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[ Abstract ] Background and purpose: Non-small cell lung cancer (NSCLC) patients who have good curative
effect on epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKI) will inevitably acquired drug
resistance. It will effect the survival directly. In contrast, few studies have found that EGFR-TKI effectively acquired
drug resistance in patients with clinical characteristics. We investigated clinical characteristics of NSCLC patients who
experienced acquired drug resistance during gefitinib therapy. Methods: To review the treatment from the benefit of
patients with non-small cell lung cancer. All of the data were obtained from Jan. 2007 to Jan. 2014 in Xinjiang tumor
hospital. The treatment for failure of acquired drug resistance of clinical manifestations, time to progress (TTP) and
post-progression survival (PPS) were retrospectively analyzed. Results: The total collection of 417 patients. Median
TTP was 10.2 months (95%CI: 9.5-10.9). The TTP of women adenocarcinoma patients who didn’t smoke significantly
extended. When acquired drug resistance happened, 63.3% of patients appeared worse symptoms. The progress of the
disease is as follows: 209 cases (58.4%) from the primary lesion, 137 cases (38.3%) before the transfer, 194 cases (54.2%)
of new happened. Patients of epidermal growth factor receptor (EGFR) wild type had more tendencies of symptomatic

deterioration and new central nervous system (CNS) transfer than patients of EGFR mutation type. Patients of exon 19
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deletion and L858R mutations on the new transfer were different (41.4% vs 6.3%, P=0.02). PPS was 8.9 months (95%ClI:

7.4-10.4). Smoking history, performance status (PS) score, new CNS lesions and the subsequent chemotherapy is

independent factors of PPS. Conclusion: This study suggests that the clinical manifestations of acquired drug resistance

according to EGFR mutation status and £EGFR mutation genotype may be different. In addition, after the treatment of

acquired drug resistance in patients with non-small cell lung cancer, the subsequent clinical benefit from chemotherapy

are also associated with PPS.

[ Key words ] Gefitinib; Acquired resistance; Epidermal growth factor receptor tyrosine kinase inhibitor; Non-

small cell lung cancer
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Tab.1 Patient characteristics

[1(%)]
Patients who received EGFR mutation test Patients who had EGFR mutation
ftem Number Wild type Actlvatlggi);nutatlon Pvalue"  Exon 19 deletion LS858R mutation P value *
Total 417 (100) 61 (100) 70 (100) 40 (100) 17 (100)
Age
Median/year 63 66 62.5 0.32 60.5 63.0 0.06
Range/year 26-87 29-86 26-81 26-78 49-77
Gender
Female 258 (61.9) 36 (59.0) 49 (70.0) 0.19 30 (75.0) 11 (64.7) 0.52
Male 159 (38.1) 25 (41.0) 21 (30.0) 10 (25.0) 6(35.3)
Smoking history
Never smoker 276 (67.5) 42 (68.9) 52(75.4) 0.41 33 (82.5) 12 (75.0) 0.71
Ever smoker 133 (32.5) 19 (31.1) 17 (24.6) 7(17.5) 4(25.0)
Performance status
0-1 333 (81.4) 52(85.2) 57 (81.4) 0.56 32 (80.0) 17 (100) 0.09
=2 76 (18.6) 9(14.8) 13 (18.6) 8(20.0) -
Tumor histology
ADC 325 (82.7) 44 (86.3) 55(93.2) 0.23 27 (87.1) 16 (100) 0.28
ADC 68 (17.3) 7(13.7) 4(6.8) 4(12.9) -
Stage
nB 85 (20.4) 11 (18.0) 11 (15.7) 0.72 6(15.0) 2(11.8) 1.00
I\ 332(79.6) 50 (82.0) 59 (84.3) 34 (85.0) 15 (88.2)
Number of metastatic organ
0 85 (20.4) 11 (18.0) 11 (15.7) 0.87 6(15.0) 2(12.5) 0.20
1 197 (47.4) 27 (44.3) 32 (46.4) 15 (37.5) 11 (68.8)
=2 134 (32.2) 23 (37.7) 26 (37.7) 19 (47.5) 3(18.8)
Metastatic organ
Lung 165 (39.7) 27 (44.3) 25(36.2) 0.35 19 (47.5) 3(18.8) 0.05
Bone 157 (37.7) 19 (31.1) 30 (43.5) 0.15 18 (45.0) 9 (56.3) 0.45
CNS 87 (20.9) 18 (29.5) 22 (31.9) 0.77 13 (32.5) 3(18.8) 0.35
Pleura 24 (5.8) 8 (13.1) 6(8.6) 0.40 4 (10.0) 1(5.9) 1.00
Liver 23 (5.5) 5(8.2) 4(5.8) 0.73 4 (10.0) - 0.32
Adrenal gland 24 (5.8) 3(4.9) 1(1.4) 0.34 - - -
Number of prior chemotherapy
0 45 (11.6) 4(7.7) 4(6.7) 0.40 3(9.4) — 1.00
1 147 (37.9) 18 (34.6) 33 (55.0) 16 (50.0) 9(56.3)
2 136 (35.1) 24 (46.2) 13 (21.7) 5(15.6) 5(31.3)
=3 60 (15.5) 6(11.5) 10 (16.7) 8(25.0) 2(12.5)

