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[ Abstract ] Background and objective Targeted therapy has become an indispensable therapy method in advanced
non-small cell lung cancer (NSCLC) treatment. Epithelial growth factor receptor (EGFR) tyrosine kinase inhibitor (TKI) can
significantly prolong the survival of patients harboring EGFR gene mutation. Icotinb is China’s first EGFR-TKI with indepen-
dent intellectual property rights. The aim of this study is to investigate the clinical characteristics about the beneficiary of ad-
vanced NSCLC patients with EGFR Common mutation who were treated with Icotinib. Retrospectively collect the data about
beneficiary [progression-free survival (PFS)>6 months] and analysis of the related risk factors for prognosis. Methods From
September 1, 2011 to September 30, 2015, 231 cases of advanced NSCLC beneficiary with EGFR common mutation were
enrolled for treatment with icotinib in Zhejiang Cancer Hospital. Results The one year benefit rate was 67.9% in the group
treated with Icotinib as first line, and in the groupas second line or above was 53.6%, which is statisticallysignificant. The two
years benefit rate was 18.7% and 9.3%, respectively. The median PFS of first line group and the second line or above was 16.7
and 12.4 months, respectively. The presence of brain metastasis (P=0.010), Prior chemotherapy (P=0.001), Eastern Coopera-
tive Oncology Group (ECOG) score (P=0.001) were the main factors influencing the prognosis. The most common adverse
were skin rashes (51 cases, 22.1%) and diarrhea (27 cases, 11.7%). Conclusion Icotinib offers long-term clinical benefit and
good tolerance for advanced NSCLC harboring EGFR gene mutation. Its advantage groups in addition to the patients with
brain metastases and better ECOG score, the curative effect of patients with the first-line treatment is superior to second or fur-
ther line.
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B/ AR5 ( non-small cell lung cancer, NSCLC )
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Tab 1 Baseline characteristics of patients with EGFR common mutation (n=231)

Variables All (n=231) First line (n=134) Second line and above (n=97) P

Gender 0.686
Male 106 63 (47.0%) 43 (44.3%)
Female 125 71 (53.0%) 54 (55.7%)

Age yr) 0.057
<65 148 79 (59.0%) 69 (71.1%)
=65 83 55 (41.0%) 28 (28.9%)

Smoking characteristics 0.611
Yes 72 40 (29.9%) 32(33.0%)
No 159 94 (70.1%) 65 (67.0%)

Stage 0.981
lllb 12 7 (5.2%) 5(5.2%)
v 219 127 (94.8%) 92 (94.8%)

Histology 0.394
Adenocarcinoma 221 130 (97.0%) 91 (93.8%)
Non-adenocarcinoma 10 4(3.0%) 6(6.2%)

Brain metastasis 0.813
Yes 59 35 (26.1%) 24 (24.7%)
No 172 99 (73.9%) 73 (75.3%)

Liver metastasis 0.944
Yes 17 10 (7.5%) 7 (7.2%)
No 214 124 (92.5%) 90 (92.8%)

Mutation type 0.234
Exon 19 139 85 (63.4%) 54 (55.7%)
21L858R 92 49 (36.6%) 43 (44.3%)

ECOG score 0016
0-1 188 102 (76.1%) 86 (81.4%)
=2 43 32(23.9%) 11 (18.6%)

ECOG: Eastern Cooperative Oncology Group; EGFR: epithelial growth factor receptor.
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Tab 2 Clinical benefit rate of Icotinib as fist line, second line and

above in the treatment of patients harboring EGFR mutation

Variables DCR Firstline Second line and P
(n=134) above (n=97)
1 year benefit ratio 91 (67.9%) 52 (53.6%) 0.027 §
2 years benefit ratio 25 (18.7%) 9 (9.3%) 0.047 g
DCR: disease control rate. S
% 3 2316IEGFRREM B ERIPFSHIRE RS
Tab 3 Univariate analysis of PFS in 231 EGFR mutation patients
Variables Median PFS  Range (mon) P PFS (mo)
(mon) B
Gender 0.226
Male 15.1 11.8-18.3
Female 16.3 13.5-19.1
Age (year) 0.171
<65 15.2 12.9-17.4 &
>65 17.6 14.3-20.9 2
Smoking characteristics 0.139 E
v
Yes 13.9 10.6-17.2
No 16.3 13.8-18.8
Histology 0.411
Adenocarcinoma 15.7 13.7-17.7
Non-adenocarcinoma 11.0 8.6-13.3
Brain metastasis 0.014 PFS (mo)
Yes 1.7 10.2-13.1
No 16.3 14.5-18.1 B 1 HiEEFMELLE. A EGFRREEZER—ZX5 & R I EBEKIPFS
7 AN /N _ ep-
- 0.856 be%: (16.74°A vs 12.44°A, P=0.006) ;B:EGFRIMNEFI9ELREBESHE
Ponkaid] E 7 AN AN —
Yes 15.1 0.7-20.4 F21 L858RREBFRIPFSELE (16.31A vs 12.41A, P=0.142) .
No 15.7 13.917.5 Fig 1 Comparison of survival curves between groups. A: PFS of EGFR
X mutation patients with first line vs second line and above (16.7
Mutation type 0.142
months vs 12.4 months, P=0.006); B: PFS in EGFR exon 19 delete
Exon 19 16.3 14.5-18.1
and exon 21 L858R mutation patients (16.3 months vs 12.4 months,
21L858R 12.4 8.9-15.8
P=0.142).
Treatment line 0.006
Firstline 16.7 14.2-19.2
Second line and above 124 9.6-15.2 IH&{;_IVEZ: Eﬁ@o %ﬁiﬁgﬁg{ﬁuﬁguﬁmﬁ{ﬁ%
ECOG score 0.008 . I
1B R eIy (KS) o
0-1 16.3 14.7-17.9
=2 11.6 9.2-14.1

