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[HE] ER58/ WAREA K T2 U8 2 BRI 177 ( epidermal growth factor receptor tyrosine kinase
inhibitor, EGFR-TKI ) J&J7 325 MG IR/ NI ifiJ% ( non-small cell lung cancer, NSCLC ) ¥, KA TTKUAYT,
BB — BB TR T Rl . AR BRI IR TRURYTRT, JR2Gaidhsy, W—FkB a3, A%
MBI G 52 &K FINSCLCIE %, AR AR IR IBITITRGA BN 58 2 9Ef# ( complete response, CR) | #R4-4:f# ( partial
response, PR ) Bif3%E ( stable disease, SD ) , JoilFfBA- /7] ( progression free survival, PFS) >3 1, Jgi&E LRI, A
(LN =R G = B 1 E 5 | B R A [EY 3~ TR e g A £l S i P s G Ve DN = o i [T SR ST
BB A, HhHAER 1306, JLEEEA314], PHALBE L FEILA-Ar . HIER e a5 uig s ed
JTRLLES, BREE (response rate, RR)  (10% vs 22.6%, P=0.300,6 ) . $JifaHil2% ( disease contral rate, DCR) ( 60%
vs 74.2%, P=0.237,8 ) | F{IPFS (3.0 vs 3.5, P=0.494,5) | FfiEELA (overall survival, OS ) (8.3 vs
8.5 H, P=0.140,8) HRINWG %57, ZHNEMR: HIREIEREPFS261H (HR=0.317, 95%CI: 0.102-0.984,
P=0.046,9) , WHYCTKIE]FEIE]=3H ( HR=0.224, 95%CIL: 0.071-0.713, P=0.011,3 ) [ F Pt e KU FRAG . Tk
TKIE]FER ] 23~ 7 ( HR=0.262, 95%CI: 0.097-0.705, P=0.008,0 ) fRFH LT XIS FEAL. S5 BELE S B RIRYT ke
HIREIINSCLCH E FIR TKIAYY , LRt e i R AR & e T s, X Ah3kas 5H IR TKIFPES . DL
PRIYCTIIA [f] B I Tl FH G
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[ Abstract ] Background and objective For advanced non-small cell lung cancer (NSCLC) patients who benefited
from prior epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKI) therapy, the choice of a second TKI therapy
has gradually become a new strategy for the treatment. Some investigators recommend that the second therapy should be
continued with the original TKI; however, other investigators recommend the administration of another TKI. The aim of this
study is to explore which choice is more reasonable. Methods In retrospect, patients with advanced NSCLC or with postop-
erative relapse of advanced NSCLC achieved complete response (CR), partial response (PR) or stable disease (SD) in prior
Gefitinib therapy, progression free survival (PFS) >3 months. They received repeated Gefitinib or Erlotinib at an interval of
at least one month. The analysis was carried out with respect to efficacy and optimal population of the two groups. Results A
total of 61 patients were enrolled into the study, 30 in Gefitinib group and 31 in Erlotinib group. Baseline characteristics of the
two groups were comparable. In the comparison between patients treated with Gefitinib and with Erlotinib, no statistical differ-
ences were seen for response rate (10% vs 22.6%, P=0.300,6), disease control rate (60% vs 74.2%, P=0.237,8), median PES (3.0
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vs 3.5 months, P=0.494,5), or median OS (8.3 vs 8.5 months, P=0.140,8). Multivariate analysis showed that in the initial dose
of Gefitinib, PES>6 months (HR=0.317, 95%CI: 0.102-0.984, P=0.046,9). With an interval >3 months (HR=0.224, 95%CI:
0.071-0.713, P=0.011,3) between two doses of TK], the risk of disease progression was reduced; but if with an interval >3
months (HR=0.262, 95%CI: 0.097-0.70S, P=0.008,0), the risk of death was reduced. Conclusion Advanced NSCLC patients
who benefited from prior Gefitinib therapy can benefit again either with the original drug Gefitinib or the alternative drug Er-

lotinib when a second TKI therapy is resumed. Such benefit is related to PES of initial TKI therapy and time interval between

two doses of TKI.

