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BIMER Z #5145 &5 ik HAAE /N Bt g
EGFR-TKLGEYTITHIK 5

HE AREA REKR HAE #T BEE K KT

[HZE ] 2588 BIMIFERBCL2FHEEIZ—, &5 SAMIET-MEZAN T, e/ N (non-
small cell lung cancer, NSCLC ) 1, BCL-25ji% ¥, bt 25 141 5 i EGFRIE [K 58 78 J88 41 L E A% 1 76 PI3K/AKT /mTORC Al
MER/ERT{5 53018, P & 20 A7 B4 T2, BIMJE PR WBH3I AL, WA S 51 132 . A5 1k £
BIMIER 2251, BRITHS IR M INSCLCH i A= 4 K 32 (A s Z BR BB ] 57 ( epidermal growth factor receptor-
tyrosine kinase inhibitor, EGFR-TKI ) JGJ7)7 3K R, Fo5% AE20094E1 H 1 H-20124:10 H 1 H 52 T HiiTA4 g 2
HI123 0612 JA M ANSCLCIR S, iy s BRAE 2 0 Ak Y, RIS 2 i AR e sUm i & R ¥ iRYT . RAAZ R
Tt S T G R A/ I T 20 BIMEE PRl 235 . R FHSPSS 13. 048 H 1 k-5 ir. 48R gl ® I, BIM
FEHIC 2 A NER B H BRBIMBL A AP (0 R ST 445 (DCR 75.5% vs 57.1%, x°=2.931, P=0.087 ) . HAEZE /4T
HOIPES, LT TE (691 H vs 4.5 H, x(=7.077, P=0.008); RHLHHEK FAHWMEH (801 vs2.51 ),
'=15.277, P<0.001); FHER IR THEZEM (700 H vs 20108, =14.978, P<0.001); BIMIER ILLE
PEAY % TP A PESK T BIMIL R A 28 % (6.0 )] vs 3.5, ¥ =7.035, P=0.008), ZHZE/MT4ERE BRI
JH L REIET | BIMIE IR Z2 25k s i PRS0 f K 38 . BIME DR 5N [ B 22 S e 12 L (P>0.05) . &5ie
BIMAE K 2 85V 0A TEX 2R IR INSCLC EGFR-TKUAYT [ (W A ek T A Gt t 25 5, Kl 35 BIMAE[A
LA IR MINSCLC EGFR-TKIVAYY M H I PFAL T A S X
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[ Abstract ] Background and objective BIM gene is a member of the BCL-2 family, is involved in cell death. The
aim of this study is to explore the relationship between BIM gene polymorphism and therapeutic efficacy in the retreatment
advanced non-small cell lung cancer (NSCLC) with tyrosine kinase inhibitor (EGFR-TKI). Methods In the study, there were
123 patients who were diagnosed with advanced NSCLC in Zhejiang Province Cancer Hospital bewteen January 2009 to Oc-
tober 2012, all of who were received gefitinib and erlotinib therapy after failure to chemotherapy. We detected the genotype
of peripheral blood leukocytes of patients with BIM gene polymorphism though polymerase chain reaction (PCR). Statistical
analysis was performed by SPSS version 13.0. Results On the disease control rates, BIM gene with no polymorphism type was
slightly better trend than polymorphism types in disease control rate DCR (75.5% vs 57.1%, ’=2.931, P=0.087). Univariate
analysis the median PFS, women were longer than men (6.9 months vs 4.5 months, * =7.077, P=0.008). Non-smokers were
longer than smokers (8.0 months vs 2.5 months, x*=15.277, P<0.001). Adenocarcinoma were longer than others pathological
type (7.0 months vs 2.0 months, x*=14.978, P<0.001). The median PES in BIM gene with no polymorphism type were longer
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than with polymorphism type (6.0 months vs 3.5 months, x’=7.033, P=0.008). Multi-factor analysis showed that smoking,

pathological type, the BIM gene polymorphism were the independent prognostic factors for PES. Conclusion The patients

with the BIM gene no polymorphism have longer the median progression-free time than the polymorphism types in retreat-

