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ECOG PS Py <1 K& EGFR FEH 2728 BHHE 35 mPFS Bl WAL T 55 M W AR B9 ECOG PS
PEJr =2 & EGFR 8 5878 KA K BF A R R % (P<0.05), TEARIWZ N 1 ~ 11 %
(39.5%) FR 5 (27.4%) , K& ¥ it 52, (4518 ] R e T &R NSCLC B &t
J& EGFR % [H 58 75 BH Mk i g £ 3 H AT B0 A7 30, AN KL 22 T it 52,
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Efficacy of Icotinib for Patients with Re-treated Advanced

Non-small Cell Lung Cancer

LIU Jun,WANG Wei-min, PAN Feng,et al.
(Shanghai Chest Hospital Affiliated to Shanghai Jiaotong University ,Shanghai 200030, China)

Abstract: [ Objective ] To evaluate the curative effect and safety of icotinib in treatment of pa-
tients with re-treated advanced non-small cell lung cancer(NSCLC). [Methods] Two hundred and
fifteen patients with retreated advanced NSCLC received oral icotinib(125mg, 3 times per day)
until disease progression or unacceptable toxicity. The efficacy and adverse effects were analyzed.
[Results ] There were complete response(CR) in 2 patients(0.9% ) , partial response(PR) in 75 pa-
tients (34.9% ) ,stable disease(SD) in 67 patients (31.2% ) and progressive disease(PD) in 71 pa-
tients (33.0% ). The recent response rate (RR) and disease control rate (DCR) of the 215 re-treated
patients were 35.8% and 67.0% ,respectively. The RR was significantly higher in female patients
and patients with adenocarcinoma, ECOG PS<1,non-smoking, EGFR mutation(P<0.05) and DCR
was significantly higher in female patients and patients with ECOG PS=<1 and non-smoking (P<
0.05). The median progression-free survival (mPFS) was 6.8 months (95%CI1:5.9~7.7 months), the
median overall survival (mOS) was 15.5 months(95%Cl:14.0~16.9 months). The female patients,
and patients with adenocarcinoma,non-smoking, EGFR mutation and lower PS had a longer PFS
than male patients,and patients with non-adenocarcinoma,smoking,wild type EGFR and higher
PS, respectively(P<0.05). Treatments were generally well tolerated. The main adverse reactions in-
cluded rash(39.5%) and diarrhea (27.4%). [ Conclusion] Icotinib had a substantial effect for pa-
tients with re-treated advanced NSCLC, especially for adenocarcinoma patients with EGFR muta-
tion,and the toxicities were tolerable.

Subject words:icotinib ; non-small cell lung cancer;re-treatment
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(EGFR) %75 [HEE ) NSCLC 3 WM B G IT
K R B e — R BE £ EGFR-TKI, /i 1
KA O 2R W SR W2 35 v B e VR YT 4 2k R )
et NSCLC %64 2, RE W05 B 4 A 1 ok I e K
HEAF AR ST B 45T 2011 4F 8 H % 2014 4 12 A —
2 S UL bW 3R 52 2 JE IR 9T Y 215 1 38 NSCLC
BE RN O, R R AEWT

1 #ABEFE

11 lEAREH

3 215 ) — 2 S LA ENR T 38 1 R T JE 1 I
NSCLC &, Hrh Btk 116 6, &t 99 il 4F i 29~
81 %, ALAFEIE 61 2 . 196 il A, 19 G-Il s (5%
T 1S i, AT 4 Bi)) 40 PR H EGFR BN
AP (24 B 19 A0 T BRI EAS 16 ] 21 Hh T
L858R 272 ) , 17 filhf 2f A 158 f3i] i % K PR A oK
HI(Table 1), 215 il &35 78 R 50 8 Je i )7 A 44
E H—Zs 2L fbyr . 215 BB 146 BB
i R, LA BB ERR
B 69 W, T AT B E A AT R L, R IR 25
[i) 5 91 52 A 1ff 6 R A i AT B T RE L e AT iR e kL
SRR A IR BT
1.2 AFAE

