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[HE] S=588 HMRIRTTEE (icotinib hydrochloride ) R EH—EA A ERUUA) /N T
EPUERZS, SEAERERIBIE ML, T #aM  Zr FAERINIEL SFRGEE Iy AL, AR R IR
BT RIRYT R A K IR A2 A 52 AR IR A I A A g D1 I/ N g ( non-small cell lung cancer, NSCLC ) A9¥7 5K
AEEEI SN . FsE BB 737200943 1 20144 12 ] [ 5 IR & Bl i INSCLC R &, Rz A KN+
ZAK ( epidermal growth factor receptor, EGFR ) ZARRZSE A, 1T IRILIRIR IR R IAYTY, PN HyTRORAER]
N G5R 124 LUEUEST A B WINSCLCE &, H P EGFREZEHION, HA:RI2SH], WA R (ob-
jective response rate, ORR) }51.6%, Pjigdaiil# ( disease control rate, DCR ) “579.8% . 5875 RUFNHEF A= AU 55 4 1
ORR: 63.6% vs 4.0%, DCR: 93.9% vs 24.0%, MEHHGEITFET (P<0.000,1) . FEARRIFIEF = R B4 1 ok
JE A (progression—free survival, PES ) (4351°810.57H Fi1.04 ) (P<0.000,1) . J&IFAHCHI BRI N
TR 2384 (30.6% ) , MEVE20f] (16.1% ) . %it ERFRIR 7 R IGYTEGFRIEZE I HINSCLCIT AU S 2 ,
i 52 PEGT
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Cancer Patients with EGFR Status Identified
Xi LI, Na QIN, Jinghui WANG, Xinjie YANG, Xinyong ZHANG, Jialin LV, Yuhua WU, Hui ZHANG, Jingying NONG, Quan
ZHANG, Shucai ZHANG
Department of Medical Oncology, Beijing Chest Hospital, Capital Medical University, Beijing 101149, China
Corresponding author: Shucai ZHANG, E-mail: szhang6304@163.com
[ Abstract ] Background and objective Icotinib is the first self-developed small molecular drug in China for targeted
therapy of lung cancer. Compared to the other two commercially available epidermal growth factor receptor (EGFR) tyrosine
kinase inhibitors, gefitinib and erlotinib, icotinib is similar to them in chemical structure, mechanism of activity and therapeutic
effects. To explore the efficacy and side effects of icotinib hydrochloride in the treatment of the advanced non-small cell lung
cancer (NSCLC) patients with EGFR mutation and wild-type. Methods Patients with advanced NSCLC who were treated
with icotinib hydrochloride in Beijing Chest Hospital were retrospective analyzed from March 2009 to December 2014. Re-
sults The clinical data of 124 patients (99 with EGFR mutation and 25 with wild type) with advanced NSCLC were enrolled
in this study. The patients’ overall objective response rate (ORR) was 51.6 % and the disease control rate (DCR) was 79.8%;
The patients with EGFR mutation, ORR was 63.6%, DCR was 93.9%. The ORR was 4.0% and the DCR was 24.0% in the wild-
type patients. Median progression-free survival (PFS) with icotinib treatment in EGFR mutation patients was 10.5 months and
1.0 month in wild-type patients. The major adverse events were mild skin rash (30.6%) and diarrhea (16.1%). Conclusion
Monotherapy with icotinib hydrochloride is effective and tolerable for the advanced NSCLC EGFR mutation patients.

[ Keywords ] Lung neoplasms; Icotinib hydrochloride; EGFR mutation; Treatment outcome
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NSCLCHAIT HA AL X, EfINSCLCHYTAYT
HEATARAIEIF R FHAERE e e ie iz
I T MIANSCLCHIRYY . JRBIS B RCR . FhkiR
SO RS — PR AR S R K A KR 32 K (epidermal
growth factor receptor, EGFR ) &2 BRI 11 il 57 (tyrosine
kinase inhibitor, TKI) , &R [ ZH—ANHA H FHH R
N FERmBUER 2, S AR e Mg e ML, 7Efk
FEH oy FAERPLEL 7R IS, (B R A LY
AP, 1T REENSCLC R E HiGy 7™ JA 1N £ R
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1.2 EGFRAEEIK G/ A2 A E YA T 1 I 2 24
EGFRIEEN LRI, A6 I J7 vk i 19 S A8 B R 48
EGFREEA A5 I IR [R]85 — 23RS 7T