": Between patients with EGFR wild type and patients with EGFR activating mutation type; : Between patients with exon 19 deletion and patients
with L858R mutation.
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Tab.2 EGFR mutation status

EGFR mutation status n(%)
Unknown 286 (68.6)
Wild type 61 (14.6)
Activating mutation 70 (16.8)
Exon 19 deletion 40 (57.1)
Exon 21 L858R mutation 17 (24.3)
Other single mutations’ 8 (11.4)
Double mutations® 5(7.1)

" Other single mutations [exon 18 G7/9X mutation 3 cases, exon
19 point mutation 3 cases, exon 21 point mutation (excluding L858R)
2 cases]; “: Double mutations (exon 19 point mutation and exon 19
deletion 2 cases, exon 19 deletion and exon 20 7790M mutation 1

case, exon 19 deletion and exon 21 L858R mutation 2 cases).
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Fig.1 Time plotting for the bimonthly incidences of acquired

resistance to gefitinib
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Tab.3 Univariate analysis of time to progression

Item TTP [monthly mean (95%CI)] P value
Total patients 10.2 (9.5-10.9) 0.01
2 months CR/PR 9.6 (8.9-10.3)
6 months SD 11.2(10.0-12.4)
Age group 0.27
<70 years 10.2 (9.4-11.0)
=70 years 9.6 (8.3-10.9)
Gender 0.002
Female 10.7 (9.8-11.6)
Male 9.1 (8.7-9.5)
Smoking history 0.001
Never smoker 11.2 (10.2-12.2)
Ever smoker 9.0 (8.3-9.7)
Performance status 0.41
0-1 10.3 (9.5-11.1)
=2 10.0 (8.5-11.5)

