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Abstract: [ Purpose] To investigate the efficacy and adverse reactions of TKI metachronously
alternately combined with chemotherapy in patients with advanced lung adenocarcinoma.
[Methods] A total of 66 patients with advanced lung adenocarcinoma patients treated with two-
drug chemotherapy platinum-contained ,and tyrosine kinase inhibitors(TKI) gefitinib or erlotinib,
or TKI and chemotherapy alternately with disease progression after TKI initially. Thirty-one pa-
tients with lung adenocarcinoma were as control. The primary endpoints of the study were overall
survival and adverse reactions. [Results] Of 66 patients,58 cases were chemotherapy-TKI
treatment mode ,and response rate of second chemotherapy was 15.5%. Eight cases with TKI-
chemotherapy mode again,the TKI response rate was 25.0%. The median overall survival (OS)
was not significantly different between chemotherapy-TKI therapy and TKI-chemotherapy (18.3
months vs 17.5 months, P=0.44);but significantly longer than that of the control adenocarcinoma
population without TKI (6.9 months, P=0.0001). Side effects of grade 3~4 in alternately treated
patients were similar to control subjects. [Conclusion] TKI alternately combined with
chemotherapy is able to improve prognosis significantly,which does not relate to treatment
modalities (sequence of administration) in patients with advanced lung adenocarcinoma.
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Table 1 The general clinical data in 2 groups

Treatment  Control

7
Factors eroup eroup t P
Age (years) 36~71 38~70 1.1 0.23
Gender(male/female) 45/21 28/3 2.8 0.07
Stage
I 20 11
1.8 0.16
v 29 16
PS scale
0~1 49 28
1.1 0.22
2~3 17 3

B0 PS P43, i KPS 3143 KT 80 43, fii i DDP;
KPS W40 /hNF 80 43, ANl DDP, anik ) &2 . #1
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NERENaT B o i
1.2 MR

/02 FWMLIT sk 1A H B TKIJRT7 5 k4797
ﬁﬁﬁoﬁﬁRﬂmTﬁ@ﬁgmﬁﬁiﬁﬁﬁm,
RP 58 4> 2% fi#% (CR) | &8 43 22 fif (PR) 95 9 A2 4 (SD) I
g it ' (PD)., Eu%%i@%ﬁmﬁ%Fﬁﬁy\
JEBfINAS CR B¢ PR, 90 12 i 38 A0 48 20 o\ 1 i 9
& BORYT 6 JJEIC S E) SD B E . Topas ik
J'& A= A (PFS) J2& 48 F8 8 DA T Yk 24 310 5 3 i
DAL AT o] i A1 A6 T A BsF () TR B 7 5000 1 Sr gk B i
KRS AT I B, LA E — OO B TR 19 H 93T
B, RAAEI0S) 248 B T U 245 3 RATAn] [ R 5E
ﬁ%ﬁ@ofaﬁﬁ%%wmoﬁ@ﬁﬁwwfo
1.3 SitZhbE

AR DO B R 22 3R, R R UH
IR . BBHECR ] K s sk ANOVA ;4328 ¢
BRS¢ K06 MRS i 320k . s PR WL
M, P<0.05 ¥4 22 547 Gt 24 2 X, B b 3R
SPSS19.0 Gttt

2 8% R

21 AEBFEXNTRESR

66 B G iR YT A A AT s, 58 18 4
H b7, 58 Wl &k y7 —TKI a7 f =X, AL 7 1
BRORA 15.5%, 8 /& TKI—Ly7F =X, F TKI Y

465



Journal of Chinese Oncology,2014,V0l.20,No.6

HRR N 25.0% 7 & TR
afi {67 41 1 P 2k Ak )T R
F BTG 3 22 5 ($=2.6,
P=0.08) (Table 2),
22 FAEBTFEANESE
=R

k97 —TKL W@ 97 5
TKI—A1L 57 28 35 14 o o7 5
TR AE T (0S) T W i 25 5%
183 ™H vs 17.5 7~ H (P=
0.44); {H B 85T X f b
7 —Ab g7 A B R
(6.9 4~ A ) (P =0.0001)
(Figure 1),
23 AEEBFEANTIR
& Mz

W SEIAYT o B b T A
AR, ARG T B
T TKLIR YT 8 & R
Wi T U R ™
i, 3~4 FEZ 14.6% (3/21)
RS TFAyT H, 3~
4 JE 2 21.2% (16/66) ,3 ~4
JEER BN 1 % 1 08 B
25 FhRe S H AR
ik ,3~4 J& I )k = %
3.5%(3/66)(Table 3),

3o #

WFoE R, R AR £ 1) NSCLC &, LRl A
EGFR % 2875 3 0 5%~15% , i 4 W N K 25%~
35% ., R i o i AR AR il B g b EGFR 58
AR FGR T0% AT o IEJE X FhIE R AR R 25 57, T 5L
T TKI FEAS R Ff i 98 7 sk iy 22 5570 miris e 11
WWF5E iTARGET i3, 7 34 #fl EGFR R4 B34
— 2 fl H T B C IR YT A ROR IR B 55% , TTBR
FEARA AL S A A A 5k 114 A 1208 4~ H™,
TKI X33 Fif 28 ask 2 6 00 it i B8 4 ATR T AR, 2
TEE T T AL S8 A AT P Rk, B L S AR
BRI B EGFR-TKI J2 25 NI bR ifE—ZR3A77 .

