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[ Abstract ] Background and objective It remains disputed whether doublets are more effective than single-agent
chemotherapy for elderly patients with advanced non-small cell lung cancer (NSCLC). The aim of this study is to evaluate
the efficacy and safety of doublets and single-agent chemotherapy for elderly patients with NSCLC. Methods Data from all
published, randomized trials that compared doublets and single-agent chemotherapy in elderly patients were collected from
electronic databases (PubMed, EMBASE, Cochrane Library, CNKI and the CBMdice). Meta-analysis was completed using
software Stata 11.0. Results The results of the meta-analysis, including 12 eligible trials (2,306 patients), showed that the
doublets significantly increased the overall response rate (OR=1.80, 95%CI:1.50-2.17, P<0.000,1) and one-year survival rate
(OR=1.45, 95%CI: 1.22-1.72, P<0.000,1) compared with single-agent chemotherapy. The results of one-year survival rate in
platinum-based doublet chemotherapy arms (OR=1.55, 95%CI: 1.18-2.03, P=0.001) and non platinum-based ones (OR=1.38,
95%CI: 1.10-1.73, P=0.006) were both significantly higher than that of single-agent chemotherapy. However, grade 3/4 ane-
mia, neutropenia, thrombocytopenia and neurotoxicity (P<0.05) were significantly associated with doublet chemotherapy.
The incidence of toxicity effect in non platinum-based chemotherapy was similar to that of single-agent chemotherapy. Con-
clusion Compared with single-agent chemotherapy, doublet chemotherapy could increase the overall response rate and one-
year survival rate significantly. Therefore, doublet chemotherapy would be more appropriate for elderly patients with advanced
NSCLC as the first-line chemotherapy regimen. However, further prospective randomized controlled trials in elderly NSCLC
patients is needed to verify the findings in this study.
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Fig 2 Comparison of the overall response rate between doublet arms and single-

B 1 AR RIEE
Fig 1 Trials enrolled in the study

agent arms of the elderly patients with advanced non-small cell lung cancer. G:
gemcitabine; V: vinorelbine; T: Taxol (paclitaxel); D: docetaxel; P: cisplatin; C: car-

boplatin; Ox: Oxaliplatin.
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Tab 1 The characteristics of included studies