[ Keywords ] Lung neoplasms; Epidermal growth factor receptor; Gefitinib; Erlotinib
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DL AR e e i 8 Je AR R R fe A K I 132
A% Z R PR I ) 77 ( epidermal growth factor receptor
tyrosine kinase inhibitor, EGFR-TKI ) TERG AR /N I il g
( non-small cell lung cancer, NSCLC ) AL VAT R
J 7z o A RR R HERE I RIS CAE TR 25 T NS CLCAE
JPRMUR IR E . . = ZRifyr | EGFREE R U R AL
A —ZRIB YT BAILL R YERRIRIT S0 X TR,
EGFR-TKUAME AT LUK BB IO A A7, AR
W ARG B LAE 2247 B T2 = B4R D) BB, Sk
H NEJOO2AF 52 i 5 BT 5icHs 7 /s,  EGFRIEIR USRI AR 1)
M WINSCLCH 43 T JE R B e S M2y r &4y,
PLAEAF IR 34F . X TR SE A AP iR, i TR
W R4 Z 3 RS EGER-TKURAN — ALY T E NI 2430
7, MHE PR, NCONTERIE JGifits. bR T A
PTG IRIEFESS , i R B A 2% 3O A L R 11 EGFR-TKI
Was B, ZIRG TTRURYT, RS A B nl
PR R 2 (83, — IR B H A1 BB 5 0o R R
FeZ A PR TRIVA YT 19 B E B AEAF A W] B A4 Bl
VF R TKUARYTTES 5 I R HP 68 R R Bz o X
T ZUTRIM 245 16 45 H AT A G, TR il
ARS8 T IR TRUAS P B0) (HU A RS A N 55
Hh—FPTKICN  ASCOE— R BIBEDTSE, B R BRTE
FARR IR IR R, CIRERR TRIGI T R T &
MZfn T EAE IR, dRmAER e, WA
Ve AT

1 MR5REZE

L1 RIS 812005474 H -20 1248 ], FEAR A
B O-LBEBEMAER MRS , 52 i IR TRUARYT Y
M AR S A 5 R INSCLCER# . AdkbrifE: OF K
TRUNF AR S ; @ IRTRYTFRHCH 56 225 # ( complete

response, CR) . %Bﬁj\éj;fﬁﬁ’: (partial response, PR) ﬂ%%fé
(stable disease, SD ) ; @ IKTKIFPES23TH; @HIK
TR R LS PR 3235 AR R BB & R IR YT 5
G TR R =19 o
1.2 JRIT AR L AR e R 250 mg/d, B
BIRIE 150 mg/d, 28K 1M, FIZG1RINAT K
SO, MR R AT
JPROFAN P RECIST ( Response Evaluation Criteria
in Solid Tumors ) 1.OWRE, JTCiEfEAA7H (progression free
survival, PFS ) E XN H B2 EGFR-TKUAYT UG, ZEL
B ke 8 A R AR AT SR R BE T R IR I . H L
HAEH (overall survival, OS ) % SR H #52 EGFR-TKIIfA
7 TR 2 A I A A I R A T R IRF A . IR TRIFE R
SV FIE S ZNCI-CTC ( National Cancer Institute Common
Toxicity Criteria ) 3.0*/?‘7&0
1.2 GEitJrik SAS 928 TS b SRR
5 8% Fisher ks B #2510 LA BRI 126 % . Kaplan-
MeiertEAH 22 EAFINZR, LogrankiiG I AR 2257 . 2
PRI 2R 317 2R T Coxe B 5] IRURS: [T AU AN AN [R] LR ARRAE 5
W S AEAETIG KR o P<0.05 N2 A Geit2 5

2 R

2.1 BAERHE 3G 61T G AL 0 3 A A A
5. HNAERS7TR (3342774 ), JRERISHUEY M e
I A3 B34 TV . B8 R TKIZG Wik or i, 5 3F
BlRdizof], JEiEEEA3 0. AR EER . T
W HEARIE . ECOGIESY . EGERIEDNAGIE I . kb Fs
FEECE AL, KA IR R RIRITRAL . R
AR e I & ff 1 L X PES . IR TR (8] B Biof [7] Bz [m] B v
7SRRI SLACT M (R1) .
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Tab 1 Baseline characteristics of included patients