®4 FRERRBUEMHRIGKRIR

Tab. 4 Clinical manifestations of acquired resistance to gefitinib

[n(%0)]
Patients who received EGFR mutation test Patients who had EGFR Activating mutation
Item Number - — - = - -
Wild type Activating mutation P value Exon 19 deleted ~ L858R mutation P value
Total 360(100) 46(100) 58 (100) 30 (100) 16 (100)
Symptomatic deterioration
Yes 228(63.3) 36(73.5) 35(60.3) 0.15 20(66.7) 9(56.3) 0.49
No 132(36.7) 13(26.5) 23(39.7) 10(33.3) 7 (43.8)
Common symptom
Cough 124(34.4) 18(36.7) 17(29.3) 0.42 11(36.7) 4 (25.0) 0.42
Chest pain 51(14.2) 4(8.2) 10(17.2) 0.17 6(20.0) 4 (25.0) 0.72
Dyspnea 98(27.2) 7(14.3) 11(19.0) 0.52 7(23.3) 2 (12.5) 0.46
Decreased mentality 18(5.0) 1(2.0) 1(1.7) 1.00 - - -
Hemoptysis 26(7.2) 3(6.1) 2(3.4) 0.66 1(3.0) 1(6.3) 1.00
Headache 37(10.3) 10(20.4) 3(5.2) 0.02 2(6.7) - 0.54
Nausea/vomiting 31(8.6) 8(16.3) 6(10.3) 0.36 4(13.3) 2(12.5) 1.00
Bone pain 54(15.0) 3(6.1) 6(10.3) 0.50 4(13.3) 2(12.5) 1.00
PD position
Primary lung lesion 209(58.4) 29(58.0) 35(61.4) 0.72 20(69.0) 9(56.3) 0.39
Previous mtastasis 137(38.3) 24(48.0) 23(40.4) 0.43 10(34.5) 6(37.5) 0.84
New metastasis 194(54.2) 25(50.0) 27(47.4) 0.79 17(58.6) 4(25.0) 0.03
Lung 94(26.3) 10(20.0) 14(24.6) 0.57 12(41.4) 1(6.3) 0.02
Bone 47(13.1) 5(10.0) 7(12.3) 0.71 5(17.2) 1(6.3) 0.40
CNS 53(14.8) 12(24.0) 7(12.3) 0.11 3(10.3) 2(12.5) 1.00
Brain 46(12.8) 9(18.0) 7(12.3) 0.41 3(10.3) 2(12.5) 1.00
LMS 13(3.6) 5(10.0) 1(1.8) 0.10 - 1(6.3) 0.36
Pleura 51(14.2) 8(16.0) 10(17.5) 0.83 6(20.7) 2(12.5) 0.69
Lymph node 30(8.4) 5(10.0) 4(7.0) 0.73 2(6.9) - 0.53
Liver 15(4.2) 2(4.1) 0(0) 0.21 - - -

" Between patients with EGFR wild type and patients with EGFR activating mutation; ": Between patients with exon 19 deletion and patients with
L858R mutation.
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Tab.5 Univariate and multivariate analysis of post-progression survival after acquired resistance

Item PPS [monthly mean (95% CI)] P value Multivariable HR (95%CI)
Total 8.9 (7.4-10.4)
Age group
<70 years 8.9(7.4-10.4) 0.94
=70 years 9.1 (5.7-12.5)
Gender
Female 9.7 (8.3-11.1) 0.01
Male 6.9 (5.7-8.1)
Smoking history
Never 10.3 (8.1-12.5) 0.002 1.00
Ever 6.7 (5.7-7.8) 1.51 (1.11-2.06)
Performance status
0-1 9.6 (8.4-10.8) <0.001 1.00
=2 3.9(2.2-5.6) 1.82(1.20-2.75)
Tumor histology
ADC 8.9 (7.1-10.7) 0.19
Non-ADC 7.3 (3.1-11.5)
Stage
B 9.2 (7.3-11.1) 0.76
v 8.8 (7.1-10.5)
Symptomatic deterioration
Yes 9.8 (9.0-10.6) 0.74
No 10.4 (9.05-11.8)
New CNS lesion
No lesion 9.2 (7.6-10.8) <0.001 1.00
Brain 6.1 (4.1-8.1) 1.69 (1.07-2.67)
LMS 0.4 (0.2-0.6) 28.14 (10.33-76.63)
The following treatment
Best supportive care 39(2.4-54) <0.001 1.00
EGFR-TKI 2.4 (0-4.9) 1.45 (0.61-3.41)
Cytotoxic chemotherapy 12.6 (10.5-14.7) 0.38 (0.27-0.53)
Radiation therapy 5.3(0.7-9.9) 0.65 (0.36-1.18)
A T ER DN T B T e e PR 28 2R G A
30l Ji&, B M AR B ] e A R B R 25 )

TEABFE T, BATIAS T8 206 KR 45 T
AR M AR AR PR 25 R B I R R B, 228
1511(63.3%) £ TR TGAL o S5 DL B4 E R N ik
(34.49%) FINE PRIME(27.2%) . P95 i3E FEE B3 57 4n
T JEE MR A 20001 (58.4%) . 137HIREfEA
5% (38.3%) FIN1 9418 B 75 (54.2%) » F5c'i UL
(R K 78 il (26.3%), HLJE TPk i 4 R 40
(14.8%) . FAHE(14.2%)F1E (14.8%).

AWGERI, EGFR¥EFH: R 558 R i
ER AR R A A SN S S NS 3 P S
BT & iR 2 R G 74 .

