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[ Abstract ] Background and objective Epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKI)
has been used for the first-line treatment of non-small cell lung cancer (NSCLC) and has shown good clinical effects. However,
some patients fail to benefit from this treatment. The aim of this study is to analyze whether or not clinical-selected patients
(Asian, adenocarcinoma histology, non-smoking) and EGFR mutation-selected patients benefit from EGFR-TKIs or chemo-
therapy. Our results could be used as basis to guide clinical therapy. Methods Randomized controlled trials evaluating the ef-
ficacy of EGFR-TKIs versus chemotherapy as first-line treatments of NSCLC were obtained from electronic databases, namely,
PubMed, Embase, American Society of Clinical Oncology (ASCO), European Society for Medical Oncology, and China Biol-
ogy Medicine disc. Assessment, data collection, and statistical analysis were performed according to Cochrane Handbook 5.1.0.
Results A total of 14 randomized controlled trials with 5,000 patients were included in this study. Compared with the chemo-
therapy group, EGFR-TKI therapy group in EGFR mutation-selected NSCLC patients showed a higher response rate (RR=2.31;
95%Cl: 1.88-2.84) and more significant improvement in progression free survival (PFS; HR=0.39; 95%CI: 0.30-0.49); by
contrast, no significant difference was observed in overall survival (OS; HR=0.99; 95%CI: 0.84-1.16). The response rate of
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clinical-selected patients treated with EGFR-TKI significantly increased (RR=1.30; 95%CI: 1.15-1.47) compared with that of
the patients treated with chemotherapy; PFS (HR=0.93; 95%CI: 0.58-1.49) and OS (HR=0.91; 95%CI: 0.81-1.02) of the two
groups did not significantly differ. Likewise, the PES and the OS of the unselected patients in the EGFR-TKI treatment group

and the chemotherapy group did not significantly differ, although the OS of the former was shorter than that of the latter. Con-

clusion EGFR mutation-selected patients received more benefits from EGFR-TKI first-line treatment than other treatments.

First-line EGFR-TKI treatment was recommended for clinically selected patients who were unsuitable for themotherapy. By

comparison, first-line EGFR-TKI treatment was not a suitable choice for unselected patients.

[ Keywords ] EGFR-TKIs; Lung neoplasms; Chemotherapy; First-line treatment; Meta-analysis
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Tab 1 Characteristics of included trials

- 149 -

Study EGFR-TKIs Subgroup Adenocarc n Medianage  Disease EGOG Region Never Female  Follow-
Chemo inoma (years) stage PS smoked (%) ingup
(%) (%) time
Erlotinib 63.2 57 78.1 21 17.5 36
Chen YMI™3! Unselected lIb/IV 0-3 Taiwan
Vinorelbine 66.1 56 77.8 (mean) 21.4 19.6 mo
Crino L Gefitinib 35.1 97 74 17.5 22.7 19
Unselected 1lb/IV 0-2 Eropean
(INVITE)" Vinorelbine 45.5 99 74 1.1 26.3 mo
Erlotinib
Gridelli C 55.8 380 63 Italy, 20.8 337 54
cisplatin plus Unselected lIb/IV 0-1
(TORCH)"™! 55.3 380 62 Canada 20.5 337 mo
gemcitabine
Erlotinib
LilenbaumR 17 52 12 56
carboplatin Unselected >70 (46%) 1lb/IV 2 America NA
hel 16 51 8 45
plus paclitaxel
Morere JF Gefitinib 51 43 70 4.7 12
IFCT-0301) gecitabine Unselected 50 42 71 1lb/IV 2-3 France 0 19 NA
07 docetaxel 45 42 71 14.3 21
Gefitinib Clinical and
Han JY (First- 100 159,26 57 100 88 49.4
cisplatin plus mutation 1lb/IV 0-2 Korea
SIGNAL)"®! 100 150,16 56.5 100 89.3 mo
gemcitabine selected
Mok TS Gefitinib Clinical and
95.4 609,132 57 100 79.5 51
(IPASS) carboplatin mutation b/IV 0-2 Asia
97.2 608,129 57 100 791 mo
119,200 plus paclitaxel selected
Maemondo Gefitinib North-
Mutation 90.4 114 63.9 65.8 63.2 42
M (NEJ002) carboplatin HIb/IV 0-2 east
selected 96.5 114 62.6 (mean) 57.9 64 mo
121,221 plus paclitaxel Japan
Mitsudomi Gefitinib
Mutation 96,5 86 64 West 70.9 68.6 41
(WJFOG3405) cisplatin puls HIb/IV 0-1
selected 97.6 86 64 Japan 66.2 69.7 mo
1231 docetaxel
Rosell R Erlotinib
Mutation 95 86 63.44 66 67 29
(EURTAC) cisplatin puls /v 0-2 Spanish
selected 90 87 64.15 72 78 mo
124 docetaxel
Afatinib
Mutation 184 61 74
Schuler M 291 cisplatin plus NA NA 0-1 NA NA NA
selected 89 62 66
pemetrexed
Wu YL Afatinib
Mutation 242 58 74.8 64 23
(LUX-Lung 6 cisplatin plus NA 1lb/IV 0-1 Asian
selected 122 58 81.1 68 mo
1261 gemcitabine
Yang JCH Afatinib
Mutation 230 61
(LUX-Lung cisplatin plus NA lIb/IV 0-1 NA NA NA NA
selected 115 61
3)@7 pemetrexed
Erlotinib
Zhou CC
carboplatin Mutation 88 82 57 72 59 29
(OPTIMAL) lIb/IV 0-2 China
. plus selected 86 72 59 69 60 mo
28]
gecitabine

