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[ Abstract] Background and purpose: Single drug of docetaxel and pemetrexed as second line treatment is
standard treatment of advanced non-small cell lung cancer (NSCLC). Whether combined with platinum can increase
the response and survival is still not elucidated. This study was designed to investigate the treatment response, overall
survival (OS) and the safety of combined with oxaliplatin or cisplatin regimens as second line in treating NSCLC

patients. Methods: Advanced NSCLC inpatients, failure of cisplatin or carboplatin in initial treatment, were divided
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into three groups at random in 3 : 2 : 1 rate. Control group: who received docetaxel, 75 mg/m’ (for all patients), d1 or
pemetrexed 500 mg/m” (for non-squamous carcinoma); Cisplatin group: who received cisplatin 25 mg/m®, d1-3 and
docetaxel/pemetrexed; Oxaliplatin group: who received oxaliplatin 130 mg/m’ d1 and docetaxel/pemetrexed. Every
3 weeks were repeated as one cycle. The side effect was assessed every cycle and treatment efficacy was investigated
every two cycles. Follow-up examination was taken every 3 months after treatment. Results: There were no differences
in treatment response, progress free survival (PFS), OS and toxicity among the three groups (P>0.05). Old patients (=60
years) had a better PFS than that of patients less than 60 years (HR=0.56, 95%CI: 0.35-0.90, P=0.015). Patients with
performance score 0-1 had a better PFS and OS (HR=1.52, 95%CI: 1.01-2.30, P=0.048; HR=1.90, 95%CI: 1.17-3.09,
P=0.009). Treatment response had relation to PFS and OS (HR=2.93, 95%CI: 2.01-4.26, P=0.000; HR=2.03, 95%CI:
1.37-3.01, P=0.000). Patients with anemia after treatment tended to have a worse PFS and OS (HR=1.59, 95%CI: 0.97-
2.61, P=0.066; HR=1.60, 95%CI: 0.94-2.75, P=0.085). Patients with thrombocytopenia after therapy had a worse OS
(HR=2.97, 95%CI: 1.01-8.78, P=0.049). Patients with neural toxicity after chemotherapy tended to have a worse PFS
(HR=3.36, 95%CI: 0.92-12.25, P=0.066). Patients received post treatment after second line therapy had a better OS
(HR=0.36, 95%CTI: 0.22-0.61, P=0.000). Conclusion: Combined with oxaliplatin or cisplatin as second line treatment
can’t improve the response and survival in NSCLC patient. Treatment response and PS are prognostic factors to NSCLC

patients’ PFS and OS. Patients with treatment related anemia might have a worse survival. Post therapy after failure to

second line chemotherapy can prolong the survival.
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Tab.1 The characters of 121 NSCLC patients

Item Oxaliplatin group Cisplatin group Control group
Total 20 45 56
Gender

Male 14 30 34

Female 6 15 22
Median age/year (range) 59.5 (40-72) 60 (38-78) 59 (36-80)

<60 11 28 31

> 60 9 17 25
Performance status

0-1 9 24 27

2 11 21 29
Histology

Adenocarcinoma 14 28 40

Squamous carcinoma 4 11 7

Adenosquamous carcinoma 1 0 1

Large cell carcinoma 0 0 1

Non other specified 1 6 7
Stage

I, 4

111 3 3 6

v 16 40 46
Docetaxel/pemetrix 16/4 34/11 31/25
Post treatment 14 21 35
Average treatment cycle 2.3 3.2 5

SD). it J&(progressive disease, PD)'* . Joiff
JE& A4 fF I [E] (progress free survival, PFS): &
7 I Ih B E S AU I T] 5 S AR A7 (overall
survival, OS): JRITHIRBIET-HIHTE . AR
SN S BRI R IR B 4L (NCIC-CTG V2.0)5r4
bRifEsr h0~ag
1.4 SGitFarE

IR Gt Edia 2ok FHSPSS 20,0543 kb
H, PFSIOSHHRHCoxFIH T, A:AEHIZk
224k FiKaplan-Meieri% , 187 SV R A R
IR A R HBER R . P<0.05 025 A Giit
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2.1 Rtk
Xt BR 4] B H 7 SLPEM M CR O, PR

7(12.5%)f, SD 22(39.3%)fil, PD 27(48.2%)
B ; BYLFIEILLIEITIECR 0f], PR 2(10.0%)
%], SD 11(55.0%)], PD 7(35.0%)%, 5%
H I ZE TG E L (x'=1.49, P=0.684);
IBEAZHIG YT JE CR 045, PR 10(22.2%)f5], SD
20(44.4%) %, PD 15(33.3%)], SXFIE4] LA
Z R IG5 L (x'=2.89, P=0.409), BV
FEALH 5 A 20 22 57 JEGe 124 7 X (x°=0.02,
P=0.812),
2.2 PFSKOSELE

