
Cisplatin-based chemotherapy has a small survival benefit in
locally advanced and advanced non-small cell lung cancer

Nan-small Cell Lung Cancer Collabora-
tive Group. Chemotherapy in non-
small cell lung cancer: a meta-analysis
using updated data on individual pa-
tients front $2 randomised clinical
trials. BMJ. 199? Oct 7;311:899-909.

Objective
To evaluate, using meta-analysis,
the effectiveness of cytotoxic che-
motherapy in patients with non-
small-cell lung cancer.

Data Sources
Published and unpublished studies
were identified by searching MED-
LINE and CancerCD; hand search-
ing abstracts of meetings; scanning
bibliographies of books, reviews, and
specialist journals; reviewing trial
registers; and consulting with experts
and pharmaceutical companies.

Study Selection
Studies were selected if they random-
ised patients with non-small-cell
lung cancer to .1 of 4 primary treat-
ments and the same treatment plus
an established form of cytotoxic che-
motherapy, patients had had no pre-
vious chemotherapy, and patients had
had a potentially curative resection.
The main exclusion criteria were
previous treatment for any other ma-

Commentary

This meta-analysis bears both good and bad
news. Long-term alkylating agents were as-
sociated with slightly higher mortality rates,
Newer cisplatin-based regimens do give
some benefit by lengthening survival. Un-
fortunately, die effects are small, and we do
not know what combination of drugs are
best. Further, in patients who receive sur-
gery or surgery plus radiotherapy, suggest-
ing earlier stage disease, the effects do not
reach statistical significance. In trials where
patients received radical radiotherapy or sup-
portive care, a small benefit was suggested.
In the supportive care group, die median in-
crease in survival was 1.5 months {absolute
benefit of 10% survival at 1 y).

Large, multlcentre, rigorous trials must
continue. jVTodern regimens are being as-

lignancy in the surgical comparison
in trials with surgery and radical ra-
diotherapy, trials evaluating neo-ad-
juvant treatment, trials of radical
radiotherapy using orthovoltage ra-
diotherapy or a total radiation dose
of < 30 Gy, or trials using drags
aimed at sensitisation to radiation.

Data Extraction
Data were extracted on survival, treat-
ment allocation, age, sex, hjstological
cell type, stage, and performance status.

Main Results
52 studies met the selection criteria.
In early-stage disease, 14 trials com-
pared surgery with surgery plus che-
motherapy. The hazard ratio (HR) for
long-term alkylating agents was 1.15
(95% CI 1.04 to 1.27, P= 0.005), in-
dicating a 15% increase in the risk for
death with the addition of long-term
alkylating agent chemotherapy. The
HR of 0.87 (CI 0.74 to 1.02, P * 0.08)
favoring chemotherapy for cisplatin-
based agents was not statistically sig-
nificant, and neither was the overall
HR of 0.87 when all types of chemo-
therapy plus surgery were combined
and compared with surgery alone. 7
trials compared surgery plus radio-
therapy with surgery plus radio-
therapy plus chemotherapy in
early-stage disease. The overall HR

sessed in sutdtes such as the "big lung trial"
(1). But is die increased survival of high qual-
ity? These data were missing and are urgendy
needed. These treatments are expensive, and
data on cost-effectiveness and patient choice
are needed. Many factors affect survival and
quality of life. A recent meta-analysis of
psychosocial interventions suggested benefits
in terms of emotional and functional adjust-
ment and symptoms (2). It was suggested that
these interventions be offered as part of ev-
ery patient's management plan (3). The con-
trol arm of best supportive care described in
the earlier studies included in this meta-
analysis is very different than that in the
1990s; treatments to control pain and other
symptoms and palliative care are now much
more advanced (4).

was 0.98 (P = 0.76) and did not
change when cisplatin-based regimens
alone were analyzed. In locally ad-
vanced disease, 22 trials compared
radical radiotherapy with radical ra-
diotherapy plus chemotherapy. The
results showed an overall benefit of
chemotherapy, with a HR of 0.90 (P =
0.006) or a 10% reduction in the risk
for death with chemotherapy. The
HR for trials using cisplatin-based
chemotherapy was 0.87 (CI 0.79 to
0.96, P= 0.005). In advanced disease,
11 trials compared supportive care
with supportive care plus chemo-
therapy. The HR for trials using cis-
platin-based chemotherapy was 0.73
(CI 0.63 to 0.85, P< 0.001).

Conclusions
Cisplatin-based chemotherapy may
have a role in treating non-small-cell
lung cancer. The benefit is modest
and most clear in patients with locally
advanced disease in which the primary
treatment is radiotherapy and in ad-
vanced disease in which the primary
treatment is supportive care alone.
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How can clinicians use the information
provided in this meta-analysis? I recommend
that they explain to patients die effects of the
treatment regimen, both good (real, but
small) and bad {quality of life) as part of a
joint decision-making process.

Irene Higginson, MD
London School of Hygiene and

Tropical Medicine
London, England, UK

References
1. Stephens RJ, Pannar MK, Souhami SRJL,

Spiro S. BMJ. 1996;312:248-9.
2. Meyer TJ, Mark MM. Health Psychol.

1995;14:101-8.
3. Fallowfiefd L. BMj. I99S;311:1316-7.
4. Higginson I. j Public Health Meet.

1993;lS:3-8.

116 Therapeutics Evidence-Based Medicine May/June 1996

 on M
ay 17, 2023 by guest. P

rotected by copyright.
http://ebm

.bm
j.com

/
E

vid B
ased M

ed: first published as 10.1136/ebm
.1996.1.116 on 1 June 1996. D

ow
nloaded from

 

http://ebm.bmj.com/