Reference Arm Treatment schedule and dose No. of Age PS 0S 1-y SR ORR
patients (yr) (wk) (%) (%)
Frasci 200104 Traetment Gemcitabine at 1,200 mg/m?2 on days 1 and 8, every 3 weeks 60 =70 16 29 30 22
(Lung Cancer) Vinorelbine at 30 mg/m? on days 1 and 8, every 3 weeks
Control Vinorelbine at 30 mg/m? on days 1 and 8, every 3 weeks 60 =70 13 18 13 15
Gridelli 20031 Traetment Gemcitabine at 1,000 mg/m? on days 1 and 8, every 3 weeks 232 =70 44 30 30 21
(J Natl Cancer Inst) Vinorelbine at 25 mg/m? on days 1 and 8, every 3 weeks
Control Gemcitabine at 1,200 mg/m? on days 1 and 8, every 3 weeks 233 =70 4 28 28 16
Traetment Gemcitabine at 1,000 mg/m? on days 1 and 8, every 3 weeks 232 =70 44 30 30 21
Vinorelbine at 25 mg/m? on days 1 and 8, every 3 weeks
Control Vinorelbine at 30 mg/m? on days 1 and 8, every 3 weeks 233 =70 45 36 38 18
Comella 2004 Traetment Gemcitabine at 1,000—1,200 mg/m? on days 1 and 8, every 3 weeks 68 =70 21 9.7 32 23
(BrJ Cancer) Vinorelbine at 25—+30 mg/m?2 on days 1 and 8, every 3 weeks
Control Gemcitabine at 1,200—1,400—1,600 mg/m? on days 1 and 8 and 15, 68 =70 19 5.1 29 18
every 4 weeks
Traetment Gemcitabine at 1,000—1,200 mg/m? on days 1 and 8, every 3 weeks 68 =70 21 9.7 32 23
Vinorelbine at 25—+30 mg/m? on days 1 and 8, every 3 weeks
Control Paclitaxei at 100—120—140 mg/m? on days 1, 8 and 15, every 4 weeks 63 =70 22 6.4 25 13
Traetment Gemcitabine at 1,000—1,200 mg/m? on days 1 and 8, every 3 weeks 65 =70 15 9.2 44 32
Paclitaxei at 80100 mg/m? on days 1 and 8, every 3 weeks
Control Gemcitabine at 1,200—1,400—1,600 mg/m? on days 1, 8 and 15, every 68 =70 19 5.1 29 18
4 weeks
Traetment Gemcitabine at 1,000—1,200 mg/m? on days 1 and 8, every 3 weeks 65 =70 15 9.2 44 32
Paclitaxei at 80100 mg/m? on days 1 and 8, every 3 weeks
Control Paclitaxei at 100—120—140 mg/m? on days 1, 8 and 15 every 4 weeks 63 =70 22 5.1 25 13
Sun Q20061 Traetment Gemcitabine at 1,000 mg/m? on days 1 and 8, every 3 weeks 22 =70 8 9.2 45.5 40.9
(Chin J Geriatr) Cisplatin at 20 mg/m? on days 1 to 3, every 3 weeks
Control Vinorelbine at 25 mg/m? on days 1 and 8, every 3 weeks 23 =70 9 8.8 43.5 349
Zhang K2006""® Traetment Paclitaxel at 60 mg/m? on days 1, 8 and 15, every 4 weeks 34 =65 - 9 38.2 559
(Chin J Clin Oncol) Cisplatin at 30 mg/m? on days 2 to 4, every 4 weeks
Control Paclitaxel at 60 mg/m? on days 1, 8 and 15, every 4 weeks 30 =65 - 8 36.7 26.7
Traetment Paclitaxel at 60 mg/m? on days 1, 8 and 15, every 4 weeks 32 =65 - 10 43.8 56.3
Carboplatin at 5 AUC on days 2, every 4 weeks
Control Paclitaxel at 60 mg/m?on days 1, 8 and 15, every 4 weeks 30 =65 - 8 36.7 26.7
Hainsworth 20071 Traetment Docetaxel at 30 mg/m? on days 1,8 and 15, every 4 weeks 174 >65 65 5.5 26 25(126)
(Cancer) Gemcitabine at 800 mg/m?2 on days 1 and 8 and 15, every 4 weeks
Control Docetaxel at 36 mg/m? on days 1, 8 and 15, every 4 weeks 171 >65 57 5.1 24 17 (130)
Huang C 2007129 Traetment Vinorelbine at 25 mg/m? on days 1 and 5, every 3 weeks 28 =70 - 9.3 46.4 39.3
(J Tianjin Med Cisplatin at 20 mg/m? on days 2 to 4, every 3 weeks
University) Control Vinorelbine at 25 mg/m? on days 1 and 5, every 3 weeks 30 =70 - 9.1 433 30
Chen 2008121 Traetment Vinorelbine at 22.5 mg/m? on days 1 and 8, every 3 weeks 34 =70 16 113 47.2 324
(Lung Cancer) Cisplatin at 50 mg/m? on days 1, every 3 weeks
Control Vinorelbine at 25 mg/m? on days 1 and 8, every 3 weeks 31 =70 16 12 50.9 16.1
Li PY 2008122 Traetment Paclitaxel at 135 mg/m? on days 1, every 3 weeks 29 =65 - - 46.4 37.9
(J Clin Pulmonary Med) Cisplatin at 20 mg/m? on days 2 to 4, every 3 weeks
Control Paclitaxel at 135 mg/m? on days 1, every 3 weeks 29 =65 - - 43.3 31
Jiang JL 201023 Traetment Paclitaxel at 175 mg/m? on days 1, every 3 weeks 18 =70 16 114 50 444
(Clin J Traditional Med) Oxaliplatin at 130 mg/m? on days 1, every 3 weeks
Control Paclitaxel at 175 mg/m? on days 1, every 3 weeks 20 =70 16 13.2 44 35
Lou GY 201024 Traetment Gemcitabine at 1,000 mg/m? on days 1 and 8, every 3 weeks 34 =70 3 - 32 41
(Natl Med J China) Carboplatin at 5 AUC mg/m? on days 2, every 3 weeks
Control Gemcitabine at 1,000 mg/m? on days 1 and 8, every 3 weeks 34 =70 3 - 31 38
Quoix 20112 Traetment Paclitaxei at 90 mg/m? on day 1, 8 and 15, every 4 weeks 225 =70 61 10.3 44.5 271
(Lancet) Carboplatin at 6 AUC on day 1, every 4 weeks
Control Gemcitabine at 1,150 mg/m? on days 1 and 8, every 3 weeks & 226 =70 62 6.2 254 10.2