ment advanced non-small cell lung cancer patients with tyrosine kinase inhibitor.
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FUR, s e 42 3R 1 & A8 FNFE 1T 48 44 s S g
AL, HA80% AAE/NIAEMTE ( non-small cell lung cancer,
NSCLC), K#p4r&Emism o 2m™ . BR21%,
TITAN® HINTEREST i RIS B/ 1 JE v 5 Je ity
B RAEMUINSCLC — =2y PR T B KM
R T2 h O IR IRBIESE, 2R A KR 52 R i R
NI ( epidermal growth factor receptor-tyrosine kinase
inhibitor, EGFR-TKI) EL At ] T INSCLCH) — =2k
1HJ7, JF ENCCNHE R 5 78 2k Je — R UL BIRJTIY,
AT LU g B D g R AR RS . KT, i TR 22
SR B S e, TR T AR AR IARYT R, EGFR-TKIR
FPRE S o ITAERA WESE e I LA AR H 20 ] T S AR
K 22 25 5 NSCLC K B P e (677 8 % 105 A
IR ARG o R IR 1 S L] v 20 0 T B )
BB A F A A . BCL-25 R 52 2 20 M 3 Tl A
HEBMSET IR . HATC AR BCL- 23 K 5 A 5
HRI2sFh Y RIS RTIRERT LISy =3 A
APHTAEM, @4FBCL-2, BCL-XL, BCL-W4, SHIEE
HARMTAERN, #EBAX, BAKS, {1734 -BCL-2[q]
JRZ5HEBHL, BH2, BH3, SHIZEEA LA T-/EADE A
HE&ABH3Z5#4, f1$5BID . BAD, BIM, BIK%, iX
SEBCL-25¢ 5 B P T i it 114 28 11 AT LA i ] P8 B S 1 —
RIAH LRI, RELELORAEL b AL IE SR R
HIRENE, TR ZC (cytochrome C, CytC ) HYFEL
A FEAMMEH T K E .

BIMIERAE BCL-2 R 12—, HgwhhryHEH
BIM (14 FR ~BCL-2 interaetion mediator of cell death, 2%
SANMAET R BB T, HR) e i Hsu V5 7 g B
TCER Ay IR 5 MCL- LA BAE FH AR (B, DB
SLDNASURE PRI —FhE I, # 2 & BH3ZE M,
H HAIMCL-1, BCL-2XBCL-XLAFHLM - T AHE AR H
A HRT, s AL iy 44y BCL-24H S BN SLAE T
JL[H ( BCL-2-related ovarian death gene ) , f&j#KBOD, 7&
NEFEH LT, BIMBEF ] T2q12-q13'. 7ENSCLCH?,

BCL-25 5 A b3 2K 1A 5 1 EG FRIE DR 5 725 4 210 Jfd i 638
I PI3K/AKT /mTORCHIMER/ERT{5 2318 , Yo% 40
HOTEIR S T, BIMAEDA FUBH3BRESE , %5 55 e yd
7o,

Ng 25 B¢ & BUAEBIMAE R b A7 e sk 2750k 75
PR I A 1% ( chronic myeloid leukemia, CML ) H,
BIMJE [N 2 5ME JR X EGFR-TKI (52 ) JRYTIT AL
5T IBIMIEN Z5ME# (P=0.02) . fEEGFRIE[HZAE
FINSCLCE #H, BIMIE [N 245 8 4 X EGFR-TKI YT
gy FRBIMBEN Z 5% (P=0.027) , Tifli/IBH3
KAy, AT LAY X EGER-TKIFYTH 2 . Nakagawa i
FEAGE AR )T ARFAEEGFRILH 28 A8 [NSCLCE # , BIM
SN AR 512.9%, F H A BIMIE [ £ A4 14 i 20
Jf Xk IR e Y A BIMG 2 A5 Mk (Y 7 k22, M5k
B Je S BH3ZALIMTHDACHI I 5K G 1T LA % A BIMBE [
Z A MEXTEGFR-TKIF i 2]

RSO BIMEE N Z2 45155 2 A I INSCLC EGFR-TKI
TRITIFRURIAR S E A TR .

1 MR 57A%

L1 BFRN S AT ARER 1236 INSCLC I, T
20094E1 11 H-20124E10 7 1 H AAF WA s B e Ak )7
B, B2 s A s A U AE i 12 0 T HA s IV 1Y
NSCLC, JRJ7RILCTHIIESA nl ikl ra B
R 2 — 2 by, RIS AR e
JEIER e — SRR RYT . AdibRiE: D184/ -80
4y QZ 2 L5 PR w20 M B2 UE S (4 11T A 5 1V 4]
NSCLCH A ; G wl sk il WA ikt @RERET

WML QPrf BB B S 2 f — 2 & ibyT,

RIWG B2 5 AR e s e B e L R YT s ©% B A
WA HEERPRE: AT HEE—FREE, WA
AL : OAE AT SR @M By NFEE
P B e Yy s QREE R & I e B e ;. @RS b
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1.2 SEBG EEGR . FEAE IRE R A R G
2xLAmp MasterMix ( &4k} ) | 1 kbp Ladder, TAE Buf-
fer (HRIKZZE PR ) (REAHEZL AR ) . BIMIEEH I
1%, BIMBEH TIES 19 ( LR R AP H ARG R A
Al o PHHEABIERE (VHPEA ) .