X BR 20 5B i PFS 3.3 H(95%CI
2.5~4.140H), HH0S 9.0 H(95%CI -
6.1~11.91H); By F4a4l {7 PFS 4.0
H95%CI: 3.7~4.31 1), H40S 9.4 J
(95%CI: 2.9~15.941 H); %40 {5 PFS Ky
4740 H(95%CI: 3.5~5.91H), HFHi0SHI11.9
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PNHOS%CL: 6.9~16.941A); 3H4MEPFSYE  WHEAA 5L PFSMOSIE S+ th gt

OSERH LG i35 L (HR=0.17, 95%CI: Y(HR=1.47, 95%CI: 0.97~2.22, P=0.070;
0.90~1.53, P=0.166; HR=1.38, 95%CI: HR=1.38, 95%CI. 0.87~2.19, P=0.177,
0.87~2.19, P=0.173), WA BxR, B K1),

FIEAH X HAPFSMOSZE R LG It¥ L 23 ARRMIEER

(HR=0.96, 95%CI: 0.72~1.29, P=0.460; AR EERM B EEmE . M R
HR=0.96, 95%CI: 0.72~1.29, P=0.800); N FFDIRERR . = J7. TEELL BN R R WAL

A 20 5 % B PFS FIOS 2% B L4 124 75 X R IM2FFEYE, A BE IR 2 A B2
(HR=1.46, 95%CI. 0.97~2.22, P=0.079; ﬁj@éﬁ B, %*fﬁ]ﬁiﬁiﬁﬂ%ﬁ‘ﬁ'ﬁ%
HR=1.38, 95%CI. 0.87~2.19, P=0.173); % T2 BYPRIEALEAIEAL A B 5 X AR LA

1.0 1.0— ]
| _n Oxaliplatin arm 4.0(3.7-4.3)m L I Oxaliplatin arm 9.4(2.9-15.9)m
1 Cisplatin arm  4.7(3.5-5.9)m 1 Cisplatin arm  11.9(6.9-16.9)m
0.8 — ‘ Single drug arm 3.3(2.5-4.1)m 0.8 — | Single drug arm 9.0(6.1-11.9)m
|~ Oxaliplatin censored I~ Oxaliplatin censored
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Fig. 1 PFS and OS of combined with oxaliplatin or cisplatin versus single drug as second line treatment of NSCLC patients

#2 NSCLCEERRARTARNMARKILLE
Tab.2 Comparison of toxicity by different treatment in NSCLC patients

[n(%)]

Toxicity Oxaliplatin Cisplatin Control 7 P value
Neutropenia 0.013 0.798

[-1 6(30.0) 12(26.7) 8(14.3)

-1 2(10.0) 5(11.1) 14(25.0)
Anemia 0.025 0.551

-1 8(40) 21(46.7) 21(37.5)

I-v 0 3(6.7) 2(3.6)
Thrombocytopenia 0.015 0.587

[-1 0 S5(11.1) 2(3.6)

lr-1v 0 1(2.2) 0 - -
ALT increasing 2(10.0) 3(6.7) 5(8.9) 0.000 0.946
AST increasing 0 2(4.4) 3(5.4) 0.021 0.363
TB 0 0 0 - -
DB 0 0 0 - -
BUN 0 0 0 - -
Cr increasing 0 0 0 - -
Nausea 1(5.0) 10(22.2) 4(7.1) 0.016 0.619
Vomiting 1(5.0) 8(17.8) 3(5.4) 0.018 0.549
Neural toxicity 2(10.0) 2(4.4) 1(1.8) 0.031 0.148
Fatigue 5(25.0) 8(17.8) 13(23.2) 0.003 0.949

ALT: Alanine aminotransferase; AST: Aspartate aminotransferase; TB: Total bilirubin; DB: Direct bilirubin; BUN: Usea nitrogen; Cr: Creatinine.