BV R 125me/ik,— H 3 W, IR B ZE MR
i JE B M AN R 52 19 AN RSO o R 24 38 ] oA [+
I E AT HA 4 B B MR VR TT
1.3 FFRUEm

AR SR M 7 RGT AN FRE 1.1 (Response E-
valuation Criteria in Solid Tumors 1.1,RECIST 1.1)
HATIF RO . N 2% % (complete response,
CR) . #K 43 2% fi# (partial response,PR) . f& % (stable
disease ,SD ) 1 J& (progressive disease ,PD) , A &%
(RR)=(CR+PR)/& 51 £ x 100% , % 35 ¥ il % (DCR ) =
(CR+PR+SD)/ & il %x100% ., 4% NCI-CTC 3.0 5 #
N AR RN, Joik A (PFS) Mindr iR &
P 1 R BT ] JL PRV BB T 4 B[] AR AE 8 (0S)
o ARYT R B E LT ESORRBEVT ], 1R
Byik e 4 GV TR, LAE R 8 JATEAN R B
T B RE AR B S A e R0 L IS B P VAN 7 8
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Table 1 Characteristics of 215 re-treated NSCLC patients

Characteristics N Percentage
Gender

Male 116 54.0

Female 99 46.0
ECOG score

<1 139 64.7

=2 76 35.3
Age(years old)

<70 175 81.4

=70 40 18.6
Smoking

Smoker 87 40.5

Non-smoker 128 59.5
Clinical stage

1B 3 1.4

v 212 98.6
Histology

Adenocarcinoma 196 91.2

Non-adenocarcinoma 19 8.8
EGFR status

19 exon del mutation 24 11.2

21 exon L858R mutation 16 7.4

Wild 17 7.9

Unknown 158 73.5

14 SEitF4amE

KT SPSS 17.0 BAFFEATHEIT 700 1. FAYLL
W R, AAEE PFS K& OS 547 Hr ok
Kaplan—Meier WA #EAT 35, AN [6) 4 2H 22 6] 1) Ho ]
Log-Rank Ki5%, P<0.05 hZESHGI2#E X,

2 &5 R

21 I&KFFH

215 il # H CR 2 191 (0.9%) ,PR 75 4 (34.9%),
SD 67 #(31.2%) ,PD 71 1 (33.0%), RR ~ 35.8%,
DCR N 67.0% . W4 73 #rvh, ¥t B9 (ECOG PS
W <1 AEWAH K EGFR 3£ %78 PHME 3% RR i
ErEE T B AR ECOG PS W4y =2 W MH K&
EGFR JE[H 98 48 A5 ) B A= T 8 35 (P<0.05) , Lotk |
ECOG PS #4r <1 KAEW MM & DCR B &M & T
B ECOG PS W5 =2 KWK (P<0.05) , 7E 1l
PRAT 5 8, AR A ZH A9 RR DCR K WLGE 112422 5
(Table 2),

215 Bl 197 191(91.6%) H s H Bk JE ol
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FET, A JC o JE B[R] (mPFS) M 6.8 4~ A (95%
C1:59~7.7 A~ H ), H i 0S(mOS)H 155 4~ H
(95%C1:14.0~169 ™ H ), H  EGFR F:RH %72
BH 1k & & 40 ] ,RR & 67.5% ,DCR A 80.0%,
mPFS J 10.5 1~ H (95%C1.:7.8~13.1 T~ H ).,

Tk AR . R ECOG PS 114 <1 M
EGFR 52748 [AYE B35 PFS W A0 T 55 Mk
M AR [ECOG PS #15r =2 & EGFR JEIN %742
AR HE R H S (P<0.05)(Table 3, Figure 1~3),
22 ARER

BB RERIT P EEARRMN K [~
FE R MBS . ADESE T 215 G835 B kA4
Hh 39.5%(85/215), HohA 11 HIK &, £
UL T KM T, 2 R AL S SO RE RS
— ] A, TSR A RN 27.4%(59/215) , 1
FEREYS 5 1,2 ) TS, X6 kb B S A 43 n 2%
fitt . JFPIRE RN K Fh 7.4% (16/215) 45 2
T UM IR R WK E 1%, AUk IR 35 5
e, HAbb WA RN EREFER . kT
W = GELO R Y225 (Table 4), 42 X i Ab B
It

