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[ Abstract ] Background and objective As the first epidermal growth factor receptor tyrosine kinase inhibitor
(EGFR-TKI) in China, icotinib shows promising anticancer activity in vitro and vivo. The phase III clinical study (ICOGEN)
showed that icotinib has a good efficacy and tolerability in Chinese patients with advanced non-small cell lung cancer (NSCLC)
compared with gefitinib. This retrospective study aims to evaluate the efficacy and tolerability of icotinib monotherapy for
advanced NSCLC patients with EGFR mutation and wild-type patients in our hospital. Methods Patients with advanced
NSCLC who were treated with icotinib in Zhejiang Cancer Hospital were retrospectively analyzed from August, 2011 to Au-
gust, 2012. Survival was estimated using Kaplan-Meier analysis and Log-rank tests. Results The clinical data of 49 patients (13
with wild-type and 36 with EGFR mutation) with NSCLC were enrolled in the current study. The patients’ overall objective re-
sponse rate (ORR) was 58.3% and the disease control rate (DCR) in 36 EGFR mutation patients was 88.9%. The ORR was 7.7%
and DCR was 53.8% in the wild-type patients. Median progression-free survival (PFS) with icotinib treatment in EGFR muta-
tion patients was 9.5 months and 2.2 months in wild-type patients (P<0.001). Nineteen patients with EGFR mutation received
icotinib as first-line and 17 in further-line treatment. The PFS was 9.5 months in the first-line and 8.5 months for second-line or
further-line patients (P=0.41). Median overall survival (OS) in EGFR mutation patients was not reached, but was 12.6 months
in wild-type patients. Most of the drug-related adverse events were mild (grade I or IT) and reversible with no grade IV toxicity.
Conclusion Icotinib monotherapy showed significant antitumor activity in advanced NSCLC EGFR mutation patients. The
toxicity was well tolerated and acceptable.
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Fig 1 Progression-free survival (PFS) in epidermal growth factor
receptor (EGFR) exon 19 delete and exon 21 L858R mutation patients
(11.0 months vs 8.7months, P=0.138)
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Fig 2 PFS in EGFR mutation and wild-type patients (9.5 months vs 2.2
months, P<0.001)
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Fig 3 PFS of EGFR mutation patients with and without brain
metastasis (8.7 months vs 10.0 months, P=0.69)
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Tab 1 Baseline characteristics of the study population (n=49)
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Variables All (n=49) EGFR mutation (n=36) EGFR wild-type (n=13) P
Gender 0.17
Male 26 17
Female 23 19 4
Performance status 0.88
0-1 31 23 8
2 18 13 5
Age (year) 0.99
Median 57 57 58
<65 34 25
=65 15 n 4
Smoking characteristics 0.41
Yes 18 12 6
No 31 24 7
Stage 0.94
b 4 3 1
v 45 33 12
Histology 0.83
Adenocarcinoma 44 34 10
Non-adenocarcinoma 5 2 3
EGFR: epidermal growth factor receptor.
% 2 EGFRRT S5 AR BEITHILE
Tab 2 The efficacy of icotinib in EGFR mutation and wild-type patients
Best response Mutation [n (%)] Wild-type [n (%)] P
Complete response 0(0) 0(0) -
Partial response 21(17.7) 1(11.4) -
Stable disease 11 (30.6) 6(43.1) -
Progressive disease 4(51.6) 6 (45.5) -
Response rate 58.30% 7.70% 0.001,7
Disease control rate 88.90% 53.80% 0.007,2
Median progression-free survival (month) 9.5 2.2 <0.001
Median overall survival (month) - 12.6 <0.001
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Tab 3 Univariate analysis of PFS in 36 EGFR mutation patients

Variables PFS 95%Cl P
Gender 0.39
Male 8.7 6.9-10.5
Female 9.5 7.6-11.4
Performance status 0.054
0-1 10.5 8.8-12.2
2 7.0 5.8-8.2
Age (year) 0.21
<65 8.5 7.5-10.5
>65 10.8 9.6-12.0
Smoking characteristics 0.75
Yes 8.7 5.6-11.8
No 9.5 7.9-11.1
Brain metastasis 0.69
Yes 8.7 7.0-9.9
No 10.0 6.6-13.8
Stage 0.22
Ilb 74 8.0-11.0
v 9.5 =
Prior chemotherapy 0.41
0 9.5 7.9-11.0
=1 8.5 6.5-10.5
Mutation type 0.35
Exon 19 11.0 8.0-13.1
Other 8.5 6.9-11.0

PFS: progression-free survival.

