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[ Abstract] Background and purpose: New treatment strategies should be explored for non-small cell lung
cancer (NSCLC) patients after the failure of the epidermal growth factor receptor-tyrosine kinase inhibitor (EGFR-TKI).
To compare the efficacy and toxicities of chemotherapy in combination with EGFR-TKI or single chemotherapy in
advanced NSCLC patients with EGFR-TKI resistence. Methods: In this study, 18 patients were enrolled. Eight patients
were treated by chemotherapy combined with EGFR-TKI (CE group); 10 patients were treated by single chemotherapy
(E group), 21 days for one cycle. All patients received at least 2 cycles of treatment. Results: All 18 patients had been
evaluated. The CE group was similar to the E group in objective response rate (ORR: 25% vs 10%, P=0.832). The CE
group was higher than the E group in disease control rate (DCR: 87.5% vs 30%, P=0.046). The median PFS was longer
in CE group (3.5 months vs 2.4 months, P=0.05). The CE group was higher than the E group in rash (75% vs 10%,
P<0.05). The grade 3-4 toxicities did not have significantly differences between the two groups (P>0.05). Conclusion:
Though there was no significant difference in ORR between the 2 groups (P>0.05), the CE group was superior to the E
group in DCR and PFS. Patients with retreatment of advanced NSCLC after the failure of EGFR-TKI can be controlled
by continued EGFR-TKI and chemotherapy.
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TR TR 58 A% TR L Ay o 3T ST AR
(8 PF- i 42 RS AAR 9T ROT AR TfE (response
evaluation criteria in solid tumors, RECIST),
N 5SER L (complete response, CR). B4
%ﬁﬁ’:(complete response, PR). ﬁﬁ%ﬁfﬁ(stable
disease, SD)FIEHGHEE (progressive disease,
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Tab.1 The clinical characteristics of 2 groups

Characteristic CE group(n=8) C group(n=10) P

Gender
Male 4 0.705
Female 4 3

Agelyear
Median 58.5 52.5 0.297
Range 54-70 45-73

ECOG PS
0-1 8 1.000
2-3

Smoking
Never 7 0.751
Ever 3

EGFR-TKI
Erlotinib 3 0.705
Gefitinib

The best therapeutic effect of EGFR-TKI
CR/PR 3 0.705
SD 7

response rate, ORR); LA CR+PR+SDiTHE %R
?E%'J%(disease control rate, DCR). P A B 35K
AT TR MR TG A A7 0] (progress free
survival, PFS)AFFUHALST 2 g ) B0 Je (1) Bsf
[E]; BAEFE (overall survival, OS)/Z48 B & TG
AT 21 DA AT Jist DR AR T (%) B [ (B B o 76 R IR i
V3 H (2012487 H 30 H ) |ij i A= 47 1 85 B0k U
ABEN DI S LRBEDTVE M BOE H 5. AR
BARYE WHOSRHEHT, 230 1 ~IVER,
1.4 ZitF4E

fIFISPSS 16.0GE A FEAT 7047, LAFisher
KR I S BT A RCEFIDCRAY 2 5, LogisticZ
PR 1A 23 B T TR S DCRASC I N &R o A
ﬁyﬁ‘*‘jrﬁj\*ﬁ%ﬁﬁl(aplan—l\/[eier% , Log—rank*ﬁgﬁ
SIHTHEAFZE S, CoxIIH AT LAFR I 8 TS 1Y
R R, P<0.05HZERAGE 2 L
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2.1 EHIFTR

1851 8 25 34 58 B2 T DL B ARYT, 973k
TR e 24 i IR B E G FR=TKI ) H A5z it [a] >
12 H . CEZH8fI, HrhCR 0fi(0%), PR 24
(25%), ORR 2Mi1(25%); C4L10%1, HFCR 0
#1(0%), PR 1#](10%), ORR 1fl(10%), CEZ
B fRRE TCH, HERTRIFFE (P

>0.05). DCRAM9IH87.5%M30%, 254511

SR L(P=0.05, £2),

®2 WHBETH. PAEFRE, RATERERAE RS
Tab.2 Comparison of response rate, median overall survival

and median progression-free survival between two groups

. CE group C group
Variable (=8)  (n=10) P

Response rate

CR 0 0 0.832

PR 2 1

SD 5 2

PD 1 7

ORR/% 25% 10%

DCR/% 87.5%  30% 0.050
Median overall survival/months 6.6 6.3 0.732
Median progression-free survival/months 35 24 0.046