3o #

EGFR - ¥ % 2 % i (EGFR-TK) 1 ¥ 5 &
Flih B e3R8 T B0 M B Al A7 TR IR BRI R ik
JIHEER X G F 2B R Y R AR kR DL R
FHHARR B A KN, EGFR-TKI 7] 3% £ 4 i /F
T EGFR, 0 i 52 1 8 i 119 0 4 |, BELIBT T Ui
S5 S MiH EGFR-TK i 27857 i /E .
EGFR-TKI /& H 7l K 112 H &) iz A3 ) 36
Y A AR e R e MR e .
AR B A E I8 B e & 1 IR i EGFR-TKI, fE
Wl $2 % EGFR %278 (B H T84, 1F EGFR %
A5 R mOS B4 2 45129,

R 82 788 JE (Icotinib, 7 ih 4% : L E 9 )
REHIEERE ., JLIEERES A H T 6%
NSCLC 677 B 1 iz EGFR-TKI 25 %) , th J& 45 —
AFRE B FOER AN TR 25, ERIRIR b
B e — 3R AY EGFR-TKI, 78 41 il /K -, £
iR 35 50 85 JE T B 6 B2 A K T (EGF) 5 5
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Table 2 Response to icotinib in 215 re-treated NSCLC patients( % )

.. RR DCR
Characteristics N
Rate P Rate P
Gender
Male 116 25.0 57.8
0.000 0.002
Female 99 48.5 77.8
ECOG score
=] 139 41.0 72.7
0.032 0.017
=2 76 263 56.6
Age(years old)
<70 175 40.0 68.0
0.007 0.505
=70 40 17.5 62.0
Smoking
Smoker 87 25.3 58.6
0.008 0.032
Non-smoker 128 43.0 72.7
Clinical stage
mB 3 33.3 66.7
0.928 0.991
v 212 35.8 67.0
Histology
Adenocarcinoma 196 38.8 68.9
) 0.004 0.057
Non-adenocarcinoma 19 5.3 47.4
EGFR status
Mutant 40 67.5 80.0
Wild 17 176 0.000 58.8 0.136
Unknown 158 29.7 64.6
Table 3 PFS in 215 re-treated NSCLC patients(months)
Characteristics N mPFS(95%ClI) P
Gender
Male 116 5.1(4.0~6.2)
0.000
Female 99 8.9(7.5~10.3)
ECOG score
=] 1 7.9(6.7~9.
39 9(6.7~9.0) 0.003
=2 76 4.9(3.6~6.3)
Age(years old)
1 .9(6.0~7.
<70 75 6.9(6.0~7.9) 0786
=70 40 6.2(4.1~8.4)
Smoking
Smoker 87 5.1(3.8~6.3)
0.003
Non-smoker 128 8.0(6.8~9.2)
Clinical stage
B 3 3.0(0.7~5.3
e ( ) 0.195
v 212 6.9(6.0~7.8)
Histology
Adenocarcinoma 196 7.2(6.2~8.2) 0.000
Non-adenocarcinoma 19 2.9(1.6~4.2) ’
EGFR status
Mutant 40 10.5(7.8~13.1)
Wild 17 3.5(1.6~5.4) 0.001
Unknown 158 6.4(5.4~7.4)
27
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Figure 1 The PES curve of 215 re-treated NSCLC
patients
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Figure 2 The OS curve of 215 re-treated NSCLC
patients
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Figure 3 The PFS curve of 215 NSCLC patients

Table 4 The toxicities of icotinib in the treatment for
215 re-treated NSCLC patients

Toxicities Crade Lot e
I I} I v rate(%)
Rash 74 11 0 0 39.5
Diarrhea 52 5 2 0 274
Hepatic injury 14 2 0 0 7.4
Mucositis 12 1 0 0 6.0
Dry skin 11 0 0 0 5.1
Fatigue 15 0 0 0 7.0
Nausea 6 0 0 0 2.8
Loss of appetite 16 0 0 0 7.4

28

EGFR-TK 45 (1) 4t il P9 25 1 R 2 R R Ak, $hRIR
S B JE R T i Je A i A= K 0 AR Y S g 4 R 3R
W1, A431 4 Mk Al /N 2 A it s 40 M Ak | 55 etk 2 i
I Tea8113 20 55 % ¥ 5 48 JE WU, H X 485 17 s 40
JiL A% HCT8 i 4 A ke % A= < 0 ) 4 T A 55, 4
TN ANTR] 4 i 96 200 B R Xk 1 32 o B J ) BB B AN
[l B 25 5 W A BR T 2011 4F 8 A ik
By e L, ME) 2 HTPIRIKRIBIT . 2012 4F
NCCN #E## NSCLC HraE i [ & 217 % MW EGFR
FAS KGN, X T BH M R — 2 45 T EGFR-TKI
TBIT o (HP R PR IR 1297 BV (2015 4 AR 7 —
LIRYT AR B AT AL TE 2 VE A | B R SRR
EGFR-TKI,