1.3 U AR 4 °CUKA (MPR-311D, SANYO, H
A) , -20 °CUK4H ( MDF-330, SANYO, H#A ) , -70°C
LI VKA ( MDF-3826W, SANYO, HA ) |, il
HH BB AL (Neofue 23R, [y HHRLAUZ A RS
A, WERIEA RS (XW-80A, WERILEE) ) , PCR
1A% LKA | AR (Bio-Rad/A W], E[H ) , 24Ny
JEIEE AL (ND-1000, Nano Drop, [ ) , &AL
Wies (eppendorf3111, EPPENDORF, ff[E ) , £FPRiAE
Eppendorff . 8HKH . 96fLHL (Axygen, E[H) .

1.4 S5 IR

L4.1 FRACRE W13 AT B A4, 7R
RIMARA Z HT 5 F B E SRR, IFEERET,
Y5 Ml A8 1) 245 W) - s 22 i B BB it A T e Jok 4 il 2
mL, BALTIVUZIRE (EDTA) HiBEE, 4 ‘CukFik
B, B O MU .0 (3,000 rpm, 10 min ) , 4R
JE B AR, B T-70 ‘CRARIR VKA AE45 ]

1.4.2 AN MDNASEEL SR R Ryt 2023 ] 0 1l i 35 5 21
AR R BRI A (1 mL-5SmL ) BloodGen Midi Kit, #1&{j,
R 5 DT B8 LA it s 4 T bR A rh 42 HUDNA

1.4.3 St RSP ag s, 2 BEOSCEkiE T
1A, SRR A A IR A W A . S
Y. S-AATACCACAGAGGCCCACAG-3’, Fiif5|¥:
5-GCCTGAAGGTGCTGAGAAAG-3’,

1.4.4 PCRIZN AR TEME TAEAIKE B rmet. 2x
LAmp MasterMix ( 4k} ) 12.5 uL, FHFTIH1 L (HJE
oM ) , BUESI1 L (HREEISM10uM ) , DNA 2
uL, EBFIK8.S uLo ARG Bas FIXIRSL, R FEA
WE AL,

1.4.5 PCRIZL 254 96 “CHHUAEE30s, 94 °CAEMELS s, 60
°CiE k60s, 68 °C 10 minZEf{, HEFT29MMEFR, 68 °C 20
minZAEfif, 4 °CHUY, RIRIRAE, &S

1.4.6 BiEWHEEACFUKIR R K TAEZ Ml . 1%3 80 .
TR 258 (0.5 pg/mL) 7EHL T 120 VAR IEBREEIE Fi Uk A
Z H,9k 60 min,

LS JrRFMARIE 97 R0V SR SRR T S5O A o
( Response Evaluation Criteria in Solid Tumors, RECIST ) (10} =25

NG f# (complete response, CR ) | #4325 f# ( partial
response, PR ) | 1€ (stable disease, SD ) Al )& ( pro-
gressive disease, PD ) ., ZWZEfi# % ( objective response rate,
ORR) = (CR +PR ) / ( CR+PR+SD+PD ) x100%, %=
JEFEH % ( disease control rate, DCR) = ( CR+PR+SD)
/ ( CR+PR+SD+PD ) x100%.,

1.6 BETAEA AT BEVIRAITES . ils a7 K,
RIRBEVTEFEI 20124E11 30 H o ok A (pro-
gression-free survival, PFS ) & A H B2 5 ek
JEIE R e AT I IR BRI | FET A R A
AT 52 o X FAEREDTUE H I TCH e ], TEge T
VR K b P

L7 ANRBEERRE A RHEIENCI-CTC3.0 , $if#
50 WA RL S BAR e T, 4 OB -4 )

L8 Geita ik W HISPSS 13. 05T 4e i3 br. I3l
KA BN B 225K Fil Pearson x4, BN 240 B K I Ka-
plan—Meier}'dg‘&Log—mnkﬁzgﬁ , ZINZESWFRF CoxElH
P<0.0S 225+ A1 Fiit 738 3

2 #£R

2.1 BH—MIGARRHE B — o, AR 123
B, i B AL — ALY RIS T i — =2k
EGFR-TKIfE [iify7, Hohdtasfil i I AR e (5
Fih ) 250 mg, BERUK G : 75018 IR L2
Je (Fe%El) 150 mghp R 1R HIRIGST . e A HAKIG
REFETEL (3R1) .