2.2 EHTE

18 H P MER Bk g, Hrh o
Kili. CEHPTAIPFS N3 MNH 3 CHTPFSH
2401, ZRAGHEE X (P=0.046, K1), {H
WZHOS2ZE R TG 242 X (P>0.05), CL4LHAE 114
HBE H20094E11 H 6 H—12H 26 H #5372 55 5 i 28
13734 T W5 42 A CT 4 BRI A JE AT 2%
JEROEN PR, 64 H 5 A T4 95 i ZE 4 R (b)Y
IANJEAW, JFREEM - NSD, 3 H R E A CTHR
WelE gk, PFSikFN13.640H, 5 HIRIEBEE
I'MHJGEACTHERPD, 20114E2 20 H FRAT
Wi Mh 2k r e iy, MR A CT R /RSD,
201 14E 12 H E A CTR/RPD, F20114E12H24H
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Fig. 1 Progression-free survival curve between two groups
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F AT BN L MRS D . CAL BN B N
HREI0 GG B R, KB R AR TCE
H(10% vs 75%), 25050115 L(P<0.05),
EPALTILE | IVEEAS BN AH 25 53 e 5e
THEE L(P>0.05), H il R v i oA O
WXt PR 25 R ICGE T L (P>0.05).,
CELEYE & 4 R T C4(40% vs 28%), {HZ
S G X (P>0.05), HAlA BN 2448

(33).
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Tab.3 Comparison of adverse reaction between two groups

Toxicity CE group C group
[-m Im-v - 1m-v
Rash 4 2 1 0
Diarrhea 2 0 1 0
Nausea/vomiting 3 1 2 1
Leukocytopenia 4 1 3 0
Increased levels of transaminase 1 1 2 0

53 I8 1) 245 49 A WG I i 9 VR T O RE T —
P, HARB R MBI R A R
EGFR-TKIs, it 5EGFREGFIH = B AR SF 1Y
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ZGRFNHI MR A A L RAB . BB A
Az R R A R T WIFST R B R
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() e KR EUE -3 BT T 18%, M HA2 73
W T 9%, 1041 A 7451 3 B0 H3 i 98 S Ak 1% 36
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A MIXTEGFR-TKIBBUR . WA HIE, 2%
itk R, EGFR—TKIT 24 40 ffd F A0 40 ffd ]
REIEA7AE, BV R4 TR 2h. 5ok, 151
A 3R Y7 — BESR) S 7T R 5 B0 )3 97 AU
{14 968 20 B AR B ke A= AE Ak, R FH A 1) 25
Yo U AR AT AR AR B . (R, FERA
VRS, nI4k2E iR HHEGFR-TKIR AR VL5 B 1Y
EGFR-TKIUURAN A, BKA 1Ly 7 oAb FEXTHE
] 245 Wy it 245 () A0 B o AR5 I 25 SRl /R CE
H I DCRFIPFSYIIE T CLH(87.5% vs 30%; 3.5
A vs 24401, MeAh, ARG KICH T A4
15 R AEAL Y7 2 MUR AR I HHEGFR-TKI,  F{iz
A A A LB 4k SR TEGFR-TKIIA YT 1Y 3



466 Filx, 5.

EGFR-TKIBES 14,3 38 S EGFR-TK I 5K48

SMEMI 206986 ERIF/) \ABRR A BT S WO AHT

R T 6.3 A o ULV AL 5 B
PR T o) 25 ) 2 A R o (ELIR R AR BT ST 0

BIRCAR D, b 5 B —SE R I R 156 i LA
Bk

AR Z TR B3 A1 R TR B /REGFR -
TR A RS A2 B I A AN 75 78 Al s 2548
AR, (HEGFR-TKIBE & 1LI7 1Y% 4
PEFT A IRy TR HIT M ANE R, A2
ANHRE A SR A B 7 3R e K R Fi i
PR g e e A PR N BRSO R —
WG R, O e A R 36 ih 2T 2 B
2 ARHIFSY I CELH S EGFR-TKIBE A 15 26
%, FERR RN RS . B RE A E i