PFS: progression-free survival. 3 e

IR P o A % L R AR e TR A, I
R, IHRRALYT T RO AR IS S E g, TTEGFR-
TR HINSCLCHH EAF I B K. JE 104
K, EGFR-TKIfAIFSY & A 17 1R 2 BLAR A SCiY 45
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Tab 4 Cox regression analysis of PFS in 231 EGFR mutation patients

Variables OR 95%Cl P
Brain metastasis vs no Brain metastasis 0.636 0.451-0.896 0.010
Firstline vs Second line and above 1.692 1.227-2.334 0.001
ECOG score 0-1 vs ECOG score>2 1.926 1.290-2.876 0.001
%5 1HEGFRREMBEN AR KL

Tab 5 Adverse events of patients with EGFR common mutation (n=231)

Adverse events n Gradel Grade ll Grade Ill-IV
Rash 51 44 (19.0 %) 7 (3.0%) 0
Diarrhea 27 23(10.0%) 4(1.7%) 0
Raised aminotransferase 45 34 (15.0%) 11 (4.8%) 0
Nausea 12 12 (5.2%) 0 0

Loss of appetite 14 14 (6.0%) 0 0

o ZIRTEPRZ OGRS TS
TEGFREUR LI INSCLCHE ¥, EGFR-TKUAYT Y
PES Jz BN fii % ( objective response rate, ORR ) I TAE
SR 2GS T o 1 HEGFR-TKUR L i 3% 4iE K b
NSCLCH LA, B8 iE K BLEGFR-TKIAYT R 5
ARSEAT HIIFI S )T SO T A B Al A YT BT T 2 A
KEE B4 (overall survival, OS ) , EGFR-TKIF %
WAIEEIERE . g R e. Bk e 2R E
SERPIA AP AR /N TR 2Y, 2R e s JE I
H AR B [ bR b3 N EGFR-TKIZS W), 15 HAh Pl 24
PIAREE, 201148 FTT IR A FH 18] 1 %6

S — AR Sk R v R 5 T AR TR ST AL T
WA RBFFEICOGEN"" IR, fER IR M INSCLCHT,
BRI AL THAERE, BENPFSEE RS
FEH35.3%, HHEGFRIEAZ R B 1 PFSE T A& 2
JEK:24.5%, MOS., LRt JEEfE] (time to progression,
TTP) . ORR., ¥yl % ( disease control rate, DCR)
TS EAE AN, R e 8 RIS AR T4 8
Jeo HZMF I AL 3990, Hh {296 R A EGFR
RAS )G AR TR . HuE IR s 8 Je 167
HINSCLCZ Ry Z DRI, 44 A 5,549 £
HHEGFREAE #6650, ORRFIDCRS 1] 5 1549.2%Fl
92.3%, PIHFFEAE RSB, S JEihTrNSCLC AR
Al ERAT RAFHYTT RO A

IPASSHF5¢ 28 TEGFR-TKITE M INSCLC i ¥
—ZRIRYTRYHLAL . FEEGFRASAE 38 v, AE R 41ORR

St HARIT 4 R 71.29%F147.3% , B TLIG A FURF 53 11413
T EGFR-TKI—Z 30 7% oAby, ESE T H—Z3G97 1
EGFRZEAL BH PR, JET LRI 450, 20104F3¢
(] 60 e ] e g ol DR R S W 4 L ERF EGFRER A
SRR B MR HAINSCLC (8 45 — 2k ffi HJEGFR-TKI, ABff 58 %}
Y23 1| EGFRES AR [ 34 i — 2k Je — 2k K VA b3k 4 i
BITREHA T, RN, B —&IGIT 5 T4
UL Fry g bk ss, BB E YPESH I &
TN &L E (16710 vs 1240 ], P=0.006) .
By e — LA IT H VAR AR g M 2 S DL B 3 iR
67.9%F153.6%; 2R R H18.7%FN9.3%, HH =57
(P<0.05) . AWFFTILMELR], ECOGIESEPFSHI N
K%, ECOGP4rR0sr-143 B HPESK T 2275 (1631
H vs 11.64H, P=0.008) , XFECOGI/r &M HEE,
iR v e iR yT BVl RI i A 2, HPESYP AR INECOGTT
Oy RUF#H o BRI, ASOH B E A TR 1
giit, S5 BLICIN e R 8 3 I PFSHCA i 5% 4% f8 4 T
K (16310 )] vs 1171 J], P=0.014) HASG 725
SOG4 A% Fe 8 A 24432 i TRT T, 3STIARIEZ T, W
HPFS LG it (11,640 vs 11,770, P=0.166) ,
R, X T JCRE IR I #8 A, AT LIS I A 7 oA
YRR O . BT 4 ENSCLCH AR 73 4E
DL F A BT 3R R ECOGTESY . I R4 1 % 34F 24
FE5R 4T B . Park U HEAH R F B 1% B SR 167728
[l EGFRZAE RINSCLCIHE 7% H &, Wi PFS J96.61 A
(95%CI: 3.8-9.3) . Porta: " 8 JEI% %5 JE 1A YT EFGRZE
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