HIEAAE ST SR B, bR T O B B R B B
P, IR 7 IR 2 KSR T Py A= A i ol
Bz ik 24 X gk AT RE S B EG FRY

K, SR, PN Lees 20 HEIE , MR &R
EGFRZZ 0 6 W 2 (AR 1Y AR I 28 2R e
5 A (B BT & ) TR X il 28 R G RS R RIS A7
TER X2 RGN AR A Hih R it E), 5
EGFRAY MR AR Lo B A A 5 Bt — 20 I 5 K
1 0 EGFRIEADIRAS T M X i 22 R G RS 1Y
R,

AT LA T 1960 LSS SRS AR i
Z (B FRAG M 25 FR 3 B IR IR R M . S L858R%E
AHEEMIL, AN T 198k 5T G e E £
R AR IRYT R WU B R B RS A
KRR, BIRAFEGFREZIREFMEGFREEAR
SR R R, (HTTPHRIPPSTEA W i
Z5

BERMHATTPH10.20H (95%C1



228

B, 5.

SIFBEREMMAEIE)\BIRMEERSIe R

9.5~10.9), FFAFPENM 245 PPS 8.9 H (95%CI:
7.4~10.4), AWM BETTPHIEAEHALEGFR
ARG W To B T A A7 ] (progress—free
survival, PFS)AH{L, PFSEEIELHAEREIR
J7 A A AT RE R S T B . @ TTPAE
FEHT, BE Lt . AWK | W AR R L
Bk WA AR R A A R A AR A
B JRAE IR S0 PR R 2R 5 AR /) 4 B R R
EGFRZEEH K, (AN, TTPHMEGFR
FARRIS A W WG . AN EGFREEAE )
AR M1314(31.4%) . Hr, 70f1(53.4%)EGFR
RAZBHME . Nishinod: [26] [l Jos 4 T 335451 H
A it FE A A T AR R RO . 7E33501 H
AEHE T, 13741(40.9%) B E A T EGFREEAE
R, Hrp, 12761(92.7%)EGFRZEZE Y, 3R
fTTAN H AR FEGFREEZARRAS MBI AR KA X
Silo PR FRATIE H B P, AR R U
B 1 (52 DN AW AR R 1 25% 1) S DNA), I
REOTIENTREA B TREIREGFRIE AR IR H 2.
SR, #hEINSCLC R #H £ A4 K W 1 32 (K g
Z RPN 57 (epidermal growth factor receptor
tyrosine kinase inhibitor, EGFR-TKI)Jy A% [l i
PR, 927 HHEGFR-TKIIGYT 5
I Rk 25, 4301(46.7%) 5 # NEGFRIS LR,
49151](53.3%) i HEGFREF A7 5] [ it
BATHATGEA P ENSCLCEH H AR JEih
I7 J5 EGFRIE7E AL 2345 K I R AR 42 I 4518
T B Z2 (58 R UL S 5 EGFREE AR R
mTTP.,

BATTAT T HE IR VT 25 )5 i PPS I 4
Ro WARARDL . PS. BT R4 RE LRSS
SRIRIT R BAE MM, AR | PSEF . &
A B R R 28 R G B R S5 AT AT L A R
WA . PSECZE . Hrh AR & R G564 Mt
STHERATT R BT A LS R Lees 2 BFST WL
7N, 26%MINSCLCEH 2 T EGFR-TKII R K
ta RS 2 R G A . MR, Al — T
Jry BT P78 R 28 R B8R T R I 43 BT
N, A AR YR TT A, IRSE A R
2 RGBT IR YT R B SE T3

I B (12,90 vs 6.0, P=0.01), TEAHF
EH, B R PRI R GRS B I PPSHE
WA AT S RGBT R . A1
TRTERYJEA . PRI 5 B CNSHE SR A s A R
[FIHIPPS., Lee s 2 4R 17T ity v A o 25
R RE, 1001(59%) 5 2 15 71 A8 2k TRCRiT
HEGFR-TKI, i P\t5e ] B R 28 R S A8 2]
SR AR Tp A I 1] 2 10.04 o TAE H R
e, VIR B AR 22 R Ge AR A, 1491
(9%) B35 AR ZEAT FHEGFR-TKI,