, SHAbIT AL, IEMIL, IVEAR
aﬁﬁ&ﬁﬁm

BT, EGFR-TKIVRYY 2K MU HTR YT 5 i i
E%’R%?EP AW FENE R — T/ INFEAS 1 R 2R AT

, RILESRPIARFE ORI A B &£ R, H
ECEéﬂE‘JDCR&PFSﬁEﬂ:Céﬂ, E— PR L
7 A RSl FHEGFR-TK I 156 A Ak y 7 ] 48 22 950
g, JEEGFR-TKIVRYT RIKINSCLCHE A () —Fh
TRITRIE . BLAh, AWFFE 45 RS H A AL
57, 9 E BRI, A AT FRR Al FHEGFR-
TKIRIAR A A3k 25

(& % X Bt

[1] MAEMONDO M, INOUE A, KOBAYASHI K, et al. Gefitinib
or chemotherapy for non—small—cell lung cancer with mutated
EGFR [J].N EnglJ Med, 2010, 362(25): 2380-2388.

[2] ZHOU C, WU Y L, CHEN G, et al. Erlotinib versus
chemotherapy as first-line treatment for patients with
advanced EGFR mutation—positive non—small-cell lung
cancer (OPTIMAL, CTONG-0802): a multicentre, open—label,
randomised, phase 3 study [ J ] . Lancet Oncol, 2011, 12(8):
735-742.

[3]

(4]

[5]

(8]

[10]

ROSELL R, MORAN T, QUERALT C, et al. Screening for
epidermal growth factor receptor mutations in lung cancer
[J].N EnglJ Med, 2009, 361(10): 958-967.
JACKMAN D, PAO W, RIELY G J, et al. Clinical definition
of acquired resistance to epidermal growth factor receptor
tyrosine kinase inhibitors in non-small-cell lung cancer
[J1.JClin Oncol , 2010, 28(2): 357-360.
RIELY G J, KRIS M G, ZHAO B, et al. Prospective
assessment of discontinuation and reinitiation of erlotinib or
gefitinib in patients with acquired resistance to erlotinib or
gefitinib followed by the addition of everolimus [J].Clin
Cancer Res, 2007, 13(17): 5150-5155.
GIACCONE G, HERBST R S, MANEGOLD C, et al. Gefitinib
in combination with gemcitabine and cisplatin in advanced
non—-small—cell lung cancer: a phase Il trial-—INTACT 1
[ J 1.7 Clin Oncol, 2004, 22(5): 777-784.
HERBST R S, GIACCONE G, SCHILLER J H, et al. Gefitinib
in combination with paclitaxel and carboplatin in advanced
non-small-cell lung cancer: a phase Il trial-~INTACT 2
[ J].J Clin Oncol, 2004, 22(5): 785-794.
HERBST R S, PRAGER D, HERMANN R, et al. TRIBUTE: a
phase Il trial of erlotinib hydrochloride (OSI-=774) combined
with carboplatin and paclitaxel chemotherapy in advanced
non-small—cell lung cancer [J7] .7 Clin Oncol, 2005, 23(25):
5892-5899.
GATZEMEIER U, PLUZANSKA A, SZCZESNA A, et al.
Phase Il study of erlotinib in combination with cisplatin and
gemcitabine in advanced non—small-cell lung cancer: the
Tarceva Lung Cancer Investigation Trial [J 7.7 Clin Oncol,
2007, 25(12): 1545-1552.
YOSHIMURA M, NAKAMURA S, IMAMURA F, et al. Severe
myelotoxicity in a combination of gefitinib and vinorelbine
[(J71. Lung Cancer, 2004, 45(1): 121-123.
PUJOL J L, VIENS P, REBATTU P, et al. Gefitinib (IRESSA)
with vinorelbine or vinorelbine/cisplatin for chemotherapy—
naive non-small cell lung cancer patients [J].7] Thorac
Oncol, 2006, 1(5): 417-424.
DAVIES A M, HO C, BECKETT L, et al. Intermittent erlotinib
in combination with pemetrexed: phase I schedules designed
to achieve pharmacodynamic separation [ J ] . J Thorac
Oncol, 2009, 4(7): 862—-868.

(ki HIW: 2012-12-20  f&FIHIY: 2013-03-13)



	Split_00062
	Split_00063
	Split_00064
	Split_00065
	Split_00066