ICOGEN W3¢ ) ZE@ T B 5 B Je 16 7 M 0]
NSCLC b7 . 5k HIBEAL XUE (2 o, I
Sk Sk bR v B R 5 AR e T A O R R
W, I gE A4 399 Bl &k Bk B RS 1 e Y
NSCLC B # 4 R i/x g led 5 ed
ORR 5 DCR 4 %l N 27.6% vs 27.2% ,75.4% vs
74.9% ,PFS 73510 4.6 I~ H vs 3.4 A IR H IR R
JeAEA RO 77 1 BAT L LR 9% WS K S
Fhm RAERBRTH AR e 4,

—JX} 299 ] 52 I M A NSCLC B 3 1 7 30T
fliffFsE o 15 H . RR M 18.4% ,DCR N 72.2% ,mPFS
M 42 A ,mOS N 126 N H 1 AEAFE RN
52.3%, HH EGFR 7RI #H mPFS iy 8.7 1~ H
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B AR R H mPFS 4 2.6 1~ H ,mOS & 10.3 7~ H (A&
WF5E 215 652 36 W ) NSCLC 8 % i R e 8 e
167 ,CR 2 $1(09%) ,PR 75 1 (349%) ,SD 67 151(312%),
PD 71 # (33.0%);RR 35.8% ,DCR 67.0% ;mPFS }
6.8 ™H (95%Cl1:5.9~7.7 i~ H),mOS } 155 ~~H
(95%C1:14.0~16.9 1~ H ), HH EGFR % [H %75 I
P8 40 9 ,RR N 67.5% ,DCR K 80.0% ,mPFS
10.5 ™ H (95%C1:7.8~13.1 I~ H ), 5z sextth, 4
IR0 e AN R A A U B AN =T
HAW RV R R, A T K A mPFS Al
mOS,

INTREST 7}z TITAN ™4 [&] ) AH 5 i 5% 45 SR i
N, wAER R e & T U NSCLC 43R
I7 I ERE B AR 5 AN OC T R R A o el =
25 H TR YT BRI NSCLC 111 AR 56 10 25 3R 7R
RR 43 %1 N 18.4% ,11.8% ;DCR 4 % K 54.4% K
42.2%;mO0S 73510 7.6 ™H KX 7.0 H . AWFFEAHICSES
REMNT LREER 5 AR 53R Y7 10 B & PR
M BRIRE 9% B8 AR A N LA 34 0 v Y 2

Z TG PRAFF ST 3 o Wi 2ok AR IR 1
i HE & EGFR-TKI {697 B PL B FEABFSE
LAk 9 ECOG PS Wir <1 AE WM & EGFR %
R fHVE B RR W&V m T B JF R
ECOG PS iF43=2, WeHH K EGFR %5 H 58 28 A )
YA AR (P<0.05) . 2ot (ECOG PS W4r <1 KAk
WA B & DCR B &M 1 9 1 . ECOG PS 1143 =2
KW M i A (P<0.05) . Lotk AR | R (ECOG
PS P74 <1 M EGFR 5 %78 FHYE 5 mPFS Bl i
TS W AR ECOG PS W4 =2 X
EGFR & [K 58 728 A b W A2 AU /2 35 (P<0.05), £
G IR , EGFR 28748 J2& 0 TKI 7 &4 i) fe A 0E
P o AWFIE LS EGFR JE R 58725 FH % 5 40 i ,RR
M 67.5% ,DCR 4 80.0% ,mPFS & 10.5 4 H (95%
CI.7.8~13.1 ™ H), HEBALT EGFR 5275 K I B
RV

25 LT R R O e R YT IR 9 9 NSCLC
SR D), AN RO/, BT A2 M A T R
ARFNEE & FB A ARG B d, JUILJE X EGFR R %
7 P g R, ERR IR v B JE A S HE 1 2y B AL
TN REHBNIRITIRR
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