ECOG PS: Eastern Cooperative Oncology Group performance status; NA: not available; EGFR-TKI: epidermal growth factor receptor tyrosine kinase inhibitor.
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Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias) .

Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

Other bias

=)
B3

25% 50% 75%  100%

| . Low risk of bias D Unclear risk of bias . High risk of hias

B 1 AN R R XU
Fig 1 Risk of bias of included trials. -: High risk of bias; ?: Unclear risk
of bias; +: Low risk of bias.

0.75-1.25) . (HR=0.93; 95%CI: 0.58-1.49) ([&3) .,

2.4.3 OSHymeta’3Hr245% EGFR-TKIsIEYTFLHH70SH2.2
MA2770H, AP 0S 3.5 H-26.61F 0 Metasy
Mrab R R, MAF %4441 5 (Chi*=10.97, P=0.28,

I’=18%) , K FHIEE FON LAY, BFIRYT I IEAEOS |
FH IR (HR=0.99; 95%CI: 0.92-1.08) , \W.2H 431+
I PR 3 % 41 M2 EGFRIEIR 5 A8 BRI 4 AEO S bl TG 22
5 (HR=0.91; 95%CI: 0.81-1.02) . (HR=0.99; 95%CI:
0.84-1.16) , MAEAREFENME, /ST ILEGFR-TKISIRYT
HHESEROS (HR=1.19; 95%CI: 1.02-1.40) ([&4) .

3 g

EGFR-TKIs{EN—FEMIIEST 254, A B
FHRTS, (AR TR A BB B B3, B
PIXF A AT T FIEGFR-TKIsIRYT [H] (1 1 4%
ALRARAR L, IR I MR SO AR, S R R
RAREZYVE RS D BT 3 R

M EIRZER AT, STEGFRILFZEASFHME ARE,
EGFR-TKIs—Z3097 54057 AH LA 50T A R0 FIAE
K TPES, Hitt, NSCLCE ETEIRYT A4 T2 PRI
WHTEL (), Fob 3 R 28 78 P A BREEE I (il FHEGFR-TKIs
1BY7. FEOSHTH, %o —& o, OSE 5%
— R SR JS AT I RS T /N RE S 4 i b EL SR L
Broglio P B SE 45 t, 25— 2k ik B S5 VA YT N 1 4%
i1, PESIER LR IAEOS |, FHOSIER, HHE
BE2E R, SR R ) — 2R R iR & 1 5
2 2 OSIER [ 3. 1L APAboshi%E " B S IA A 4
BEEGE (4D F1sof]) FE4ER <634 . TR
HHAE<70% | BHE T A <30% 23 S EPFSIE K AL
PRREARIAEOS |