L3 A7 B ER O IREERIR 7 )2 125 mg, 31K
/H BRI R R sl R R SN AS RN 32 A 1k
1.4 TEMPRIE 3 ISR RO M AR ( Response
Evaluation Criteria in Solid Tumors, RECIST ) 1.1Ri#H1 797
ROAIRE , Fie B SE 1] [ N7 988 AE W5 I a6 2 P s 4 4. O i
WA BRI S . J7 R0 N 58 2% ( complete response,
CR) . #4r%Z%f# ( partial response, PR) | I E
(stable disease, SD) Fl¥z g it & (progressive disease, PD) .,
ORRAIFECRHAIPR L, DCR{JFHECR, PRAISDE

LS Vs 1246 # A0, il 2 E0RIE RT3k
THEERIPES, ARIFHETII A N20154E3 H 1 H . PFSH
& AIF R O S IR YT B B FRE (1 A ]

1.6 Siita)rik W HISPSS 22,058 T4k kA 5 ) b
FeGe it 430, IR RO RS20 % L A R
Kaplane-Meier7: 43 #T F 5 IPES, P<0.0S°N 25 7 Giit2#

2 &

2.1 BHEM—BERFIE 200943 J]-20144F 12 7 Fe B I 7}
WA B IINSCLC B #1240, FrfT (RE L 21220
S5, BAGEREBEVIGOR . M. SSH, Lotk: e69fil, 4F
14364 -804 , HIAERSS9.5% . BRI 11SH], HAhREIK
RIOf] . $20094F A& 1T A fili 482 I IR 2 bR o, TIIbIH : S
), IVHEAL19% . A5 WK s 4S] . M4 SE [ 435 Mg DM
HIRREIREPESr, 040157 8355 =24): 414,

S BRE YT T EGFRIE R 278450, Horp1941 (5
FERRIRARSS B, 2151 B FL8S8REH LR AF404], 185h i
TRASG, 1950 R TR AZFI215M R FL8S8R 1 5E74%
HAZARG], 2050 F-S768IFI21 51 il FL8SSR 5 2845 &
G, B A28

Hrpdh R sk e T —ZiRyreofl, difsinyr2

), —Z VL BiGyreil, BAE—MEE LR L,
2.2 RVATFRL 124490 B F S IR HER IR IR 70 e 14 LA
L RIS A RN IR edl1245) 85, PR 64
], SD 354, PD 25|, ORR}S51.6%, DCR}79.8%,
EGFRZEAZ [ 199 i35 1, PR 6314, SD 304, PD 6
], ORRA63.6%, DCR}93.9%, H.rf194) i sk 58
S BB HIORR N 74.5%, DCRKY94.5%; 214h i T L8SSREE
AR A I ORR K 50.0%, DCRA9S.0%, 194) g Tt g 2%
A5 521500 FL8SSREAS L H A L, ORRZE A Gt
X (P=0.012) , DCRERIGIH¥E X (P=0.571) , 18
AN FZRAEE, S RPD; 19F1215MNE T2 A5 AF 1, T3k
PR, 20F215MEF 5 G988 24, y7&1IPR, 14SD, BFAE
7 H %2546, ORRA4.0%, DCRA24.0% , S48 F 5 B 7
JORR S DCRIJA it 22 5 (P<0.000,1) (FK2) .

CEN AR PP ool B v, —ZRIAYTSSH, H
PR 39|, SD 14|, PD 2fi|, ORR}70.9%, DCRY¥
96.4%, 2l B# T HERHAYT, KPR, Hrb214b &
T LGEAE T 20F121 50 i T [Rl B 98 A8 45 14 . 4R K L)
EiRyT 42, FhPR 224, SD 16ff], PD 4{j, ORRJy
52.4%, DCRA90.5%; —k5EI16HEFMORRNDCRY)
TGt 25 (P=0.061,P=0.233) .

WP AIPES 6.0 H o 548 B H P\ PES
105701, AR E 7 PES 1.0 ( P<0.000,1 )

(EI1A) o 9911 58 725 PRk £ B 7 U B R 2R 43 BT S
FHBTG R ES (R3) o 1998 FEUR R B
R PFS S 14.01 J1, 21508 FL8S8RIEAE (1) Hh i/ PFS Hy
6.0 H, MEESIGI2E L (P=0.185) (K1B) .
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Tab 1 Baseline characteristics of the study population (n=124)

Variables Case (n=124) EGFR mutation (n=99) EGFR wild-type (n=25)
Age (year)

<70 105 82 23

=70 19 17 2
Gender

Male 55 38 17

Female 69 61 8
Smoking characteristics

Yes 45 28 17

No 79 71 8
Performance status

0-1 83 72 1

=2 41 27 14
Histology

Adenocarcinoma 115 96 19

Non-adenocarcinoma 9 3 6
Prior chemotherapy

0 60 55 5

=1 62 42 20
Maintenance therapy 2 2 0
EGFR: epidermal growth factor receptor.
% 2 EGFRREZBESHER BERYTIILE
Tab 2 The efficacy of icotinib in EGFR mutation and wild-type patients
Response Mutation Wild-type P
Complete response 0(0) 0(0) -
Partial response 63 (63.6)% 1(4.0)% -
Stable response 30(30.3)% 5 (24.0)% -
Progressive disease 6(6.1)% 19 (72.0)% -
Response rate 63.6% 4.0% <0.001
Disease control rate 93.9% 24.0% <0.001
Median progression-free survival (month) 10.5 1.0 <0.001