466

Table 2 Comparison of recent efficacy in different treatment modalities

Groups CR PR SD PD RR(%) ¥ P
TKI-Chemotherapy-TKI 0 2 0 6 250
Chemotherapy-TKI-Chemotherapy 0 7 2 49 155 2.6 0.08
Chemotherapy-Chemotherapy 0 3 1 27 127
1.0 -
1 | ~+ —— Chemotherapy-TKI-Chemotherapy
= ] —— TKI-Chemotherapy-TKI
= 08
g +— — Chemotherapy-Chemotherapy
- 1
= .
S 06
\
0.2
0.0

5 10 15 20 25

Time(months)

Figure 1 Comparison of survival time among 3 treatment modalities

Table 3 Adverse reactions in different treatment modalities (grade 3~4)

Bone marrow Abnormal liver

Groups Skin rash . .
suppression function
TKI-Chemotherapy-TKI 5/8 0/8 1/8
Chemotherapy-TKI-Chemotherapy 1/58 4/58 2/58
Chemotherapy-Chemotherapy 0/31 12/31 4/31
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Figure 2 Survival time in different treatment modalities

KT EHIEE MBS S A B R E Bk i
Z (UL NCCN ¥y NSCLC {&y7 e/ ) 1>, i 1) g =+
w0 B ASHESE & B0 P A TKI X i f
AT B & AR R H ™, BRI TR YT B
A NS AR S A AR A5 I DR & B G TR AR T
e ST —TKI—A I 7 A by b B3 i
HEID 6 & A TKI—A 7 —TKL G T &, HJE
FXS R AR R B E AR (B AL T Al
eI — Ay i 3, R4 A TKI B3R Y7 0T RASE
()E R BB

S22 W U T R g R TKT 5 k)7 58 B Bk A5 W
0 PR T, T A R B e 24 0 ) DR (R

M FRE 2014 £% 20 %% 6 H

B BRI SRR, T H. 2 A TKI 25 B3R 7 i
A E B RS BRI, N4 )E HAR AR I REia
7 (IR 7 ) UK 3 BURF R 4 0l A SR
A 22 v, DATTTFF B2 oo S8 5 18 AR A7 I [

[1] Takeda K,Hida T,Sato T,et al. Randomized phase Il trial
of platinum-doublet chemotherapy followed by gefitinib
compared with continued platinum-doublet chemotherapy
in Japanese patients with advanced non-small-cell lung
cancer:; results of a west Japan thoracic oncology group
trial (WJTOG0203)[J]. J Clin Oncol,2010,28(5):753-760.

[2]  Schiller JH,Harrington D,Belani CP,et al. Comparison of
four chemotherapy regimens for advanced non-small-cell
lung cancer[J]. N Engl ] Med,2002,346(2):92-98.

[3] Maemondo M,Inoue A,Kobayashi K,et al. Gefitinib or
chemotherapy for non-small-cell lung cancer with mutated
EGFR[J]. N Engl ] Med,2010,362(25):2380-2388.

[4]  Gerber DE,Schiller JH. Maintenance chemotherapy for
advanced non-small-cell lung cancer: new life for an old
idea[J]. J Clin Oncol,2013,31(8):1009-1020.

[S] Mok T,Yang JJ,Lam KC. Treating patients with EGFR-
sensitizing mutations: first line or second line—is there a
difference? [J]. J Clin Oncol ,2013,31(8):1081-1088.

[6] Riely GJ,Kris MG,Zhao B,et al. Disease flare after tyro-
sine kinase inhibitor discontinuation in patients with
EGFR-mutant lung cancer and acquired resistance to er-
lotinib or gefitinib: implications for clinical trial design[J].
Clin Cancer Res,2011,17(19):6298-6303.

[7] Hanna N,Shepherd FA Fossella FV, et al. Randomized
phase Il trial of pemetrexed versus docetaxel in patients
with non-small-cell lung cancer previously treated with
chemotherapy[J]. J Clin Oncol,2004,22(9):1589-1597.

[8]  Mitsudomi T,Morita S,Yatabe Y,et al. Gefitinib versus
cisplatin plus docetaxel in patients with non-small-cell
lung cancer harbouring mutations of the epidermal growth
factor receptor (WJTOG3405):an open label,randomised
phase 3 trial[J]. Lancet Oncol,2010,11(2):121-128.

[9] Cappuzzo F,Ciuleanu T,Stelmakh L,et al. Erlotinib as
maintenance treatment in advanced non-small-cell lung
cancer; a multicentre,randomised, placebo-controlled phase
3 study[J]. Lancet Oncol,2010,11(6):521-529.

[10] Ciuleanu T,Stelmakh L,Cicenas S,et al. Efficacy and
safety of erlotinib versus chemotherapy in second-line
treatment of patients with advanced,non-small-cell lung
cancer with poor prognosis (TITAN): a randomised multi-
centre ,open-label ,phase 3 study|J]. Lancet Oncol ,2012,13
(3):300-308.

467