X T RPN, A 2R S PESTE M 20 [|] #5022
5, MRS P AR IE KOS | A I #4, hix— ARy
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TR G R AR R, 2RI G XT PSTE 43R 253353
MR, HTAE AR ARG O 2 B 2
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LRI TS5 R S — 2 5 .
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EGFR-TKIs Chemo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% Cl
1.1.1 Unselected
Chen Y-M[13] 13 57 5 56 33% 2.55[0.97, 6.69] —
Crino L (INVITE)[14] 4 97 6 99 23% 0.68[0.20, 2.34] -1
Gridelli C (TORCH)[15] 97 380 33 380 7.6% 2.94[2.03,4.25] -
Lilenbaum R[16] 2 52 6 51 16% 0.33[0.07, 1.54] B
Morere JF(IFCT-0301)4{17] 0 43 3 42 05% 014[001,262 ¥
Morere JF(IFCT-0301)[17] 0 43 1 42 04% 0.33[0.01,7.78]
Subtotal (95% CI) 672 670 15.6% 1.04[0.41,2.62] N o
Total events 116 54
Heterogeneity: Tau? = 0.76; Chiz = 16.63, df = 5 (P = 0.005); I2 = 70%
Test for overall effect: Z = 0.08 (P = 0.94)
1.1.2 Clinnical selected
Han J-Y(First-SIGNAL)[18] 88 159 68 150 8.8% 1.22[0.98, 1.53] -
Mok TS (IPASS)[19,20] 257 597 187 580  9.3% 1.34[1.15, 1.55] -
Subtotal (95% Cl) 756 730 181% 1.30[1.15, 1.47] '
Total events 345 255
Heterogeneity: Tau? = 0.00; Chiz = 0.43, df = 1 (P = 0.51); 2= 0%
Test for overall effect: Z = 4.11 (P < 0.0001)
1.1.3 EGFR mutation selected
Han J-Y(First-SIGNAL)[18] 2 % 6 16 51% 2.26[1.17,4.34] -
Maemondo M(NEJ002)[21,22] 84 114 35 114 82% 2.40[1.78,3.23] -
Mitsudomi (WJTOG3405)[23] 3% 58 19 59 71% 1.93[1.26, 2.94] -
Mok TS (IPASS)[19,20] 94 132 62 129 89% 1.481.20,1.83] -
Rosell R (EURTAC)[24] 50 8 13 87 61% 3.89[2.28,6.63] -
Schuler M[25] 109 184 21 89 73% 2.51[1.70,3.72] -
Wu Y-L (LUX-Lung 6)[26] 162 242 28 12 71.8% 2.92[2.08,4.09] - s
Yang J CH(LUX-Lung 3)[27] 120 230 27 15 1.7% 2.39[1.68, 3.39] - B2 —EEGFRTKIsiRTT 51t
Zhou CC (OPTIMAL)[28] 68 8 26 T2 80% 2.30[1.66, 3.17] - PR MR MR E R AT
Subtotal (95% CI) 1154 803  66.3% 2.31[1.88, 2.84] ¢ =y
Total events 754 237 Fig 2 Forest plot and
Heterogeneity: Tau? = 0.06; Chi2 = 23.37, df = 8 (P = 0.003); 2= 66% statistics of first-line EGFR-
Test for overall effect: Z =8.03 (P < 0.00001) TKI treatment versus
Total (95% Cl) 2582 2203 100.0% 1.97 [1.59, 2.44] ¢ chemotherapy for response
Total events 1215 546 . . . | rate. EGFR-TKI: epidermal
Heterogeneity: Tau? = 0.12; Chi2 = 76.98, df = 16 (P < 0.00001); 12 = 79% IO.Ol 011 1 1'0 100' growth factor receptor

Test for overall effect: Z = 6.22 (P < 0.00001)
Test for subaroun differences: Chi2 = 22.91. df = 2 (P < 0.0001). 2= 91.3%
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NHE, TG AREB A B R B LR AR, FL7E20044E
KosakaZ5 B SE 38 17627701 v, 11145 L R 28
AR R I SR 2h49% , FLApE PR H 2% Lok
ATHNS9%, TP R26%; AWLAHEL 05 3 H66%,
W2 R £ R122% o %o T AR AN IE BUARY T 1T SLARA T3 RTAS:
MR BRIE . AN R, EGFR-TKIIRI T AR — 148
SRibfreN

FIT, EGFR-TRIS LT BATT BRI A AT LBl if
FEHAR . Takeda W fl—28 S AW 25073 A 015
B AR R IRIT S S AL YT 6 JE B L B i SR A R
N, PRI S R aifb ST A L RE SE K PFS, (HAEOS | JCH

00000
www.lungca.org



* 152

T iR 28 5201 54E3 A 185453 00)

