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[ Abstract] Background and objective Pemetrexed in combination with platinum or a single-agent has been ap-
proved for the first- and second-line treatment of non-small cell lung cancer (NSCLC). However, the role of pemetrexed
therapy in the third-line and beyond treatment of NSCLC has yet to be generally accepted. The present retrospective study
reports the efficacy and safety of pemetrexed in the third-line and beyond treatment of advanced non-squamous NSCLC.
Methods A total of 46 patients with advanced non-squamous NSCLC received a combination of pemetrexed plus platinum
or a single-agent after multi-line treatment failed to yield positive results. Results Of the 46 patients who participated in the
study, 7 achieved partial responses, 20 reached a stage of stable disease, and 19 reached a stage of progressive disease. The over-
all object response rate was 15.2% and the disease control rate (DCR) was 58.7%. The median progression-free survival time
was 3.0 months. Pemetrexed in combination with platinum yielded a higher DCR than the pemetrexed plus single-agent treat-
ment (P=0.043). Common adverse events included nausea, vomiting and myelosuppression. Conclusion Administration of
pemetrexed after failure of multi-line treatment is clinically beneficial to patients with advanced non-squamous NSCLC. The

toxic effects of the treatment appear to be tolerable.
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Tab 1 The relationship between the clinical characteristic and efficacy of pemetrexed in advanced non-squamous NSCLC

Characteristic n ORR [n (%)] P DCR [n (%)] P
Gender 0.999 0.425
Male 21 3(14.29) 11 (52.38)
Female 25 4(16.00) 16 (64.00)
Age (year) 0.653 0.655
<60 26 5(19.23) 16 (61.54)
>60 20 2(10.00) 11 (55.00)
Smoking history 0.420 0.382
Ever smokers 16 1(6.25) 19 (63.33)
Never smokers 30 6(20.00) 8(50.00)
Therapy 0.999 0.999
Third-line therapy 29 4(13.79) 17 (58.62)
Beyond third-line therapy 17 3 (17.65) 10 (58.82)
Chemotherapy regimens 0.079 0.043
Pemetrexed 15 1(6.67) 5(33.33)
Pemetrexed plus carboplatin 20 2(10.00) 15 (75.00)
Pemetrexed plus cisplatin 1 4(36.36) 7 (63.34)

ORR: objective response rate; DCR: disease control rate; NSCLC: non-small cell lung cancer.
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Fig 1 Kaplan-Meier curves for PFS of pemetrexed in 46 non-squamous
NSCLC patients
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Tab 2 The relationship between PFS and clinical chracteristic of non-

squamous NSCLC patients analyzed by Cox multivariate model

Characteristic n o RRyea  95%CI P
Sex

Male 21

Female 25 1.54 0.39-6.15 0.573
Age (year)

<60 26

=60 20 0.98 0.35-2.74  0.850
Smoking history

Ever smokers 16

Never smokers 30 0.97 0.24-3.97  0.933
Therapy

Third-line therapy 29

Beyond third-line therapy 17 0.95 0.21-3.28  0.985
Chemotherapy regimen

Pemetrexed 15

Pemetrexed plus carboplatin 20 0.38 0.12-1.20  0.260

Pemetrexed plus cisplatin 1 0.52 0.14-191  0.660
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Tab 3 The adverse events of pemetrexed in advanced non-squamous NSCLC

Adverse event I[n (%)] Il [n (%)] Il [n (%)] IV [n (%)]
Leukopenia 5(10.9) 5(10.9) 4(8.7) 3(6.5)
Thrombocytopenia 1(2.2) 2(4.3) 2(4.3) 0
Anemia 4(8.7) 1(2.2) 1(2.2) 0
Nausea/Vomiting 6(13.0) 5(10.9) 1(2.2) 0
Diarrhea 0 1(2.2) 0 0
Fatigue 5(10.9) 2(4.3) 0 0
Febrile neutropenia 1(2.2) 0 0 0
Aminotransferase, high 1(2.2) 0 0 0
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