EGFRIEIBFM, AWgE o278 j g vh L 101
Ty ERIRYY, PAIPESIARIS A A, S5REARIE A
I, IXRUIN T EGFRRZ N A% 4 R v B Je A #
UFRITARL, RV, AR R, BB AR
SOV BOE RS R 3, R A R MBETEICOGEN M it ]
B SRR, AT AR E TSR e A BN &
P B v R IR A2 AR

VER LTI AT , ASBETEAUL N A 490 8, FFAE
BRI . 535, HRTEGFRISAZ K N7 I
HARMS ( amplification refractory mutation system ) ¥ Ff
K J5 i, I VR B ARMS J5 A6 N BBURR AR, A7 AE—
TEHBIITE . ASBIFTE R P AR BRI P12, ASHERR B 20 B
AR EAAE—E IR IIPERI TS DL, XL n] BERAITSE
S A Y R B PR B — N IR

AW L 49 EGFRAR ZS BB 14 F8 5 197 58000 B
R, B ey EMUHNSCLC AW ., H AR

SN Z AT 32, AR —FG P ik 8k, 1N
WK AN AT 2, R8s Je i g 2k — Al i BT
PERIR RO TSR A AE R AL B . — LAY 7 S B
A U B A U T RN 2 A

5 % X #

1 Jemal A, Siegel R, Xu J, et al. Cancer statistics, 2010. CA Cancer J Clin, 2010,
60(3): 277-300.

2 Gyula O, Andras B, Zoltan B, et al. Basic principles for the prevention,
diagnosis and therapy of lung cancer. Magy Onkol, 2012, 56(2): 114-132.

3 Schiller JH, Harrington D, Belani CP, et al. Comparison of four
chemotherapy regimens for advanced non-small-cell lung cancer. N Engl J
Med, 2002, 346(2): 92-98.

4 Shepherd FA, Rodrigues Pereira J, Ciuleanu T, et al. Erlotinib in previously
treated non-small-cell lung cancer. N Engl ] Med, 2005, 353(2): 123-132.

S 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

O00dnbgdnd
www.lungca.org



e il g 24 5201343 [ 5

164555310

Chin J Lung Cancer, March 2013, Vol.16, No.3

* 143 -

10

(Iressa Survival Evaluation in Lung Cancer). Lancet, 2005, 366(9496):
1527-1537.

Sun Y, Shi Y, Zhang L, et al. A randomized, double-blind phase III study of
icotinib versus gefitinib in patients with advanced non-small cell lung cancer
(NSCLC) previously treated with chemotherapy (ICOGEN). J Clin Oncol,
2011, 29(suppl ): 7522.

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 (WJTOG340S): an open label,
randomised phase 3 trial. Lancet Oncol, 2010, 11 (2): 121-128.

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.

Tan F, Shen X, Wang D, et al. Icotinib (BPI-2009H), a novel EGER tyrosine
kinase inhibitor, displays potent efficacy in preclinical studies. Lung Cancer,
2012, 76(2): 177-182.

Garassino MC, Martelli O, Bettini A, et al. TAILOR: A phase III trial
comparing erlotinib with docetaxel as the second-line treatment of NSCLC

patients with wild-type (wt) EGFR. ] Clin Oncol, 2012, 30(suppl): 7501.

11

12

13

14

15

Costa DB, Kobayashi S. Are exon 19 deletions and L858R EGFR mutations
in non-small-cell lung cancer clinically different? Br ] Cancer, 2007, 96(2):
399.
Wu JY, Yu CJ, Yang CH, et al. First- or second-line therapy with gefitinib
produces equal survival in non-small cell lung cancer. Am J Respir Crit Care
Med, 2008, 15(8): 847-853.
Ruppert AM, Beau-Faller M, Neuville A, et al. EGFR-TKI and lung
adenocarcinoma with CNS relapse: interest of molecular follow-up. Eur
Respir J, 2009, 33(2): 436-440.
Gounant V, Wislez M, Poulot V, et al. Subsequent brain metastasis responses
to epidermal growth factor receptor tyrosine kinase inhibitors in a patient
with non-small-cell lung cancer. Lung Cancer, 2007, S8(3): 425-428.
Gu A, Shi C, Xiong L, et al. Efficacy and safety evaluation of icotinib in
patients with advanced non-small cell lung cancer. Chin J Cancer Res, 2013,
25(1): 90-94.
(ki : 2013-01-02 f&[nl: 2013-01-25)
(ASCHE MR )

{Thoracic Cancer) #gSCIUFE

20114F6 2S5 H, Ry A58 T 21 € [# Thomson-Reuters 2y

I3 Thoracic Cancer FH B |51 T 3 SCEEHESCIIR SR -

Thoracic Cancer ( www.thoraciccancer.net ) [20104:5 61|11,
. IR L

RIS I B IPRTTURAY SO RSN

R

B, KA TS Wiley-Blackwell &

ﬂﬂ%ﬁi*?‘] KM |

W

B %FW
TR

TR T 2Rk, Thoracic Cancer LA 34 by KB 5 B Bt ol v AR S A v [ B ko &HW‘?—?

Bephatere 1

Thoracic Cancerf SCUISE, B T [E MOES IR I IR . BHF TAEE £

2 E T EPRFEATRIART, [,

W IR H B AR Mol A B Rt 1 [ BRI T R -

SCI: Science Citation Index!§ 3% T 45k H Sk B~
Bsgmy iz AR, R Rg . 2mn - EIE .

NI V555 NN
PR ok | SCRAREE DL R B SO 2%

I PR P22 45 1502542 AUk 14 8,000 2 Fft iy

SCHRICSR . SCHRASHES HTAGUCRE , 2 FATTE A 22 A A AU R R L

O00dnbgdnd
www.lungca.org