Chin J Lung Cancer, March 2015, Vol.18, No.3

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight V. Random. 95% Cl IV, Random. 95% Cl

1.2.1 Unselected

Chen Y-M[13] -0.43943 0.20343  5.8% 0.64[0.43,0.96] Il

Crino L (INVITE)[14] 017395 014031 6.2%  1.19[0.90,157] -

Gridelli C (TORCH)[15] 019062 007944 65%  1.21[1.04,1.41] "

Lilenbaum R[16] 0.37156 0.20042  5.8% 1.45[0.98, 2.15] I

Morere JF(IFCT-0301)*[17] -0.40047 0.22774  5.6% 0.67[0.43, 1.05] ]

Morere JF(IFCT-0301)[17] -03011 0.22509 5.6%  0.74[0.48,1.15] ]

Subtotal (95% Cl) BA%  097[0.75,1.25] ¢

Heterogeneity: Tau? = 0.07; Chi2 = 18.34, df =5 (P = 0.003); 12 = 73%

Test for overall effect: Z = 0.25 (P = 0.81)

1.2.2 Clinical selected

Han J-Y(First-SIGNAL)[18] 0.18065 0.12151  6.3% 1.20(0.94, 1.52] I~

Mok TS (IPASS)[19,20] -0.3011 0.06843  6.5% 0.74]0.65, 0.85] -

Subtotal (95% CI) 128%  093[058, 1.49] <*

Heterogeneity: Tau? = 0.11; Chi2z = 11.93, df = 1 (P = 0.0006); 12 = 92%

Test for overall effect: Z=0.29 (P =0.77)

1.2.3 EGFR mutation selected

Han J-Y(First-SIGNAL)[18] -0.6088 0.35927  4.5% 0.54[0.27, 1.10] ]

Maemondo M(NEJ002)[21,22] 11332 015775 6.1%  0.32[0.24,044] -

Mitsudomi (WITOG3405)[23] -0.71539 0.19085 5.8%  0.49[0.34,0.71] -

Mok TS (IPASS)[19,20] -0.73396 0.14677  6.2% 0.48[0.36, 0.64] -

Rosell R (EURTAC)[24] -0.99425 0.19645 5.8% 0.37[0.25, 0.54] -

Schuler M[25] -0.75502 0.18443  5.9% 0.47[0.33,0.67] -

Wu Y-L (LUX-Lung 6)[26] -1.27296 0.17036  6.0% 0.28[0.20,0.39] -

Yang J CH(LUX-Lung 3)[27] -0.54472 0.15191  6.1% 0.58[0.43,0.78] - 3 —£EGFR-TKIsiATF51k

Zhou CC (OPTIMAL)[28] -1.83258 0.24375  5.4% 0.16[0.10, 0.26] - 7 b 5 T 0 s i R B B 2R A

Subtotal (95% Cl) 51.8%  0.39[0.30,0.49] ¢ s

Heterogeneity: Tau? = 0.10; Chi2 = 30.69, df = 8 (P = 0.0002); 12 = 74% BRI

Test for overall effect; Z = 7.78 (P < 0.00001) Fig 3 Forest plot and
statistics of first-line EGFR-

Total (95% Cl) 1000%  059[0.46,0.77] ¢ TKI treatment versus

. . 1 ] ] ]
Heterogeneity: Tau? = 0.26; Chi2 = 211.90, df = 16 (P < 0.00001); 12 = 92% '0.01 0:1 1 1'0 100' chemotherapy for PFS. PFS:

Test for overall effect: Z = 3.95 (P < 0.0001)

Test for subaroun differences: Chi2 = 29.81. df = 2 (P < 0.00001). I2=93.3%
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Favours [EGFR-TKIs] Favours [Chemo] progression free survival.
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Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

1.3.1 Unselected
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Test for overall effect: Z =2.20 (P = 0.03)
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statistics of first-line EGFR-

Total (95% Cl) 100.0% 0.99 [0.92, 1.08]

Heterogeneity: Chiz =10.97, df =9 (P = 0.28); 2= 18%

Test for overall effect: Z = 0.14 (P = 0.89)

Test for subaroun differences: Chiz = 7.67. df =2 (P = 0.02). 12= 73.9%

I I 1 1 TKI treatment versus

01 02
Favours [EGFR-TKIs] Favours [Chemo]

10

11

and pharmacodynamic trial of ZD1839, a selective oral epidermal growth
factor receptor tyrosine kinase inhibitor, in patients with five selected
solid tumor types. ] Clin Oncol, 2002, 20(21): 4292-4302.