X sezk BT EGFR-TK LAY A B T4
FARST R A 28 2R 0995 28 97 SR AE A7 B[]
SR, T AEIRSL A i 28 2R G 22 v A R
i RADRRGE , T2 2 B0 SRR i
Wi, BiE, YangZs 'YW R, EGFR-
TKIIATT I Z2 e T LA R 3R (Rt
& g2t R RER), HREGFR-TKIA
I7 IR AT DA SRR IS 23R T R, R IA3Fh
AR T 4 ] P e 5 s () 0 e g 7 i £
1, FFEPPSIGRAER 22 R A Geit2 e L. IR
M T 2278 B A0 B PPS AL ARG S 425 ) R 43 2
] EROEAL Rt R s, SR, PPSHY
OO R 2 A AR

KuoZs "2 }338 T EGFR-TKIZRAS it 25 11
JE AT AL SR LAY 4 A SRR YT
MR AEAER S o AT T I EGFR-TK IR A Tiif
25 B DR R AT J5 S2 ALY o 7R X A
g, JEEART B B R PPSH R Az e S
FRHAT R R AIPPSK (12.64H vs 3.917H,
P<0.001), Nishino® V0%, 54685 8 T
S BER A K, FEIRNTBFFE T, 1441
BEEZEGFR-TKIAR S & AR e A 501, ]
JEiE R e 9fl) . (BRI SRHAIT A MEGFR-
TKIF- 4 AEPPS %A 225, tksh, TRl
WAl T EGFR-TKIF- I X PPSHYSE A . 3044
BELE RS IR CIRITRIG &AL
I7 7 )5 H5% T EGFR-TKIF I . J5 42
AT BB e B AR e iRT Rz ), 7E
FHT A R e RIR S Y A E R (o FH A R
i, PPSERTLHEIFFE XL (13.81H vs 11.04



(P BEAER L) 2015F55255530

229

H, P=0.30), XELEIEH, PR ZY )Y
TEI7 T RE S BRERE

AW TR P EIEATY, A — R R
o PR R JE BRI O IT R0 AT RE A2 )
T . AR A i 245 1 I DR o A 5 A 45 ]
REAT T ANl Besh, RAEIRATHT TEGFRE
g, AR Bz USRI DN A, 7F HETH
o R AR AT RE R ARA, . & JE ., FRATE2~3
HilidCT. PET/CT ., #E3LHR g s i W A% T
IR SO o BRI, TPAR (8] BR & A A RE PRI
TR

ZE LR, IRATVEAS T s AR R iRyT
S5 ARASETH 25 FONSCLC 2 1 PR AR 25 3
AR E R R, RISEGFREZERSMEGFR
SR AR HE R AU AR AT it 245 19 If PR 3% B ] e 257 Fr
AFl TTPHY—ANEZ L B R Lok . AR
HOME AL, WS . PSS, BT RRZE R
Ge R MBS (AL 7 JEPPSH A7 N &R, T gk
— HRFFE A i B B INSCLC H & EGFR-TKI3k
PP 24 A PRI RE

(& % X Bt

[1] JEMAL A, BRAY F, CENTER M M, et al. Global cancer
statistics [ J ] . CA Cancer ] Clin, 2011, 61: 69-90.

[2] MOLINA J R, YA P, CASSIVI S D, et al. Non—small cell lung
cancer: epidemiology, risk factors, treatment, and survivorship

[J7]. Mayo Clin Proc, 2008, 83: 584-594.

[3] AZZOLIC G, BAKER S Jr, TEMIN S, et al. American Society
of Clinical Oncology Clinical Practice Guideline update on
chemotherapy for stage IV non—small—cell lung cancer [ J | .
J Clin Oncol, 2009, 27: 6251-6266.

[4] NSCLC Meta—Analysis Collaborative Group. Chemotherapy
in addition to supportive care improves survival in advanced
non—small—cell lung cancer: a systematic review and meta—
analysis of individual patient data from 16 randomized
controlled trials [ J ] . J Clin Oncol, 2002, 18: 310-318.

