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Background

Combination chemotherapy is now considered to be the comerstone of small cell lung cancer
(SCLC). management but the optimal management of limited SCLC is not well defined.

The role of thoracic radiotherapy (TRT) is less well established. Recent meta-analyses reports
revealed that TRT combined with chemotherapy produce “good” local control and prolonged
survival. But other reports that survival was not changed.

The timing, dose, volume and fractionation for TRT with the combined chemotherapy of
SCLC remains unsettled.

In this study, we analyzed the effects according to the timing of thoracic radiotherapy in
limited SCLC.

Method

All fifty one patients received cytoxan, adriamycin and vincristine(CAV) altemating with
etoposide and cisplatin(VPP) every 3 weeks for 6 cycles were randomized prospectively into two
groups : concurrent and sequential. 27 patients received 4500cGy in 30 fractions(twice daily
150cGy fractional dose) over 3 weeks to the primary site concurrent with the first cycle of
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VPP(concurrent gorup). 24 patients received 4000 to 5000cGy over 5 or 6 weeks after completion

of sixth cycles of chemotherapy(sequential group).

Results

1. Response rates and response duration : Response rates were not significantly different
between two groups(p=0.13). But response duration was superior in the concurrent

group(p=0.03).

2. Survival duration was not different between two groups(p=0.33).

3. Local control rate was superior in the concurrent group(p=0.00).

4. Side effects and toxicities : Hematologic toxicities, especially leukopenia, infection and
frequency of radiation esophagitis were higher in the concurrent group(p=0.00, 0.03, 0.03).

Conclusion

The concurrent use of TRT with chemotherapy failed to improve the survival of limited stage
SCLC patients compared with the sequential use of TRT but response duration and local control

rate were superior in the concurrent group.

Frequency of radiation esophagitis, life threatening hematologic toxicities and infection were

more frequent in the concurrent group than sequential group.
So, the selection of an optimal schedule of chemotherapy combined with TRT that would lead
to a major increase in survival with minimal toxicity is remained to be validated in large scale

study in the future.

Key words : SCLC, TRT(thoracic radiotherapy), Concurrent chemotherapy, Sequential
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Table 1. Patients’ Characteristics According to Treatment Method

Characteristic Concurrent group Sequential grou P value
No. of patients 27 24
Age(years)
<50 5 2
50-59 12 9
60-69 9 ‘9
70-79 1 4
Mean 57.4+8.8 60.6+8.9 0.20
Sex(Male/Female) 23/ 4 19/5
Performance score®
0 4 6
1 17 11
2 6 7
Smoking(pack years) 35+19.8 31+20.6 048
Laboratory finding
WBC(x10%) 88+25.5 73+28.0 0.06
Hemoglobin(g/dl) 129+15 13.9+2.9 0.08
Platelet(x10°) 294 +66.0 297+81.6 0.88
AST(U/L) 28+12.1 28+14.6 0.98
ALTIU/L) 24+14.0 21%£109 045
ALK-phosphatase(TU/L) 184 +54.5 183£26.5 0.90
Total bilirubin(mg/dl) 0.59+0.19 0.55+0.15 0.41
BUN(mg/dl) 145+58 12.8%4.21 023
Creatinine(mg/dl) 0.8+0.17 0.91%0.12 0.14

" A score of 0 indicates normal activities; 1, that the patient is ambulatory,
2, that the patient is in bed less than 50 percent of the time; 3, that the
patient is in bed more than 50 percent of the time but not bedridden;

4, that the patient is bedridden state.
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Table 2. Frequencies of Responses to Treatment According to Treatment method

Overall Concurrent group* Sequential group$
No. of patients 51 27 24
number(percent

Complete response 11(21) 8(30) 3(13)
Partial response 27(53) 13(48) 12(50)
Stable disease 6(12) 1( 9 7(29)
Progression 4( 8) ay i( 4
Loss before evaluation 3( 6) 2(7D 1( 4)

The P value for the comparison of the objective(complete and partial) response rates

is 0.13(by Pearson chi-square)
* : 2 patients death before evaluation
$ : 1 patent death before evaluation

Table 3. Response duration between concurrent & sequential group

Concurrent group Sequential group P value*
No. of patients 21 15
Mean(day) 395+61.1 180+43.9 0.03
Range(day) 34--1067 351162

* Wilcoxon test
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Table 4. Survival comparision between the concurrent & sequential groups
Concurrent group Sequential group P value*
No. of patients 27 24
Mean(day) 558+67.4 401 £50.0 0.33
Range(day) 37—-1194 291314
" Wilcoxon test
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Table 5. Frequency of local recurrence

+) ¢-) P value*

Concurrent 2 19 0.00
Sequential 8 7

*Mantel-Haenszel Chi square test
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Table 6. Sites of distant metastasis

concurrent sequential
Brain 2 3
Abdomen
liver 4 1
pancreas 1 0
Bone 1 1
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Table 7. Toxicity grade by ECOG criteria

concurrent sequential
0 I i m v 0 I I m v

Hematologic

anemia 18 6 2 1 0 16 7 1 0 0

leukopenia 0 1 12 1 6 9 5 1

thrombocytopenia 23 1 2 0 1 22 1 1 0 0
Non hematologic

nephrotoxicity 27 0 0 0 24 0 0

infection 18 1 23

hepatic 24 3 0 0 22 2 0
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Table 8. Toxicity grade by BCOG criteria

Concurrent group Sequential group P value
Infection 0.03*
01 18 22
- 9 2
Hepatic
0 24 22
1 3 2
Hematologic

Hemoglobin 16

0 18 7 1.00°
1 6 1

o-m
WBC 6 0.00
0 0 14

I-1 13 4

I - v 14
Platelet 2 067
0 23 2

I-1Vv 4

* . Pearson’s chi-square test , $ . Fisher’s exact test.

U -y
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C}.(table 9)

Table 9. Frequency of radiation esophagitis

™) G P value*

Concurrent 9 18 0.03
Sequential 2 21

*Chi square test
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