2.2 SR ZABVERINZE A e BIMELH 2380k, &9
HE B R BRKE T2 M0 B A T4 511 4,226
bp, A ZEMEM GG BIFR AR, SRS 1
141,323 bp, IRA 744,226 bpHil1,323 bp AT AR
(K1) .

2.3 BIMAEH 2351 SEGFR-TKURY I SC R A
Adt123f], HABIMMER L8, RIS AR EE A
1026], JPRGEM JCCREEZS, PR 3344, SD 4444], PD 25
#i], ORR}32.4%, DCR475.5%; BIMA Z&IEREE2L
o], Hrh BRI, G E 186, JCCRIEFS, PR
345, SD 9ffi], PD 9], ORR}/14.3%, DCRHS7.1%, 7F
TG L, BIMILR JCZ AT HEBIMZ A5 1) i
( ORR: 32.4% vs 14.3%, ’=2.746, P=0.098 ) , 2S5
SRR TR EEHIR b, BIMIER L Z S EX L BIMZ
AR #E (DCR: 75.5% vs 57.1%, '=2.931, P=0.087 ) ,
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® 1 BEN—RIGREHE

Tab 1 General clinical characteristics of the patients

% 2 BIMER S 51 5EGFR-TKIAFTITBIX &
Tab 2 Relationship between BIM gene polymorphism and therapeutic efficacy of

Variable n % tyrosine kinase inhibitor
Targeted drug Therapeutic BIM no polymorphism  BIM polymorphism X2 P
Gefitinib 48 39.0 evaluation
Erlotinib 75 61.0 CR 0 0 0 0
Gender 123 PR 33 3 2.746  0.098
Female 62 50.4 SD 44 9 0.006 0.981
Male 61 49.6 PD 25 9 2931 0.087
Age (yr) ORR 32.4% 14.3% 2.746  0.098
>60 41 33.3 DCR 75.5% 57.1% 2931 0.087
<60 82 66.7 CR: complete response; PR: partial response; SD: stable disease; PD: progressive
Smoking history disease; ORR: objective response rate; DCR: disease control rate.
Yes 44 35.8
No 79 64.2
Disease stage
IV 102 829
b 21 17.1
Pathological type 1,000 bp
Adenocarcinoma 97 78.9
Other 26 21.1 2,000bp
Line 5,000 bp
Second line 77 62.6 bt
Third line 46 374
Performance status score
1 96 78.0
=2 27 22,0

R FEL (R2) o

2.4 HPRZRIIHTPES AL HE R P A PES, LfEK
FHEM (6.91H vs 4.57H, ¥’=7.077, P=0.008); Al
MF R FAWMEEE (8.0 H vs 2.5, x'=15.277,

P<0.001) ; HHILRABEN PR THE A (7.0 H vs
2011, ¥’=14.978, P<0.001); BIMKEK NILZASM A7
PESK FBIMIL A LM B E (6010 H vs35MH, ¥
=7.035, P=0.008), ZSHAGIE L, WA RR:
fEZS¥ gt 2 L (P>005) (K3, E2) .

2.5 ZHEESMPES ZHKHrss R E RIS S
(P=0.030 ) . JHFEEAY (A HAEMYE, P=0.001) LIK
BIMFER 24514 TG (P=0.037 ) KPES[ S Fi5 K%,

HAREPRAEB FE R (£4)

2.6 RN AL R R AR e g eih
JYNSCLCHY, AR b rf =200l B MRS . BIMJE A

B 1 BIMERE S SHERNER, EREBIGR LB REM Amakerrik
‘i, (ZiL%E) F1EEABIMERB KR R,323 bpsis, 2. 3BE AL
HBR—54,226 bpKEH, 4BEHNREEIR4,226 bpF1,323 bpA 15
HHA.

Fig 1 BIM gene polymorphism detection result diagram. The rightmost
of the gel imaging system is maker electrophoresis channel, (leftin the
cases) the first passage is BIM gene deletion whose bands is 1,323 bp,
channel 2 and 3 is the wild-type whose band is 4,226 bp long, channel
4 is mixed-type having 4,226 bp and 1,323 bp two bands.

