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Timing of thoracic irradiation in limited stage small-cell
lung cancer: is it still a star on the rise?
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Early cisplatin-based concurrent chemoradiotherapy (CRT) is
a mainstay treatment in limited stage small-cell lung cancer
(LS SCLC; the Union for International Cancer Control stage |-
[11). This is based on the several randomized trials and meta-
analyses. Most considerable of them are the National Cancer
Institute of Canada (NCIC), Intergroup-0096, and the Japan
Clinical Oncology Group (JCOG)-9104 trials [1-3]. These
studies included pre-chemotherapy extent of the tumor in
radiation portals and demonstrated 5-year survival rates over
20%. Importantly, starting point and application of thoracic
irradiation (TRT) in these trials was different. In NCIC study
mild hypofractionated TRT was applied with the second
cycle whereas in the INT-0096 and JCOG-9104 (concurrent
arm) trials accelerated hyperfractionated radiotherapy was
started with the first cycle of chemotherapy. In all these trials
TRT began within 30 days after initiation of chemotherapy,
treatment time of TRT was less than 30 days and dose delivery
of chemotherapy and TRT was more than 80%. Another
substantial aspect was that deferred application of TRT in
the late arms of NCIC and JCOG-9104 trials resulted in the
increase of CRT duration as a whole treatment. A retrospective
study has reported that in LS SCLC duration of CRYT, itself, can
also affect overall survival.

Recently published randomized phase Ill trial of Sun et al.
[4] demonstrated that outcome achieved with TRT starting
with the third cycle of chemotherapy is non-inferior to results

when radiotherapy was administered from the first day of
systemic treatment. Median survival, remission rates and
estimated 5-year survival rates were equal in early and late
arms and comparable with best historical results. Although
total radiation dose was lower than actual standard, dose-
delivery of chemotherapy and TRT was high. In the late TRT
arm initially involved lymph nodes were considered in the
target definition even a significant response occurred after the
second chemotherapy cycle.

How can we declare the results of this study? Most relevant
finding of Sun et al. [4] is, probably, the fact that in both arms
complete responders to CRT demonstrated significant better
outcome compared to partial and non-responders. Complete
response remains to be highly significant variable correlating
with overall survival on the multivariate analysis. This strong
correlation is very important and was not reported in the
earlier randomized trials. Solely, study of Jeremic et al. [5]
found higher complete remission rate in the early TRT arm
accompanied with better long-term results, but remission
grade of the tumor, itself, was not analysed as a prognostic
factor.

There is a growing body of evidence to keep response of
the tumor in course of CRT under control. Small studies have
already demonstrated that rapid achievement of complete
remission in LS SCLC can be a significant prognostic factor.
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