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Lung cancer is one of the major causes of death in many countries
because of high rates of smoking, especially in Asian countries.
Lung cancer is divided into two major categories based on their
biological characteristics and the selection of treatment methods:
nan-small cell lung cancer (NSCLC; 85%) and small cell lung
cancer (15%). Early detection and complete resection are very
important in NSCLC, but the cure rate is not very high, except in
stage 1A disease. it is extremely important to understand the
biology of lung cancer and to introduce more effective treatments
in order to improve the survival of NSCLC patients. Numerous
clinical trials involving lung cancer patients have led to ‘state-
of-the-art’ treatments for each stage of the disease. Progress in
chemotherapy and molecular target based therapy have altered
the standard therapy for NSCLC. {Cancer s¢i 2006; 97: 448-452)

Chemotherapy for advanced non-small cel
lung cancer

Platinum-based doublets are considered to be the standard
treatments for stage IV non-small cell lung cancer
(NSCLC).92 Although the majority of regimens contain
cisplatin, carboplatin can be used in combination with
paclitaxel because numerous phase III data exist on this
combination., The question remains, however, as to whether
or not we can treat advanced NSCLC patients with a non-
platinum-based regimen. To date, the answer would appear to
be that platinum-based therapy is superior, although platinum
drugs and/or non-platinum doublets could be used to treat
elderly and/or frail patients because of their low renal
toxicity. Kosmidis, the chairman of the Hellenic Cooperative
Oncology Group, reported the results of their randomized
controlled frials looking at the combination of paclitaxel/
gemcitabine versus carboplatin + gemcitabine in advanced
NSCLC. More than 500 patients were accrued, of which 445
were evaluative. There was no difference in response rate, time
to progression or median survival. There was slightly more
hematological toxicity with carboplatin and gemcitabine,
although it was relatively mild with only 28% having grade
3 and 4 neutropenia. There was slightly more neurotoxicity
in the paclitaxel and gemcitabine arm, and the difference was
statistically significant. Kosmidis concluded that this was
enough evidence to show that non-platinum-based chemotherapy
is as good as platinum-based chemotherapy.®! However, no

CancerSci | June2006 | vol.97 | no,6 | 448-452

studies have demonstrated the superiority of a non-platinum
doublet over a platinum-based doublet.

Several doublets that include new drugs improve survival,
but no one regimen is clearly superior to the others.!? We
have conducted a four-arm cooperative study (FACS) in
advanced NSCLC. The study was designed to demonstrate non-
inferiority of three experimental arms: paclitaxel ++ carboplatin;
gemcitabine + cisplatin; and navelbine + cisplatin in compari-
son with cisplatin + CPT-11 (control arm). One-year survival
(59%) was higher than expected in cisplatin + CPT-11. No
statistically significant differences in response rate, time to
progression (TTP} or overall survival were observed between
the reference and experimental regimens. Non-inferiority of
the three experimental arms was not demonstrated. The
response duration in the cisplatin + CPT-11 arm was rela-
tively longer than in the other three arms. No statistical test
was conducted because these data were obtained from
selected populations based on response, such that there is no
statistical basis for comparison (Ohe Y et al,, unpublished
data, 2006). In conclusion, all four platinum-based doublets
have similar efficacy for advanced NSCL.C but with different
toxicity profiles. Cisplatin + CPT-11 is still regarded as the
reference regimen in Japan.

The chemotherapy outcomes were compared in Japanese
and American NSCLC patients accrued to the FACS trial and
the SWOG 0003 trial,” respectively. The two trials had sim-
ilar eligibility and evaluation criteria, although the dose of
paclitaxel was 200 mg/m? in the Japanese trial and 225 mg/m?
in the SWOG trial. The purpose of the analysis was 1o
demonstrate similarities and differences in patient character-
istics and outcomes between the Japanese and USA trials for
advanced stage NSCLC treated by the same regimen, to pro-
vide a basis for standardization of the study design/process to
facilitate interpretation of future trials, and to take the first
step toward possible joint NCI-sponsored studies in lung can-
cer between Japanese and American investigators. This anal-
ysis using carboplatin and paclitaxel as the common arm
shows great similarities in patient characteristics between
the FACS trial and the SWOG 0003 trial. Frequencies of
neutropenia and febrile neutropenia were significantly
higher in FACS trials although the paclitaxel dose was Tower
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