* 347 -

Characteristics Gefitinib group (n=30) Erlotinib group (n=31) P
Age (yr)
Median (range) 55(33-74) 57 (33-77) 0.519,3
>65 10 (33.33%) 8 (25.81%)
<65 20 (66.67%) 23 (74.19%)
Gender 0.715,0
Male 9 (30.00%) 8(25.81%)
Female 21 (70.00%) 23 (74.19%)
Smoking status 0.507,7
Never smoker 24 (80.00%) 27 (87.10%)
Current or ever smoker 6 (20.00%) 4 (12.90%)
ECOG 0.899,8
0-1 15 (50.00%) 15 (48.39%)
=2 15 (50.00%) 16 (51.61%)
EGFR mutation 0.321,5
19(+) 19 (63.33%) 13 (41.94%)
21(+) 1(3.33%) 1(3.23%)
wild 1(3.33%) 3(9.68%)
Not available 9(30.00%) 14 (45.16%)
Number of metastasized organs 0.859,7
1-2 20 (66.67%) 20 (64.52%)
>3 10 (33.33%) 11 (35.48%)
Metastasized region
Lung 22 (73.33%) 25 (80.65%) 0.497,2
Brain 15 (50.00%) 15 (48.39%) 0.899,8
Bone 12 (40.00%) 15 (48.39%) 0.509,7
Liver 5(16.67%) 7 (22.58%) 0.211,9
Initial TKI 0.123,5
1stline 11 (36.67%) 8(25.81%)
2 Jine 17 (56.67%) 15 (48.39%)
>3 |ine 2 (6.67%) 8(25.81%)
Response of initial TKI 0.437,0
CR+PR 23 (76.67%) 21 (67.74%)
SD 7 (23.33%) 10 (32.26%)
PFS of initial TKI 0.195,3
=6 months 29 (96.67%) 26 (83.74%)
<6 months 1(3.33%) 5 (16.13%)
Interval chemotherapy 0.347,6
Yes 26 (86.67%) 24 (77.42%)
No 4 (13.33%) 7 (22.58%)
Interval time 0.785,0
>3 months 25(83.33%) 25 (80.65%)
<3 months 5(16.67%) 6 (19.35%)

ECOG: Eastern Cooperative Oncology Group; PS: performance status; EGFR: epidermal growth factor receptor; TKI: tyrosine kinase inhibitor.
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Tab 2 Tumor response in gefitinib-treated and erlotinib-treated patients

Response Gefitinib group (n=30) Erlotinib group (n=31) P
CR 0 0

PR 3 4

SD 15 16

PD 12 8

DCR 60.00% 74.19% 0.237,8
RR 10.00% 22.58% 0.300,6

CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease; DCR: disease control rate; RR: response rate.

E1 HEERASERERADETFMLE
Fig 1 Comparison of Kaplan-Meier curves is shown for overall survival
(OS) between patients treated with gefitinib and with erlotinib

RRFIDCRAM]10% vs 22.6% ( P=0.300,6 ) F160% vs 74.2%

(P=0237,8) (£2) . PHOSHFIEELLA83MNH s
HE 8.5 (P=0.140,8) (1) . P {iPFSTHIE
B H3.0MH vs IR 3.5 H (P=0.494,5) (A
2) .

A 6119 ERRHM16.4% (10/61) , DCRHM67.2%
(41/61) , HHIOSH8.SMH, VEAELFERN36.1%, H
f7PESH3.51H o

OSAHIE Y Z K 2 4 T i 7 PR YR TRIUAT B B ] =31 A
( HR=0.262, 95%CI: 0.097-0.70S, P=0.008,0 ) +&F&(KAET X
Bt s - (3R3) .

PESHIK ) Z 2 iR 1 5 JE R e PES261~ H
( HR=0.317, 95%CI: 0.102-0.984, P=0.046,9 ) , WiyXTKI[a]
bt E >34~ ( HR=0.224, 95%CI: 0.071-0.713, P=0.011,3 )
SRR 2 J AR () TS TR (R4
2.3 AR JEIEEIRAEZEN LRSS THIAERE
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Fig 2 Comparison of Kaplan-Meier curves is shown for progression free
survival (PFS) between patients treated with gefitinib and with erlotinib