(F @B ER L) 20145552435 55240

143
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i FHCox [l 5 43 B %t 1214 /2 & 1Y PFS . OS
SR RHTHN, SRER, =608 B HE T
{EIPFS 4.0 H(95% CI: 2.9~5.11H), <60%
BFEHAIPFS 3.9 H(95%CI: 3.0~4.87H), %
WEHREPFSH K . PSTE0~173 & H L PFSH
5.5MHO5%CI: 3.5~7.54-H), PSPE/241H#E
HFAPFS M3 H (95%CI: 1.7~4.51H), 0~1
S BEPFSH A . IRIT I T APREEH 1A PFS
FTANF(95%CI: 3.4~11.410 1), SDEZE A
PFS 5.7 H(95%CI: 4.5~6.94H), PDEEH
HiPFSH1.6(95%CI: 1.3~1.94H), 16I7 N HE
SHPFSHIC, bJ7 J5 ICH% 3 7 PFS 4.5
HO5%CI: 3.1~5.91 1), AHIEE HAIPFS
F33MNH95%CI: 2.0~4.61 1), ToFmEE
PFSHIERK EaH; AMamtt i hAPFS 2.1
MHO5%CI: 0.2~3.91H), oMLtk fsE
H7PES 5.7 H(95%CI: 4.6~6.84~ 1), %

P E PFSA 4 fa

PSIF4r0~14r & A0S H14.01 H
(95%CI: 9.9~18.11H), PSPFor253 &
OSHNTAMNH(95%CI: 4.3~9.91H), 0~14ri
FTOSHK , BT R NPREZ T 0SH14.2
AMNHO5%CI: 71.2~21.240H), SDEFHF{70S
F15.50H(95%CI: 9.7~21.34H), PDEFH
£iOSH5.440 FH(95%CI: 3.6~12410H), 1BIF R
PR 5 OSHHI Bk J5 32 J5 8Ly T IR A
hA70S M 14.81 H(95%CI: 10.0~19.67H), &
32 R SR T BE 1 0S 5.4 H (95%CI
4.4~6.41H), HRZIFEERITHOSH K, T
TCA I A0S K 12.440 H (95%CI: 7.6~17.0
NH)Y, HRIMEEFAL0SHT AN H (95%CI
3.5~10.710 1), ABINEEOSH 4 ki .
97 Ja /N B 9 D 1) B A0S 5.0 H
(95%CI: 0~19.01H), Ii/MRIER BEH A0S
F10.00 H(95%CI: 7.3~12.741 1), It/
/D FHOSTHEE

3 PFSKOSH N E 2 Cox B Y3 2 #

Tab.3 Exploratory predictive factor analyses of PFS and OS with Cox regression analysis

PFS

OS

Item

Wald P value HR (95%CI) Wald P value HR (95%CI)
Gender 0.352 0.553 1.16(0.72-1.86) 0.922 0.337 1.31(0.76-2.26)
Age 5.869 0.015 0.56(0.35-0.90) 1.125 0.289 0.76(0.46-1.26)
Performance status 3.926 0.048 1.52(1.01-2.30) 6.801 0.009 1.90(1.17-3.09)
Pathology 0.001 0.981 1.00(0.82-1.22) 0.306 0.580 0.94(0.75-1.18)
Stage 0.498 0.480 0.81(0.46-1.45) 0.753 0.386 0.75(0.40-1.43)
Docetaxel vs pemetrix 0.003 0.956 0.99(0.60-1.63) 0.178 0.673 0.88(0.49-1.58)
Platinum vs single drug 2.235 0.135 1.26(0.93-1.70) 0.189 0.664 1.08(0.75-1.56)
Response 31.356 0.000 2.93(2.01-4.26) 12.314 0.000 2.03(1.37-3.01)
Post treatment - - - 14.859 0.000 0.36(0.22-0.61)
WBC 0.071 0.790 1.17(0.36-3.79) 0.349 0.554 1.53(0.37-6.26)
N 0.012 0.911 0.93(0.28-3.09) 1.158 0.282 0.47(0.12-1.86)
Hb 3.385 0.066 1.59(0.97-2.61) 2.966 0.085 1.60(0.94-2.75)
PLT 0.005 0.944 1.04(0.40-2.69) 3.875 0.049 2.97(1.01-8.78)
ALT 0.625 0.429 0.64(0.21-1.95) 1.271 0.260 0.48(0.14-1.72)
AST 0.066 0.797 0.82(0.18-3.73) 0.100 0.921 1.10(0.16-7.39)
Nausea 0.279 0.597 1.40(0.40-4.94) 0.686 0.408 0.42(0.05-3.30)
Vomiting 0.020 0.887 0.90(0.22-3.66) 0.888 0.346 2.89(0.32-26.33)
Neural toxicity 3.384 0.066 3.36(0.92-12.25) 0.005 0.942 0.94(0.17-5.19)
Fatigue 2.197 0.138 0.62(0.33-1.17) 0.601 0.438 0.76(0.38-1.52)

WBC: White blood cell; N: Neutrophile granulocyte; Hb: Hemoglobin; ALT: Alanine aminotransferase; AST: Aspartate aminotransferase.
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