T BN -IVEE ez 6210, 560.9%, IIEE-IVEE FZ2 92
105, 179.8%, BIMA ZAMEHE-IVEE KZ 120, &
57.1%, MIE-IVE 9241, 59.5%, BIMILR TLLEIE
BB IVEEETE3440), 4 33.3%, MIEE-IVEEIEVEOH], &
8.7%, HZAMHEVEIVEIIESH], (523.8%, IIE-IVE
s, (54.7%, ER¥IGIEE L (P>0.05) o H
R LEAN R BN Z Ty . RIBTPERG 2 . D RE 5 55
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ZEF WG (P>0.05) (£S) .

3 it

BIMBERJEBCL-2Z AR A T B i il 2 —, HER
IR B TAUE BH3IE 1 ( BH3-only protein ) , BV
BT, TR TIER AN, 7655 40 i 5 N 2R5E
R . B Ak A B G K iR i) K A v A R IO E B AR
FHo TENSCLC K H g Ve it iRy 7 vh, 235
RWIBIMAEL D 538 )67 1780 VIR G

Li% "R gy 45 BAE Sz, X AR5 e 25 W U

NSCLCHH R, AR e i i BIMER [ 3R A 5 ] i
T A 3 5 X b e 20 B ) R AR, I RNAT PR R
DUBRBIME A I, i A S50 1) o e 248 oL D0 %o 5 =1 5 e T
2y, T BIMAE S i A PISKAN I FMEKA)
HFIBEAIRTY, ARSI MBIMAE (19 23k , M v IS
HARR SR AT 24 . U BIMIE R ZESE FIATT 29 S
IR A I T A e B A AR . B AR
WFFENSCLCHH AR (1) 98 1= LA S AR 8 T 85 FIBIMI 38,

PRUTH AR R e XL 52 . W5 A AR AR S H197 S 11 2
2040 FT790MZEAS | 452140 25732 SR (1 L8S8R
H16S041 itk B 195 B Fak 2k . FHAEEEHR

=3 BERSMPFSER

Tab 3 Results of univariate analysis of PFS

x4 SERSH

Tab 4 Multi-factor analysis

Variable PFS (median) X2 P Wald Sig. Exp(B) 95%Cl for Exp(B)
Targeted drug 0.086 0.769 Targeted drug 0.626 0.429 1.247 0.721-2.157
Gefitinib 5.0 Disease stage 0.687 0.407 1.328 0.679-2.599
Erlotinib 4.8 Gender 0.163 0.686 0.846 0.376-1.902
Gender 7.077 0.008 Age 0.048 0.827 1.060 0.630-1.781
Female 6.9 Smoking history 4.718 0.030 0.412 0.185-0.917
Male 4.5 Pathological type 11.324  0.001 2.739 1.523-4.926
Age (yr) 0.119 0.731 Line 1.940 0.164 0.681 0.396-1.169
>60 5.1 Performance
“60 49 status score 0.647 0.421 0.779 0.424-1.431
Smoking history 15.277  <0.001 BIM polymorphism  4.362 0.037 0.548 0.311-0.964
Yes 2.5
No 8.0
Disease stage
I\ 4.7 0.527 0.468 1.0 11 No 8IM polymorphrism
lllb 49 ] BIM polymorphrism
- + No BIM polymorphrism-censored
Pathological type 14.978  <0.001 S 0.8 -+ BIM polymorphrism-censored
Adenocarcinoma 7.0 g P=0.008
Other 2.0 S 0.6-
Line 6.684 0.407 fﬂ:
Second line 4.8 E 0.4
Third line 5.3 §
o
Performance status score 0.000 0.983 2 0.2
1 5.0
=2 49 0.0
BIM gene 7035 0.008 000 1000 2000 3000 4000 5000 6000
No polymorphism 6.0 Time/month
Polymorphism 3.5

PFS: progression-free survival.