ZH (64.51% vs 36.67%, P=0.030,1 ) , FiAx kA= 211 10%
ANRRNL, WAHBRRGH 25 (£S) o @4lk4E
JE-IVEEAS R WAL B, Hoh gz fil, wimif], ¥k
AT A, 4TI e sl MAE iR T JE e R

3 it
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TKI, 62 ARG AF U
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Tab 3 Multivariate analysis of overall survival

Variable Patients Median OS P HR (95%Cl)
n (%) (mo)
Age (yr) 0.217,6 0.641 (0.316-1.300)
=65 18 7.6
<65 43 9.0
Gender 0.971,8 0.982 (0.360-2.677)
Male 17 8.0
Female 44 8.5
Smoking status 0.840,7 0.880 (0.252-3.074)
Never 51 8.5
Current or ever 10 8.0
ECOG 0.177,7 0.637 (0.379-1.197)
0-1 30 1.0
=2 31 75
EGFR mutation 0.321,7 0.653 (0.346-1.289)
+) 34 8.0
() 4 9.8
Number of metastasized organs 0.425,2 0.706 (0.300-1.611)
1-2 40 8.5
>3 21 8.0
Metastasized region
Lung 47 9.0 0.471,5 0.750 (0.343-1.640)
Brain 30 7.25 0.492,5 0.777 (0.377-1.599)
liver 12 8.75 0.245,8 0.608 (0.262-1.408)
Bone 27 72 0.517,1 0.801 (0.409-1.568)
Response of initial TKI 0.490,1 0.755 (0.339-1.681)
CR+PR 44 8.5
SD 17 8.0
PFS of initial TKI 0.217,3 0.456 (1.131-1.588)
=6 months 55 8.5
<6 months 6 12.15
Interval chemotherapy 0.866,9 0.971 (0.331-2.535)
Yes 50 9.0
No 1 5.0
Interval time 0.008,0 0.262 (0.097-0.705)
>3 months 50 9.0
< 3 months 1 5.0

0S: overall survival; CI: confidence interval; HR: hazard ratio.

AT G RBFFE 02, 23 BIIVIINSCLCH # B 3% 75 F
BRI A RS RENEE, PES23 M, HEFEED
e a2y, RS TR e
1RIT, RRM21.7% (5f]) , DCRA65.2% (131 ) , HifiL
TIPH103K, HZOSH343 K,

— R TKIA YT RIS T3 S —FhTRIZ DL T35 AR
JERWUS OB E o [RREAE g/ 731 Tk 28 PR I 1)
5, PR 2 AR Y o TSR AN AL (HAE R
MAETEWRIE T, JEIS R JE M M 25 W AN AR P s M
THAREE, JFHIERBFTE R, P TRIA 25k
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Tab 4 Multivariate analysis of progression-free survival

Variable Patients Median PFS P HR (95%Cl)
n (%) (mo)
Age (yr) 0.314,0 0.701 (0.350-1.400)
=65 18 3.0
<65 43 3.5
Gender 0.937,0 0.960 (0.353-2.610)
Male 17 3.0
Female 44 3.0
Smoking status 0.276,0 0.531(0.170-1.657)
Never 51 3.0
Current or ever 10 2.5
ECOG 0.433,8 0.797 (0.451-1.407)
0-1 30 4.0
=2 31 3.0
EGFR mutation 0.148,3 0.677 (0.324-1.211)
+) 34 3.5
) 4 235
Number of metastasized organs 0.766,6 0.871(0.350-2.169)
1-2 40 4.0
>3 21 3.0
Metastasized region
Lung 47 4.0 0.719,0 0.719(0.371-1.394)
Brain 30 3.0 0.052,0 0.477 (0.266-1.007)
Liver 12 3.0 0.576,4 0.797 (0.360-1.766)
Bone 27 3.0 0.117,6 0.553(0.264-1.161)
Response of initial TKI 0.977,7 0.990 (0.482-2.034)
CR+PR 44 3.75
SD 17 2.0
PFS of initial TKI 0.046,9 0.317 (0.102-0.984)
=6 months 55 4.0
<6 months 6 1.0
Interval chemotherapy 0.112,7 0.398 (0.127-1.243)
Yes 50 4.0
No n 1.5
Interval time 0.011,3 0.224(0.071-0.713)
=3 months 50 4.0
<3 months 1 1.0

