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[ Abstract ] Background and objective Small cell lung cancer (SCLC) is the most malignant neuroendocrine tu-
mor and sensitive to chemotherapy and radiotherapy. However, most patients who receive first-line chemotherapy will relapse
within one to two years. Once recurrent, it indicates poor prognosis. Currently, the standard first-line chemotherapy regimen
of extensive-stage SCLC is platinum combined etoposide regimen while the standard second-line chemotherapy regimen is
open to debate. The aim of this study is to analysis the prognostic factors of second-line chemotherapy in extensive-stage SCLC
and to compare the differences of objective response rate, side effects and survival among different second-line chemotherapy
regimens. Methods 181 patients who were diagnosed as extensive-stage SCLC and received second-line chemotherapy were
collected. ¥’ test was used to analysis the differences of enumeration data and between different groups. Kaplan-Meier method
was used to calculate the overall survival (OS) and progression-free survival (PFS). Univariate analysis and Cox regression
analysis were used to detect the prognostic factors. Objective response rate was evaluated by RECIST criteria and side effects
were evaluated by WHO criteria. Results The patients who received second-line chemotherapy can be divided into 6 groups,
namly group A (CE/EP regimen) 27 cases, group B (regimens containing TPT) 44 cases, group C (regimens containing
CPT-11) 33 cases, group D (regimens containing TAX/DXL) 20 cases, group E (regimens containing IFO) 28 cases and group

F (other regimens) 29 cases. The median OS in second-line chemotherapy as 7.0 months and was relevant with smoking his-
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tory (P=0.004), ECOG PS (P<0.001), liver metastasis (P=0.019) and bone metastasis (P=0.028) independently. The median
PFS in second-line chemotherapy as 3.0 months and was relevant with smoking history (P=0.034), ECOG PS (P=0.011)

and bone metastasis (P=0.005). The response rate among six regimens was significantly different (P=0.017); There was not

statistical significance between each group. As to side effects, the incidence of gastrointestinal reaction in group C was higher

than any other group. The differences of OS and PFS between six regimens in second-line therapy were not statistically differ-

ent (P=0.914, P=0.293). Conclusion The most significant prognostic factor of extensive-stage small cell lung cancer patients

who received second-line chemotherapy was ECOG PS. The most optimal second-line chemotherapy regimen with definite

curatice effect was controversial.

[ Keywords ] Extensive-stage small cell lung cancer; Second-line chemotherapy; Survival; Prognostic factors
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Tab 1 Clinical characteristics of patients in extensive-stage

small cell lung cancer patients who received second-line

R2 IizE MRS TR EE B R RS
Tab 2 Univariate analysis of overall survival (OS) in extensive-stage SCLC patients who

received second-line chemotherapy

* 575 ¢

chemotherapy
Characteristics n Proportion (%)
Sex
Male 147 81.2
Female 34 18.8
Age (yrs)
=60 92 50.8
<60 89 49.2
Smoking history
Yes 148 81.8
No 33 18.2
ECOG PS in second-
line chemotherapy
0-1 146 80.7
2-4 35 19.3
Brain metastasis
Yes 34 18.8
No 147 81.2
Liver metastasis
Yes 34 18.8
No 147 81.2
Bone metastasis
Yes 60 33.1
No 131 66.9
Adrenal metastasis
Yes 31 17.1
No 150 829
Malignant pleural fluid
Yes 38 21.0
No 143 79.0

ECOG PS: Eastern Cooperative Oncology Group perfor-

mance status.

Factors 05 95%Cl (month) X2 P
(month)
Sex 4.059 0.044
Male 6.2 4.35-8.05
Female 10.7 7.84-13.56
Age (yrs) 1.040 0.308
=60 7.2 4.81-9.65
<60 6.9 5.09-8.71
Smoking history 6.252 0.012
Yes 5.9 4.41-7.45
No 9.4 4.46-14.41
ECOGPS 23.233  <0.001
0-1 8.2 6.21-10.25
2-4 2.7 1.43-4.03
Brain metastasis 1.772 0.183
Yes 6.8 5.24-8.42
No 7.7 5.89-9.57
Liver metastasis 6.284 0.012
Yes 57 3.60-7.86
No 77 5.08-10.38
Bone metastasis 10.263 0.001
Yes 47 3.89-5.45
No 9.1 6.90-11.24
Adrenal
metastasis 0.589 0.443
Yes 5.9 0.00-12.16
No 7.2 5.55-8.85
Malignant pleural
fluid 0.494 0.482
Yes 9.3 6.23-12.43
No 6.8 5.18-8.48
Second-line
chemotherapy 1.491 0.914
regimen
Group A 11.0 0.00-31.43
Group B 79 6.53-9.33
Group C 6.8 5.25-8.41
Group D 4.7 4.11-5.23
Group E 6.2 0.00-14.53
Group F 7.2 5.40-9.75
Curative effect
of first-line 6.342 0.096
chemotherapy
PD 5.9 0.00-11.95
SD 6.8 4.96-8.70
PR+CR 77 5.24-10.22
Unknown 1.3 0.00-3.41
Recurrence status 6.769 0.034
Resistant 6.8 5.38-8.28
Sensitive 7.0 4.06-10.00
>6 months 14.1 5.54-22.66