B2 BEZEFMPFSE5BIMERSEERNXR
Fig 2 Single factor analysis of the relationship between PFS and BIM
gene polymorphism
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* 5 BIMERSEESSRIERNX RS
Tab 5 Analysis of the relationship between BIM gene polymorphism and side effects
Toxic reaction I-IV degree (n) X2 P llI-IV degree (n) X2 P

No polymorphism Polymorphism No polymorphism Polymorphism

Rash 62 12 0.096 0.756 10 2 0.133 0.716
Diarrhea 34 5 0.730 0.393 9 1 0.033 0.856
Feeble 18 3 0.003 0.957 5 1 0.280 0.597
Interstitial pneumonia 3 0 0.000 0.985 1 0 0.208 0.249
Liver function damage 5 1 0.280 0.597 1 0 0.208 0.249

NSCLCANMEAR AT, FHPXIH1650, H1975%8 75 bk 755
PAT- R TAS4940 bk ( P<0.01) , H1650fBIMZE ikFif
T AR JE U BE A AT 5, H197SHYBIMAR IR,
T AS49 Y BIM 78 75 & 01 o ik 2 1) 5 AR Je AR . 45
F AT AR JE T U NSCLC A MU EGFRZE 78 Rk 41 A 1N 1)
BIMZE [k 3w, JF Howl A ik 1R BIMAY ik K15
SRR T . Gong! BT EGFREL K 575 f(YNSCLC K|
EGER-TKIfH it 25 #LiH . ELAEGFR-TKIZS 4%} T-EGFR A
DRI 9 725 () 248 LA P 5 | A 8 T2 38 A 05 A T caspasei® 42
HoFrE T A BIMS H H A T BB IR OC . JEIs R
Jeifs R R A A T3 A B IRBIMK Y-, AR 24 1
Y AR U BIMAR R A . FEARSMIFFEIE I RNA TP AR
DUBRBIMAEL DR W5 [ )T 25, T BH3AYZE A ABT-737
REAZYE N2 JE A 4 LA T A e

FaberZs !4t B L fF EGFR%E A () NSCLC & %
EGFR-TKIJBYT Y, BIME R PESIR KL 1K
(P=0.001) . 2445555 11914 Z EGFR-TKI—£k 7T,
Hopdez 20097, 156 EBIMEm Rk, ofIBIMALE
ik, BIMAY/KFV-5 EGFRIE R S8 AR SR TOAH G E o i IR
RECISTH PR F 134, CREF 1], FMWEZAHEN
64%, BIMAILK A A M AT 34945 /N 29%,  TTTBIM 5
F3B BE MR A5 45/S7% (P=0.04) . "V PFSHE
TR EH R TBIMm R IA B

AWFFE A A S 123 6], H A BIMIE R T 2 3851
HAHEA 1026, ORRHI32.4%, DCRA75.5%; BIMAB ZE
PER R 210, BRREI3G], RAALEE 18], ORRNY
14.3%, DCR}S57.1%, TELIRTERIR F, BIMERTTLZE
PEXTLUBIMA 2381k, 22RI08tiH# i L (DCR: 75.5% vs
5§7.1%, x’=2.931, P=0.087 ) , BIMAE[H }y L L5 EEBIMAL
A Z AP B BIRTE R R I I3 . KataginiZE!'I 1
BIMAE R i S Z2 25k W] RS2 E0 3 2 A 07 18 T Ao 240 A 1

M ARIE . ASBFFEESE R R B T %2 R 58 A8 R W
(b L HE R 23R B ANSCLC, BIMBEH 2381 59741
A

AW H R R PES, KT H M

(P=0.008); ANWZIHH K FAWIHF# (P<0.001); FFHE

KA MK THE M (P<0.001), 2% SIH G
B AT SRS BEAE INIPASS | OPITIMALAE A AN
IRBIFSE 25 S M EGFR-TKIZE R . i £ 3 7 sl e
FHAAL, RFO AT LS ARE

A S LR A3 M BIMBE R b T2 A5 (i PRS KT
BIMBEN A Z 8RB (6,047 vs3.51 ), x=7.035,
P=0.008 ) . AHFFRLE R L2 K E s R 8 /R BIMEL A
Z AP PRSI A S T 5 P2 o AR 98 25 SRtk — 25 MR
PRHPIESE T BIME [N 2 25 E RE A5 1F R BN EGFR-TKIVA Y7
BT R FEPRZ — . TEEGFRIEDR 578 K B i) b [
BIMKEN Z SYERT G 17.1%, PRI [EEEA [H Ak
IEIRIT AR B, T RE S AAfESE R AR Y 22 5%,
ESLH Z AR B S 220 . S TIZ R 43 BIMBE [
A LA B E B TBH3SS ML, S T 4 T
#, XSTEGFR-TRKUFRRAE. A5 & BUBIMIE [N 7 548
EYFANE =2 Vs e == 9

AWFFE R Y, AFEARRARR, Affass
HE— TR I BATERTIEME 2 ot R BYIG R 5T N
it (3 97 B L T v 0 A R I P il . B 45 3
SIFTHEARAWHREL, A T REXHEAE A AL R Rk
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