[5] KELLY K, CROWLEY J, BUNN P A, et al. Randomized
phase III trial of paclitaxel plus carboplatin versus vinorelbine
plus cisplatin in the treatment of patients with advanced non—
small—cell lung cancer: a Southwest Oncology Group trial

[ J1.JClin Oncol, 2001, 19: 3210-3218.

[6] SCHILLER J H, HARRINGTON D, BELANI C P, et al.
Comparison of four chemotherapy regimens for advanced non—
small—cell lung cancer [JJ.N Engl J Med, 2002, 346: 92—
98.

[7]

[8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

LYNCH T, KIM E. Optimizing chemotherapy and targeted
agent combinations in NSCLC [ J ] . Lung Cancer, 2005,
50(Suppl 2): 25-32.
PPENNELL N A. Integration of EGFR inhibitors and
conventional chemotherapy in the treatment of non—-small—cell
lung cancer [J].Clin Lung Cancer, 2011, 12: 350-352.
THATCHER N, CHANG A, PARIKH P, et al. Gefitinib
plus best supportive care in previously treated patients with
refractory advanced non—small—cell lung cancer: results from
a randomised, placebo—controlled, multicentre study (Iressa
Survival Evaluation in Lung Cancer) [J] . Lancet, 20053, 366:
1527-1537.
FUKUOKA M, YANO S, GIACCONE G, et al. Multi-
institutional randomized phase II trial of gefitinib for
previously treated patients with advanced non—small—cell lung
cancer (The IDEAL 1 Trial) [ J ] . J Clin Oncol, 2003, 21:
2237-2246.
LYNCH T J, BELL D W, SORDELLA R, et al. Activating
mutations in the epidermal growth factor receptor underlying
responsiveness of non—small—cell lung cancer to gefitinib
[J].N EnglJ Med, 2004, 350: 2129-2139.
PAEZ J G, JANNE P A, LEE J C, et al. EGFR mutations in
lung cancer: correlation with clinical response to gefitinib
therapy [ J].Science, 2004, 304: 1497-1500.
ROSELL R, MORAN T, QUERALT C, et al. Screening for
epidermal growth factor receptor mutations in lung cancer
[J].N EnglJ Med, 2009, 361: 958-967.
MOK T S, WU Y L, THONGPRASERT S, et al. Gefitinib or
carboplatin—paclitaxel in pulmonary adenocarcinoma [ J ] . N
Engl J Med, 2009, 361: 947-957.
ENGELMAN J A, ZEJNULLAHU K, MITSUDOMI T, et al.
MET amplification leads to gefitinib resistance in lung cancer
by activating ERBB3 signaling [ ] ] . Science, 2007, 316:
1039-1043.
BEAN J, BRENNAN C, SHIH J Y, et al. MET amplification
occurs with or without T790M mutations in EGFR mutant lung
tumors with acquired resistance to gefitinib or erlotinib [J].
Proc Natl Acad Sci USA, 2007, 104: 20932-20937.
BALAK M N, GONG Y, RIELY G ], et al. Novel D761Y and
common secondary T790M mutations in epidermal growth
factor receptor—mutant lung adenocarcinomas with acquired
resistance to kinase inhibitors [ J ] . Clin Cancer Res, 2006,
12: 6494-6501.
KOSAKA T, YATABE Y, ENDOH H, et al. Analysis of
epidermal growth factor receptor gene mutation in patients
with non-small cell lung cancer and acquired resistance to
gefitinib [J] . Clin Cancer Res, 2006, 12: 5764-5769.
ZHANG Z, LEE ] C, LIN L, et al. Activation of the AXL
kinase causes resistance to EGFR—targeted therapy in lung
cancer [ J ] . Nat Genet, 2012, 44: 852-860.
NURWIDYA F, TAKAHASHI F, MURAKAMI A, et al.

Epithelial mesenchymal transition in drug resistance and



230

BIR,

5. SIFEERBUMANIR\BREMmERE IR

[21]

[24]

metastasis of lung cancer [J]. Cancer Res Treat, 2012, 44:
151-156.

