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in Stage IV Lung Adenocarcinoma
Youru LIU, Yinling JIANG, Zhigiang GAO, Xiangying WANG, Baohui HAN, Liyan JIANG
Department of Pulmonary, Chest Hospital Affiliated to Shanghai Jiaotong University, Shanghai 200030, China
Corresponding author: Liyan [IANG, E-mail: liyan.jiang@yahoo.com
[ Abstract ] Background and objective At present, there is no standard salvage treatment strategies for lung cancer.
The aim of this study is to compare the efficacies and safeties of pemetrexed alone with pemetrexed combined with oxaliplatin
as salvage therapy in stage IV lung adenocarcinoma to provide evidences for combination therapy. Methods From January
2009 to February 2011, 83 patients with stage IV lung adenocarcinoma received pemetrexed alone (single agent arm, n=47) or
pemetrexed combined with oxaliplatin (combination arm, n=36) as salvage therapy. All 83 patients had performance status (PS)
scores of 0-2. Results Eighty-one patients were included in the final analysis. The median progression-free survival (PFS) in
the single agent arm was 3.6 months versus 4.1 months in the combination arm (P=0.268). The objective response rate (ORR)
was 6.5% versus 20% (P=0.092), and the disease control rate (DCR) was 56.5% versus 65.7% (P=0.493), respectively. The
response rates of the hematological and gastrointestinal toxicities in the single agent and combination arms were 33.9% versus
47.2% (P=0.460) and 21.2% versus 25.0% (P=0.213), respectively. Conclusion For salvage therapy, pemetrexed combined
with oxaliplatin is tolerable in stage IV lung adenocarcinoma patients with good PS scores. Compared with pemetrexed alone,
pemetrexed combined with oxaliplatin therapy showed higher response rate, but did not significantly prolong the PES.
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Tab 1 The clinical characteristics of 81 phase IV lung adenocarcinoma patients received salvage therapy

Variable Single agent (n=46) Combination (n=35) P

Median age (range) 62 yr (40-77) 55yr(26-77) 0.002

Age (yr) 0.025
>60 28 (60.9%) 12 (34.3%)
<60 18 (39.1%) 23 (65.7%)

Gender 0.173
Male 22 (47.8%) 11 (31.4%)
Female 24 (52.2%) 24 (68.6%)

Smoking history 0.098
Yes 13 (28.3%) 4 (11.4%)
No 33(71.7%) 31 (88.6%)

ECOG PS score 0.725
0-1 40 (87.0%) 32(91.4%)
2 6 (13.0%) 3(8.6%)

Surgery history 0.790
Yes 11 (23.9%) 7 (20.0%)
No 35 (76.1%) 28 (80.0%)

Radiotherapy history 0.115
Yes 14 (30.4%) 5(14.3%)
No 32 (69.6%) 30 (85.7%)

First-line chemotherapy history 0.999
Cisplatin-based chemotherapy 30 (65.2%) 23 (65.7%)
Carboplatin-based chemotherapy 16 (34.8%) 12 (34.3%)

Second-line chemotherapy history 0.999
Yes 14 (30.4%) 10 (28.6%)
No 32 (69.6%) 25 (71.4%)

Extra-thoracic metastasis 0.232
Yes 34 (73.9%) 21 (60.0%)
No 12 (26.1%) 14 (40.0%)

EGFR-TKIs treatment 0.493
Gefitinib 26 (56.5%) 23 (65.7%)
Erlotinib 20 (43.5%) 12 (34.3%)

ECOG-PS: Eastern Cooperative Oncology Group performance status scale.

% 2 836 RIEIATT HIVERRTAR = B E W B R KL
Tab 2 The toxic side effects of 83 phase IV lung adenocarcinoma patients received salvage therapy

Toxic side effects Single agent (n=47) Combination (n=36) P
| 1l 1] 1\ | I ] 1\

Hematological toxicity 9 5 1 1 8 6 3 0 0.460
Gastrointestinal toxicity 5 5 0 0 7 1 1 0 0.213
Abnormal liver function 1 0 0 0 2 1 0 0 0.391
Fatigue 4 1 0 0 4 0 0 0 0.845
Rash 2 1 0 0 2 0 0 0 0.999
Peripheral neurotoxicity 0 0 0 0 2 1 0 0 0.078
Fever with neutrophils 0 0 1 0 0 0 0 0 0.999
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Tab 3 Single-factor and multivariate analysis of PFS for 81 phase IV lung adenocarcinoma patients receiving salvage therapy

Variable n PFS Single-factor analysis Multivariate analysis
(month) 95%Cl P HR P
Gender 0.909 0.569-1.451 0.690 0.906 0.790
Male 33 3.6
Female 48 4.1
Age (yr) 0.836 0.535-1.392 0.545 0.933 0.806
=60 40 4.1
<60 41 3.6
Smoking history 0.775 0.444-1.354 0.371 0.912 0.816
Yes 17 2.7
No 64 4.1
ECOG PS score 6.310 2.806-14.191 <0.001 6.31 <0.001
0-1 72 4.1
2 9 1.0
Surgery history 0.601 0.346-1.044 0.071 0.540 0.059
Yes 18 5.7
No 63 2.7
Radiotherapy history 1.590 0.904-2.799 0.108 1.449 0.245
Yes 19 4.4
No 62 3.2
Second-line chemotherapy history 0.695 0.411-1.174 0.173 0.689 0.270
Yes 24 3.0
No 57 4.0
Extra-thoracic metastasis 1.202 0.734-1.970 0.465 1.023 0.940
Yes 55 3.6
No 26 4.2
EGFR-TKIs treatment 1.081 0.635-1.630 0.942 1.314 0.448
Gefitinib 49 4.1
Erlotinib 32 3.1
PFS with EGFR-TKIs 1.369 0.865-2.165 0.180 1.862 0.150
=6 months 36 4.1
<6 months 45 3.1
Disease control after both prior therapies 1.645 1.021-2.650 0.041 2.297 0.049
Yes 32 4.2
No 49 2.7

PFS: progression-free survival; EGFR-TKIs: epidermal growth factor receptor-tyrosine kinase inhibitors.
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Fig 1 Progression-free survival curves of 81 stage IV lung
adenocarcinoma patients receiving salvage therapy
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