Group A : CE/EP regimens; Group B: regimens containing TPT; Group C: regimens
containing CCPT-11; Group D: regimens containing TAX/DXL; Group E: regimens

containing IFO; Group F: other regimens. PD: progressive disease;SD: stable disease; PR:
partial response; CR: complete response.
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Tab 3 Multivariate analysis of OS in extensive-stage SCLC patients who received second-line chemotherapy

Factors HR 95%Cl Wald P

Smoking history Yes 2.03 1.25-3.30 8.169 0.004
ECOG PS 2-4 3.09 1.96-4.88 23.498 <0.001
Liver metastasis Yes 1.62 1.08-2.41 5.478 0.019
Bone metastasis Yes 1.66 1.06-2.61 4.848 0.028

Compare with patients who did not smoke, whose ECOG performance status was 2-4,who were absence of liver metastasis and bone
metastasis, respectively.

x4 NzEMVARRTE ST Rt REFHNERERSN
Tab 4 Univariate analysis of progression-free survival (PFS) in extensive-stage SCLC patients who received second-line chemotherapy

Factors PFS (month) 95%Cl (month) X2 P

Sex 0.634 0.426
Male 2.8 2.21-3.33
Female 3.6 2.64-4.62

Age (yrs) 0.039 0.844
=60 2.8 2.28-3.26
<60 3.1 2.28-3.92

Smoking history 4.702 0.030
Yes 2.6 1.99-3.27
No 3.9 2.81-4.99

ECOGPS 7.937 0.005
0-1 3.1 2.61-3.60
2-4 1.5 1.07-1.99

Brain metastasis 0.126 0.722
Yes 2.8 1.41-4.13
No 3.0 2.40-3.54

Liver metastasis 0.571 0.450
Yes 3.0 1.42-4.64
No 3.0 2.48-3.47

Bone metastasis 7.424 0.006
Yes 1.8 1.10-2.44
No 3.1 2.51-3.69

Adrenal metastasis 0.119 0.730
Yes 2.6 1.62-3.58
No 3.0 2.48-3.46

Malignant pleural fluid 0.136 0.713
Yes 2.6 1.77-3.49
No 3.0 2.43-3.51

Second-line chemotherapy regimen 6.133 0.293
Group A 3.6 1.17-6.09
Group B 3.1 2.11-4.16
Group C 3.0 1.80-4.13
Group D 1.9 1.24-2.60
Group E 2.8 0.93-4.61
Group F 2.2 0.70-3.76

Curative effect of first-line chemotherapy 8.348 0.039
PD 1.9 0.42-3.38
SD 2.2 1.49-2.85
PR+CR 3.1 2.40-3.86
Unknown 0.8 0.73-0.82

Recurrence status 2925 0.232
Resistant 2.8 1.81-3.731
Sensitive 2.8 2.11-3.43
=6 months 4.1 2.25-6.01

Group A : CE/EP regimens; Group B: regimens containing TPT; Group C: regimens containing CCPT-11; Group D: regimens containing TAX/DXL; Group E: regimens
containing IFO; Group F: other regimens.
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Tab 5 Multivariate analysis of progression-free survival in extensive-stage SCLC patients who received second-line chemotherapy

Factors HR 95%Cl Wald P

Smoking history Yes 1.58 1.04-2.42 4.507 0.034
ECOGPS 2-4 1.71 1.13-2.58 6.451 0.011
Bone metastasis Yes 1.63 1.16-2.29 7.828 0.005

Compare with patients who did not smoke, whose ECOG performance status was 2-4 and who were absence of bone metastasis, respectively.
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