1950 it -k 2R F21 51 (i FL8S8RAL 45 5875 I PES [ A 1A 2|
(2ik14210H ) , 205h 8 FS7681F12151 i 1 L8S8RE
ARAFMPES AR E] (Eik39.510H ) , 184METFRAE
(IPESH L0 H . RABAYEEE f, —LRIAIFIIPESH
1290 H, BIRMPESH7.5MH, WEZER TG4 E X
(P=0.170) (EI1C) .

2.3 JEIRGEMRIEN A 706 (56.5% ) BFEAIEEITIRA
AR BE FREAR A, BRI RE R A Rk . i K
PR . S, ZRURF TR 2JE N R R A DGR AR
i

2.4 BRI 124, IRAEERIZ v e 1
PRAAH AN R S, 328k Je 238451 (130.6% ) , Hrp1jE
335, MEESH. REV520%1 (16.19%) , JLrPIEE18f], IIRE
25, EezA TR 140 (11.3% ) , BIALEE, HAd/b WY
AR RS . BEANE . ERE . T . Bk
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Tab 3 Univariate analysis of PFS in 99 mutation patients

B
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--- 21L858R
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= + 21L858R censor
3 06
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B 1 HEEFEMERLILE., AIEGFRREE BEMEF AR BEL
PFSEEE: (10.54H vs 1.0 A, P<0.001) ; B:EGFR 195N BFHk %
RE5215NEFLES8RREBEHIPFSLLE (14.01A vs 6.0 A,
P=0.185) ; C:EGFRREBEHHAGEEIAHIPFSILE (129108 vs
7.51H, P=0.170) ,

Fig 1 Comparison of survival curves between groups. A: PFS
in EGFR mutation and wild-type patients (10.5 months vs 1.0
month, P<0.001); B: PFS in EGFR exon 19 delete and exon 21
L858R mutation patients (14 months vs 6.0 months, P=0.185); C:
PFS of EGFR mutation patients naive vs pretreated (12.9 months
vs 7.5 months, P=0.170).

Variables PFS (months) 95%(Cl P

Age (year) 0.545
<70 8.7 4.6-12.7
=70 16.0 9.0-22.9

Gender 0.845
Male 10.5 4.0-16.9
Female 11.6 3.9-19.2

Smoking characteristics 0.348
Yes 7.0 0-16.5
No 10.8 5.3-16.3

Performance status 0.051
0-1 10.6 2.4-16.8
=2 10.0 2.8-18.2

Histology 0.427
Adenocarcinoma 10.8 5.5-16.1
Non-adenocarcinoma 4.0 24-5.6

Prior chemotherapy 0.170
0 12.9 5.2-20.6
=1 75 1.8-13.2

PFS: progression-free survival.
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AR [ s 22 Hh O BEATLX BRI PRIFFE IR S X T EGFREEUER
RAZFIHHINSCLC %, EGFR-TKIJ&YT FYPFS X ORRYY
TG M 2 iy T . BRI e B Je/E RS —1R
/N FRYEGER-TKI, TRy MIHNSCLCI I, SRR
JERE IS Je A1l , EGFRZSASIRA & H M T iy 7R Fnil
% . ICOGENHZE /R, YR vosk e Fiiss R4 e 4 m] i
WEENSCLCEF MG, HZERIGIE L
HIRFEEJE S RN K AEFIRTH IR . Ad124
i 8 B Y HIEGFREARARAS , 9912878 8 345 () ORR Ay
63.6%, DCR}93.9%, Hi{iPFSH10.54H, S5ICOGEN
5T IR O R IR T R AR R A A 45 R ( ORR:
62.1%, DCR: 86.2%, H{iPFSHK7.81H ) #fl., AHf
ST R 2S8R B8 R IR SO JE IR T I IR R R &
FIRTEA4ALTT . PSTE4r Tk it 52 46 I 5 7F EGFRAEE [K 6
W25 S 1 R [ i s 2 2 IRIR YT, ORR4.0%, DCRA
24.0%, PFS{V1.04H, ICOGENWFFEH 5 AER B M7
BB VRV EGEREF A= T fR [ ORRAF ) fy . S5.1%£113.8%,
BR2UAFSE ', JEI% R 2 i) EGFRIEF AL Y HR 4 (I ORR N
7.0%, ZERBIAERL. FEREAERIG RIS, A5y
EGFRYFHE Y 35 3 FIEGFR-TKIRYT A XL, 7T RE 5 &
SR . A A B PE B AT 5 EGFRISASARZS 1y i 28 Jo
AT B B A AE LA/ DL A A HIEGFR-TKUBUEANE 53144
SRR