Herbst RS, Maddox AM, Rothenberg ML, et al. Selective oral epidermal
growth factor receptor tyrosine kinase inhibitor ZD1839 is generally
well-tolerated and has activity in non-small-cell lung cancer and other
solid tumors: results of a phase I trial. J Clin Oncol, 2002, 20(18):
3815-3825S.

Kris MG, Natale RB, Herbst RS, et al. Efficacy of gefitinib, an inhibitor
of the epidermal growth factor receptor tyrosine kinase, in symptomatic
patients with non-small cell lung cancer: a randomized trial. JAMA,
2003,290(16): 2149-2158.

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) [corrected]. J Clin
Oncol, 2003, 21(12): 2237-2246.

Pérez-Soler R, Chachoua A, Hammond LA, ef al. Determinants of tumor
response and survival with erlotinib in patients with non-small-cell lung
cancer. J Clin Oncol, 2004, 22(16): 3238-3247.

Lynch TJ, Bell DW, Sordella R, et al. Activating mutations in the

T
05 1 2 5 10 chemotherapy for 0S. 0S:

overall survival.

epidermal growth factor receptor underlying responsiveness of non-
small-cell lung cancer to gefitinib. N Engl ] Med, 2004, 350(21):
2129-2139.

Ettinger DS, Akerley W, Borghaei H, et al. National comprehensive
cancer network. Non-small cell lung cancer, version 2. 2013. J Natl
Compr Canc Netw, 2013, 11(6): 645-653.

Chen YM, Tsai CM, Fan WC, et al. Phase Il randomized trial of erlotinib
or vinorelbine in chemonaive, advanced, non-small cell lung cancer
patients aged 70 years or older. ] Thorac Oncol, 2012, 7(2): 412-418.
Crino L, Cappuzzo F, Zatloukal P, et al. Gefitinib versus vinorelbine in
chemotherapy-naive elderly patients with advanced non-small-cell lung
cancer (INVITE): a randomized, phase II study. J Clin Oncol, 2008,
26(26): 4253-4260.

Gridelli C, Ciardiello F, Gallo C, et al. First-line erlotinib followed by
second-line cisplatin-gemcitabine chemotherapy in advanced non-small-
cell lung cancer: the TORCH randomized trial. J Clin Oncol, 2012,
30(24):3002-3011.

Lilenbaum R, Axelrod R, Thomas S, et al. Randomized phase II trial of
erlotinib or standard chemotherapy in patients with advanced non-small-

cell lung cancer and a performance status of 2. ] Clin Oncol, 2008, 26(6):

00000
www.lungca.org



154 - o R 2 A5 201 S4E3 ST SR 18 4 R 3

17

18

19

20

21

22

23

24

25

Chin J Lung Cancer, March 2015, Vol.18, No.3

863-869.

Morére JF, Bréchot JM, Westeel V, et al. Randomized phase II trial of
gefitinib or gemcitabine or docetaxel chemotherapy in patients with
advanced non-small-cell lung cancer and a performance status of 2 or 3
(IFCT-0301 study). Lung Cancer, 2010, 70(3): 301-307.

Han JY, Park K, Kim SW, et al. First-SIGNAL: first-line single-agent
iressa versus gemcitabine and cisplatin trial in never-smokers with
adenocarcinoma of the lung. J Clin Oncol, 2012, 30(10): 1122-1128.
Mok TS, Wu YL, Thongprasert S, et al. Gefitinib or carboplatin-paclitaxel
in pulmonary adenocarcinoma. N Engl ] Med, 2009, 361(10): 947-957.
Fukuoka M, Wu YL, Thongprasert S, et al. Biomarker analyses and final
overall survival results from a phase I1I, randomized, open-label, first-
line study of gefitinib versus carboplatin/paclitaxel in clinically selected
patients with advanced non-small-cell lung cancer in Asia (IPASS). J Clin
Oncol, 2011, 29(21): 2866-2874.

Maemondo M, Inoue A, Kobayashi K, et al. Gefitinib or chemotherapy
for non-small-cell lung cancer with mutated EGFR. N Engl ] Med, 2010,
362(25): 2380-2388.