FEA AT RETE IR B2 . KairaZE0I%F 1120 0P 55 HE 106075
R RIS T8 B IR IRY T I B A LT, e
BEJEIBITIIPR, SD. DCRAIHIM9.9% , 18.9%41128.8%
ST B 191 A AR S R ) R A AR e AR K
#5, BEF IR RIRYY R MU ST B B O eI R TR IRYT
MITREIE T R TRIA SRR, DR A 3 B A i il

eI I HERE . (FARIRE AN b, BEE AR
JRITRGR iy ke g, PES26H , HARE R kMG
{2 )RR 3 H 4552 JEIs B Je iR YT s W 5k o
AT T, RATRERE A & AR R IR B Ak 25
FIEIANSCLCH , JTRLCR. PREESD, PES>31H. H
B2 d AR eiByr R, MRe— Bt Rl , ARz R
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Tab 5 Adverse effects in gefitinib-treated and erlotinib-treated patients
Adverse effect Gefitinib group (n=30) Erlotinib group (n=31) P
Rash 11 (36.67%) 20 (64.51%) 0.030,1
Diarrhea 7 (23.33%) 7 (22.58%) 0.944,3
Asthenia 5 (16.67%) 4(12.90%) 0.679,2
Anorexia 5(16.67%) 5(16.13%) 0.955,3
Dry skin 4 (13.33%) 4(12.90%) 0.969,0
Nausea/vomiting 3 (10.00%) 4(12.90%) 0.722,4
Hand-foot syndrome 3(10.00%) 3(9.67%) 0.966,0
Stomatitis 3(10.00%) 2 (6.45%) 0.785,2

TKURYT o TERHE SRS EAN MmN T, R
HGPZGA 4 AIF A vt . a5 R L
JEAIRRFIDCRIG = TR AEE e 4L, 22.6% vs 10%1174.2%
vs 60%, HARIEG 225 . WM APESHIHOSEL
PEARNT, FFERI G225 . ZREPHZER 5L
FERIE—3, B TKIAPES>6-1 H F1HG Yk TKIfE] B A >
3R IR TRUAYT IR 48 R . TR AN,
TR TKIRE 4K 4 SCHEAE T 18 I TKIAYY TR R B8 45
ZyIstiE], AT RE S BE R R TRIZGY TG, MR —45
W RTIEVER R i — DIk,

X} FEGFR-TKIZAS VM 25 AL H AT A — o 3t
P 2550% HT790M IR AE 5 20% K c-METHE:R 41
WA 2930% 1 HoB C AR B 20 F-HILI Do), i R TKI
A5 ML H AT A 0B . A EFsT i R R
SEARTIN & B, EGFREUSRZEAS B, TRURIG M 2525
TATEHEERNAYY, —BRZ )5, SUKRAS A
W B, SSEMFRE N, BE R TRIGST 7 A4
S AT B IR S BT AR DG, BT ) 2R 9T R AR
FJE L AT REA /N Sr EGFR-TRUK AP e 4 i 5k 7
BT (RIS, R AT 2 ok 0 240 L o 0 1T K R
TRUIR 28070 JCU 2 e 40 M3 2 1 B 1 1 45 SR A
Jigga S PR B JELIAL R RSB TRIIAYT AT 4P
HE TSRS . X LA E A TR AR TR TR
Y AF LB T RS, 220 SCR A DU YR TR i s
[ >34 o ASCHFGESS, [AIBEEE >34 3 A HEE
AT 20 XU T LA A A7 AR 25 O i 7 T R 3%

TWAFEFEGER-TRIMA RS2y 5 BEA: 2N T A
WEGFR-TKIM G Bk R B FEARGE AL, S5 UL AR AR
FIEHIETE, 281, o ed kg kLt
RS THIEEEA.

AR SCE— I RS, O BR A AR R iR

7R % R IR TRIGYT I 25 B A T 4R . 4518
PR, LIRS EE R AR e b R i e Y] 3K
t5, HIRFEIERJEPES261H . YR TKI[A] I [A] >34~
FR ST WS R o FRATIATE 3 2 0 KEEAS R RE ME
5%, VI A BB IR TRURIT A2, i R 5
NBER AR BT AL, DA 38 B R BCE K A= A7 A i H
o
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