Vinorelbine at 25 mg/m? on days 1 and 8, every 3 weeks

—:dose escalation; PS: performance status; OS: overall survival; 1-y SR: 1-year survival rate; ORR: overall response rate.

HREREREREEN
www.lungca.org



o R 2 5 20124E 6 )] 5 15% 45681 Chin J Lung Cancer, June 2012, Vol.15, No.6

R2 IANHRIFEFRE
Tab 2 Quality assessment of methodology of included studies

Included studies Randomization  Allocation concealment Blinding Losttofollowup ITT Analysis Baseline  Quality grading
Frasci 200114 Unclear Unclear Unclear Yes Yes Similar B
Gredelli 2003 Stratified Unclear Unclear Yes Yes Similar B
Comella 20040 Computerized Unclear Unclear Yes Yesr Similar B
Sun Q 2006 Numbered Unclear Unclear Yes Unclear Unclear B
Zhang K 2006"® Unclear Unclear Unclear Yes Yes Unclear B
Hainsworth 20071 Unclear Unclear Unclear Yes Yes Similar B
Huang C 200712 Unclear Unclear Unclear Yes Unclear Unclear C
Chen 200821 Unclear Yes Unclear Yes Yes Similar B
Li PY 2008122 Unclear Unclear Unclear Yes Unclear Unclear C
Jiang JL 2010123 Unclear Unclear Unclear Yes Unclear Unclear C
Lou GY 201024 Numbered Unclear Unclear Yes Unclear Similar B
Quoix 20112 Stratified Unclear Unclear Yes Yes Similar B
ITT: intent to treat.
4 wmE
Fig4 Funnel plot
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Fig 3 Comparison of the 1-year survival rate between doublet arms and single-

agent arms of the elderly patients with advanced non-small cell lung cancer. G:

gemcitabine; V: vinorelbine; T: Taxol (paclitaxel); D: docetaxel; P: cisplatin; C: car-

boplatin; Ox: Oxaliplatin.
=3 SHNASEALITH3/AREFEIR M
Tab 3 Comparison of Grade 3/4 toxicity between platinum-based doublet arms and single-agent arms in trials
Toxicity No. of Trials No. of patients OR 95%Cl P

Doublet arms Single-agent arms

Anemia 4 487 484 2.21 1.19-4.13 0.013
Neutropenia 4 303 306 5.51 3.67-8.27 <0.001
Thrombocytopenia 7 388 392 5.13 2.48-10.60 <0.001
Nausea & vomiting 6 354 358 748 1.00-55.77 0.050
Neurotoxicity 4 303 306 5.5 1.53-19.83 0.009
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Tab 4 Comparison of grade 3/4 toxicity between non platinum-based doublet arms and single-agent arms in trials

Toxicity No. of trials No. of patients OR 95%Cl P
Doublet arms Single-agent arms

Anemia 8 932 926 113 0.56-2.30 0.728

Neutropenia 8 932 926 1.28 0.78-2.10 0.324

Thrombocytopenia 8 932 926 1.74 0.88-3.43 0.110

Nausea & vomiting 8 932 926 0.99 0.58-1.70 0.980

Neurotoxicity 7 872 866 1 0.44-2.82 0.825
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