Inoue A, Kobayashi K, Maemondo M, et al. Updated overall survival
results from a randomized phase III trial comparinggefitinib with
carboplatin-paclitaxel for chemo-naive non-small cell lung cancer with
sensitive EGFR gene mutations (NEJ002). Ann Oncol, 2013, 24(1):
54-59.

Mitsudomi T, Morita S, Yatabe Y, et al. Gefitinib versus cisplatin plus
docetaxel in patients with non-small-cell lung cancer harbouring
mutations of the epidermal growth factor receptor (WJTOG3405): an
open label, randomised phase 3 trial. Lancet Oncol, 2010, 11(2): 121-128.
Rosell R, Carcereny E, Gervais R, et al. Erlotinib versus standard
chemotherapy as first-line treatment for European patients with advanced
EGFR mutation-positive non-small-cell lung cancer (EURTAC): a
multicentre, open-label, randomised phase 3 trial. Lancet Oncol, 2012,
13(3): 239-246.

Schuler M, Yang JCH, Sequist LV, et al. Efficacy of afatinib vs.
chemotherapy in treatment-naive patients with nonsmall cell lung
cancer (NSCLC) harbouring activating EGFR mutations with or

without metastatic brain disease. ] Thorac Oncol, 2013, 8(Suppl 2): abstr

26

27

28

29

30

31

32

33

MO07.13.

Wu YL, Zhou C, Hu CP, et al. Afatinib versus cisplatin plus gemcitabine
for first-line treatment of Asian patients with advanced non-small-cell
lung cancer harbouring EGFR mutations (LUX-Lung 6): an open-label,
randomised phase 3 trial. Lancet Oncol, 2014, 15(2): 213-222.

Yang J] C-H, Schuler MH, Yamamoto N, et al. LUX-Lung 3: A
randomized, open label, phase III study of afatinib versus pemetrexed
and cisplatin as first-line treatment for patients with advanced
adenocarcinoma of the lung harboring EGFR-activating mutations. J Clin
Oncol, 2012, 30(suppl): abstr LBA7500.

Zhou CC, Wu YL, Chen G, et al. Erlotinib versus chemotherapy as first-
line treatment for patients with advanced EGFR mutation-positive non-
small-cell lung cancer (OPTIMAL, CTONG-0802): a multicentre, open-
label, randomised, phase 3 study. Lancet Oncol, 2011, 12(8): 735-742.
Broglio KR, Berry DA. Detecting an overall survival benefit that is
derived from progression-free survival. ] Natl Cancer Inst, 2009, 101(23):
1642-1649.

Aboshi M, Kaneko M, Narukawa M. Factors affecting the association
between overall survival and progression-free survival in clinical trials of
first-line treatment for patients with advanced non-small cell lung cancer.
J Cancer Res Clin Oncol, 2014, 140(5): 839-848.

Kosaka T, Yatabe Y, Endoh H, et al. Mutations of the epidermal growth
factor receptor gene in lung cancer: biological and clinical implications.
Cancer Res, 2004, 64(24): 8919-8923.

Takeda K, Hida T, Sato T, et al. Randomized phase III trial of platinum-
doublet chemotherapy followed by gefitinib compared with continued
platinum-doublet chemotherapy in Japanese patients with advanced non-
small-cell lung cancer: results of a west Japan thoracic oncology group
trial (WJTOG0203). ] Clin Oncol, 2010, 28(5): 753-760.

OuYang PY, Su Z, Mao YP, et al. Combination of EGFR-TKIs and
chemotherapy as first-line therapy for advanced NSCLC: a meta-analysis.
PLoS One, 2013, 8(11): €79000.

(Uscfri: 2014-07-20 f&[01: 2014-10-22)
(A3 T HE)

Cite this article as: Cao FF, Zhang LL, Wang S, et al. Effectiveness of EGFR-TKIs versus Chemotherapy as First-line Treatment

for Advanced Non-small Cell Lung Cancer: A Meta-analysis. Zhongguo Fei Ai Za Zhi, 2015, 18(3): 146-154. [ &K, 5K HfHk, T
W, 4. EGFR-TKIs 51037 HLAL—Ziny v A NI Ry 7R (g meta 3BT, RS 2455, 2018, 18(3): 146-154.] doi: 10.3779/

j-issn.1009-3419.2015.03.04

00000
www.lungca.org