1940 & F il 25 F2 140 i F L8S8RAH L5 A8 2
EGFR K ZZ AR 1)85.0% , -EGFR-TKI ) ks A5
WJTOG3405' | ICOGEN" JZIPASS Hff 57 45 i il /s 1940 i
TR SR Y FB E H 2 BEGFR-TRUA YT IS 7 R T-4h i
21L8S8REL M B, AHMBBFFELER, WA RORR
ZRAGIFE XL (P=0.012) , BEIRPILPESH2E H
KB GitaE 225, H195M B R MPESH] K T21
ST 5 5AEHIPES (1400 H vs 6.0 H ) o LeeZ5!HE
20154E KT T —Fametan M1, FTALIF HEGFR-TKI—4%k
16T EGFRISAS e IIE /N Rt AR T PR L AE, BT
NEJ002, EURTAC., LUXLUNGGTE N I8/ FRITZE
eit1,6490 8 F, WAHSTEERER: 195N FHK 5
452140 B T L8SSRIEA A H K IYPFS (11.84 A vs 10.0
M), ERAGTEE X (HR=1.39; 95%CI: 1.10-1.76;
P=0.006 ) , 195 F-ikJ 5748 A B AE MEGFR-TKIIR YT
Hoik g, FTREXT IR (S 5% Sl Bk 00 A R VE ARG .
2 X 306 (| EGFRZS 75 £ 3 vh A2 45 RS Y K 1 2
EGFR-TKIY 7RG TESY , S5 BRE G RN kESR

1£7.3%, 194h B FHd RS 52140 g FL8S8REH L8 AL Y

BERBITURLF (ORR: 74.8%, PES: 1197)]) , &
B RAR L ST 195N F i 23 AR B 2141 i F-L8S8RAH L
RAFF W (ORR: 68.8%, PFS: 814 H ) . HAM—
TR gE Y R A A R AR K R 9.0%, 195N T BAE %R
A5 52140 i FL8S8REN L AR (W G A8 I A e
1Y ORRA86.0%, HVPFSik16.54H . A58 o4 34
BENEARA (3.0%) , 1519508 F-H e 5848 f21
AP FL8SSRAT AL, 1424204 i F-S7681 8 54X 1215k
L FL8S8REIZEAE, P TR PR, PESHSH1110.01
A, 1202140 85 G 948 PES 4.0 1, 5 H i
HIRFFE LS SRAR L

WEAE: Z2 WA 5T GIE S 5T X EGFRZEAE A BE, EGFR-TKI
WA IR YT RO, Bk e b i 5 fISAFEIR K
WEFE 4T R, FEEGFREAE AREH, —4R3ATT
HEIBGMORRIS 22257 (P=0.215) . AL ER
— 2k 55 AM ILORR . DCRIPESH TG i 245, H
—ZRIEY7 ORR KL PESHI T F A 14 F % (170.9% vs 52.4%;
1290 H vs 7.5 H ), R0 RE S AL EGERIEAE K )
HN—LRIBITET, TR TR DL R E R TR RS Y
S, EGFRIEA ) 58 A8 BR A WT B A6 ALY I B s ik e
AR R AR O . ARLERXTE HI A AT B PES ()
R E SRR, IR SHAEREM L, PRS2 RER
(1084 vs 4.0 ), HERKBI G #2ER, S5k
P BB R ECR DA G, AR — 2 TR AR .

INFORMI 55" FISATURNF 55 "' 37 T EGFR-TKI
FEMEHANS CLCHERFIA YT L . ARBFTEH, —4k1k
I7IE e R T 2B B, — Ay YT RS ASD, 4
FHAIT YT ROCHPR, Horp 151 k204 B 1S 768155 58 A8 I
2190 FL8S8RI AR, F Bl 45 RPFS T 2235 #39.54~
A, BBIRZ T, $E7RI% 58 Je FEEGFRES AR IR
HEFRHBIT A BAFITRL, ARG, 5 — 2o
HESE

AR R, SRR ERIRITE, BRI
BTk, BRGSO R £ 10d-14d, R
FERCA ., LR ARIREIR L . W L AR N
£

AL ER PRI TR JE 1) SRR RSO N BB MRS
RS HIR : 30.6%F16.1%, TR AR . HoAh /D>
DA KR R s T . ol . B EIARE . Rk
JEEE . TIRRAE RS, LA EAR RN B & A R % ™
TP SICOGENHFFE™ B I p kgt AL, Hk
R KR 5 B AR R T AR Y, AR T IEk
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