SEQUIST L V, WALTMAN B A, DIAS-SANTAGATA D,
et al. Genotypic and histological evolution of lung cancers
acquiring resistance to EGFR inhibitors [ J | . Sci Transl
Med, 2011, 3(75): 75ra26.

JACKMAN D, PAO W, RIELY G J, et al. Clinical definition
of acquired resistance to epidermal growth factor receptor
tyrosine kinase inhibitors in non—small—cell lung cancer [J].
J Clin Oncol, 2010, 28: 357-360.

SEGAWA Y, HOTTA K, UMEMURUA S, et al. Clinical
factors affecting acquired resistance to gefitinib in previously
treated Japanese patients with advanced nonsmall cell lung
cancer [ J ] . Cancer, 2006, 107: 1866-1872.

MCKILLOP D, HUTCHISON M, PARTRIDGE E A, et al.
Metabolic disposition of gefitinib, an epidermal growth factor
receptor tyrosine kinase inhibitor, in rat, dog and man [ J ] .

Xenobiotica, 2004, 34: 917-934.

[25]

[26]

[27]

[28]

LEE J, CHOI H J, KIM, et al. Frequent central nervous system
failure after clinical benefit with epidermal growth factor
receptor tyrosine kinase inhibitors in Korean patients with
nonsmall—cell lung cancer [ J ] . Cancer, 2010,116: 1336—
1343.
NISHINO K, IMAMURA F, MORITA S, et al. A retrospective
analysis of 335 Japanese lung cancer patients who responded
to initial gefitinib treatment [ J ] . Lung Cancer, 2013, 82:
299-304.
YANG J J, CHEN H J, YAN H H, et al. Clinical modes
of EGFR tyrosine kinase inhibitor failure and subsequent
management in advanced non—small cell lung cancer [J].
Lung Cancer, 2013, 79: 33-39.
KUO C H, LIN S M, LEE K'Y, et al. Subsequent chemotherapy
improves survival outcome in advanced non-small-cell lung
cancer with acquired tyrosine kinase inhibitor resistance [ J | .
Clin Lung Cancer, 2010, 11: 51-56.

(i H: 2014-07-04  {Z I H Y. 2014-11-26)

“E/RIMZ R R FIENTT” 20155 FH RIEEA
AR, i SR R A TRl M CFUBOE . IS OO | 45 PO Bl AN S )
TR P TR X AT KRBT Iy A7 LR | KRR E MO G T 08 52 et 27
L RSTRAOTICG]. BURIL (TAUCRANRIRINT ) M AR L IS4 4 T R
LT I

BRI RIS, 2R IR PR RACR , fedtih R8RSR,

(¥ @& E

2 &) R CEURIN SRR R R B AT AR W6, BUSAESCE S S TE A
AEXHE:
(1) AR BUR MR TR R, SRR R e R R B AT R 2 ) . SR Sl R gE, Jrh
BF R ASTITRARR
(2)  HURIM SRR R AR AT RIRIE (DA SRR S S ) .

(3)  EURILAEA R I7 % P RFE IS o

EXERRIRRK

(1) CHEWER, RATFRED.

(2) MEXHASH(EdREESR L) MATR, BE5IEX.
(3) WEE STy, BRI &% R kirin20152whd@163.com (FEH] “AESCIEENT )

(4) TEEMEE . AL, bk, HARK. R FIEE R HIEAEE B

HESCEIEBH:
Bk HWN20154212A31H (RAE-mail & IR 4E ) .
WFEF %
(1) MFBEERE) WEMARLEZBOIIFFEZEL 2, UAIE. AW N0k, 7e0E SCRmi s 1Tk
Q01SAFPEARMATIL . ey —5520%,, RS, SARNSA, JHIURIIE T

2 PR XL(TBREER L) ThmdFIGE(YBREER L) KETE,

(3)  ESCEB)—FRIRGT S INER AR W IR AR S IR ARSIk =R S
I Py 2R 25—
(4) RSO (¥ @R ER &) SIS UUEIET, JERmA GRIUEH) -

(¢@&EER L) HHH
PRFR R (I 25 BR A R



	Split_00062
	Split_00063
	Split_00064
	Split_00065
	Split_00066
	Split_00067
	Split_00068
	Split_00069
	Split_00070

