-
CATCCTCCCCTGCATTT-3" ), #E i i PCR ¥ 4§
SEPEY R EGFR S8 FE R4 18 .19 .20 A1 21 PUA>
SR Bro PCR BB ARIFSR — 22814 95 °C 5 min,
AR K 65 °C 30 s, 58 AL AEM 72 °C 1 min, f&
35 K, 1T Sequence Analysis 5.0 #AEH0
I3 | I b - 5 A8 67 1o
1.4 %itsam

KM SPSS17. 0 FEATHEH 20007, RHIARS Kk
55 xR sk Fisher #fi DIMER 15 LA Pearson #H G
PEAHT, LA P <0.05 B¢ P <0.01 FREFALHIT¥~

2 &5 R

2.1 Beclinl 7 NSCLC S 2 P & k ik

G P ARSI NSCLC A 2H 21 Beclinl 15 #23K
19 ], hAEFRIE 11 B KRR SRR IL 12 6, FHME:
FIRFN 71.4%(30/42 ) ;3555 SUh i 323k 7 ],
TSR 6 B, IFRIR AN Rk 29 ], LB ik
N 30.9%(13/42 ), BRI A2 Beclinl BUE
UL FIR( P =0.000 ).
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B 1 fRANEKRN Beclinl BRE (x40 )
Fig.1 The expression of Beclinl proteins in NSCLC
tissues by immunohistochemical staining ( x40 )

A: Cancer tissues; B: Surrounding tissues

2.2 Beclinl & & kik 56 KB/ £ Z

F 1 259 IR Beclinl BHAM: R 500 A1 b DL KR
FEE R HAT B A P =0.005,P =0.025 ), A
WA FR 2 1Y) BH P 3R i R i AR (83, 3% ws
37.5% ,P <0.01 ); BRIEEFR A Beclinl BHPEZRILH
T [ 86. 4% (119/22 ) ws 55% (1120 ),
P <0.05 |; %1k Beclinl BHPER 5 F B 1 84. 6% wvs
58.6% ), H _HZH EFLHITFEEX(P =
0.271 ), Beclinl Rik 5 B I  TNM 53499 g
HE MEEHEBEELE 25 THEIT¥E XL

(¥3P>0.05).
2.3 Beclinl 225 EGFR X X %

DNA 422 Fp 32 46 0 42 5] NSCLC A5 A< o,
EGFR 7% 14 5( 33.33% ), Hrp Jlges 12 4], 595 2
B, Horp 21 ANEF5878 8 ], 19 4P T 25748 6 .,
42 1] NSCLC #7451, Beclinl K33k 12 ], i &6 42
BEFR IR 11 4], = 3Rk 19 i, Beclinl fik £ ik 4
EGFRZEZE 2 ) h A5 R Rk 4l EGFR 5878 1 il
AR EGFR 5378 11 51 s FX Iz 1 58 A8 52 43 1 oy
16.7% 9.1% F157.9% . x* K3 & Pearson FHE53
M 7% Beclinl 355 EGFR 5878 AT IF A 6Pk
(r=8.984, P=0.012; r=0.416, P =0.009 ),

3 i

EIXF EGFR 278 R iR Y7 X B EGFR 2875
FHYER) NSCLC B Y72 2. B4 EGFR 38 i1
VERHLHIBE T AR A, BP9 & 3, 1% 4k EGFR
( EGFR 2875 ){§i15 Beclinl &2 R BERE (L83 [ W,
H EGFR-TKI A] #i#] EGFR 27 ¥ NSCLC 4 i th
Beclinl [BERRAL , HE 1755 05 4490 1l Fif 98 40 i
ARAEH . RIS T Beclinl TEFEHLUH R
MBS EGFR RAZZ [AIH) 5 .

Beclinl JEPFIEWFL 3 Y 2 5 F W 055 51 56
K, A H WA 2 FE ) 6 ( autophagy related gene 6,
Atg6 )IIMFLE I H R [FEYI . Beclinl T HE
P IR & 2E |, Beclinl */~ /NEUER [ & PERIE L 10
g TR 450700 e A, BEAE B 5% 45 SR 278, Bec-
linl 7E25 M98 B 50 e 2238 , 7 78 Z 08 A i i 21 21
Beclinl fRFiA 0 ARBFIE4E T iR gE R,
JEZHZ T Beclinl FRIAR G @ TS HLA(P =
0.000 ), X7~ Beclinl 7£ Jih I8 40 B 14 58 vh & 5 5
A, 45 R 5 PR 40 i e B o A — 20 2, 1l
S AT KAFEA I (BRI A T

ASCHE— AT Beclinl BHPE R LR 54EH P
S 2 R TN 43 391 45 1 DR PR 28 AR DG 43 i, B
Beclinl BN B0 fECE IR 52 s B AU 4
TR o AR, Beclinl Y2 34 BHME R AR AR
LB T I TR M ( 83.3% vs 37.5% ,
P =0.005 ); BEbrAs h Beclinl FHME 33k 2 55 T
JEPRAS( 86.4% vs 55% ,P =0.025 ), X 5 W5
GERIBI B i Beclinl 51k B AE RS bR ELAR
TNM s BRIk L5 B 2 R G2 B L. &«
PEEE T Beclinl RILR & T H MR E(84.6% vs
58.6% ), A HEFTGEITFE L,

REAEWFSE " B, EGFR W+t T {5 5 PI3K/
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AKT/mTOR P35 [ . A2ps © B AKT 15[
Beclinl WAL E T H W, Wei %iﬂﬁf)@ﬁ?’f%
ZARH EGFR W] H %5 Beclinl /£, §3X Beclinl
PIBERRAL , M F W . ASIFIE E 2T Beclinl ik
5 EGFR 7Z W K R, 45 R B I/R Beclinl £ik 5
EGFRZRZFHLAT IEM KM P =0. 012 ), X 7] fig 5 3

RAZIEAL R EGFR H$ 5 Beclinl /£ H, ¥ i
EGFR/Beclinl & A HARE ", B B LA 47 75 o —
F AT EITSE . R, Beclinl R 1 LA BY
FH EGFR 27 4R34 , 3¢ B H X 1) 1 5 2

B, #5010 BN Beclinl £iA N5
EGFR A [F A8 s e B it 2 = X (P >0.05 ),
EGFR 275 7% i g Fe 3 v o 12 191, 8 95 £ 35 oy 2
i, 9& AR R R X S R A R —
) 0 il 5 EGFR 278 1] AEARAS th & A i
JE A Ko BRAEIFS K P EGFR 3L A8 9 £ I
Tt AR , AEIE & B Beclinl 7 3E I AR &
HiRAIR X EGFR 278 A AE W 3 vh 22 WL LA
R P&t R NSCLC 4 454 Beclinl
FRTEN, AT BEE— R 5 EGFR 275y FN , B
i PR S R

Mz, Mﬁﬁkﬂﬁnﬂaaﬁﬁ Beclinl 7 fifi

ZUhF IR I LR Ol 5 B I W s g 3
RIUFE, MO, AT E IREEH Beclinl ik 1E 0L
5 EGFR %7 A Gi it & X, Beclinl fXFE LK
NSCLC 3 EGFR 578 A%, iX 7] Ge A B T | Wr
EGFR Z7ZENG ML o X — 45 FATh 77 KAEAS i 1 504l
THIE
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