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Introduction: Significant advances in the treatment of advanced NSCLC prompted a formal
evaluation of the efficacy of gemcitabine-platinum combinations, in comparison with standard and emergent (novel) treatments. A literature review defined
the primary focus to any randomised trial of gemcitabine plus cisplatin or
carboplatin versus a platinum based regimena. Accordingly a meta-analysis of
overall survival (OS) and time to progression (TTP) was performed.
Methods:

A comprehensive search of published and unpublished sources was performed
to identify all trials to December 2002. The hazard ratio (HR) was the summary
statistic of choice, accounting for censoring and time-to-event. Where not
reported or supplied by the investigator survival probabilities were estimated
from Kaplan-Meier curves. The pooled HR was produced using a fixed effects
meta-analysis. Statistical heterogeneity was addressed with a random effects
model where appropriate. Estimation of absolute treatment benefit at one year
was also performed.

Results:

In total, 13 of the 15 potentially eligible trials were included (one trial was
excluded due to flawed randomisation and one trial for data unavailability),
resulting in a pool of 4556 patients. A total of 17 comparators were analysed:
12 against platinum-based doublets (11 novel agent-based doublets, VC (6),
PC (2), PCb (2), DC (1) and one established agent doublet, EC), plus 5 against
singlet/triplet agent regimens (MVC/ MIC (4) and C (1)). For OS a significant
reduction in mortality in favour of the gemcitabine based arms was observed,
HR 0.90 (0.84 to 0.96, p < 0.001), using the fixed effects model, with an absolute
survival improvement of 3.9 % at 1 year. There was a significant reduction in the
risk of TTP in favour of the gemcitabine regimens, HR 0.87 (0.82 to 0.93,
p < 0.001), with the fixed effects model, with an absolute improvement of progression-free survival of 4.2 % at 1 year.
Overall the results demonstrate a slight but significant improvement in efficacy
of gemcitabine plus a platinum agent when compared with platinum based
comparators in survival and time to disease progression.

a

C, cisplatin, Cb, carboplatin, D, docetaxel, E, etoposide, G, gemcitabine, I, ifosfamide, M, mitomycin, P, paclitaxel, V, vinorelbine.

PM040365/0803

Conclusion:

