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Objective
To determine the benefits and harms,
in terms of quality-adjusted survival,
of adding chemotherapy to tamoxifen
in postmenopausal women with node-
positive breast cancer.

Data sources
Data were obtained from the Early
Breast Cancer Trialists' Collaborative
Group (EBCTCG) secretariat in col-
laboration with the individual re-
search groups. {The objective of the
EBCTCG overview was to identify
all properly randomised trials of any
aspect (surgical, radiotherapeutic, or
systemic) of the treatment of early
breast cancer.}*

Study selection
Studies were selected from the 1990
EBCTCG overview update if they
Commentary
The EBCTCG overview is the largest and
most influential meta-analysis of the litera-
ture on breast cancer to date (1). From this
data set, the benefit of tamoxifen has been
definitively established, especially in women
aged > SO years. The current controversy
now extends to whether combination che-
motherapy provides an additional benefit to
tamoxifen treatment, based on the primary
breast cancer estrogen receptor (ER) con-
tent. The recommendations from the recent
St. Gallen conference suggest that chemo-
therapy should be the preferred treatment
for postmenopausal women who are ER~
negative and have breast cancer (2).

Using a novel approach called Q-TWIST,
the authors assessed the data from the
EBCTCG that pertained to the combina-
tion therapy issue. The Q-TWIST tech-
nique is extremely attractive because it is
so easy to explain to other professionals and
patients.

were randomised controlled trials
that compared chemotherapy plus
tamoxifen with tamoxifen alone in
women aged > 50 years.

Data extraction
Time from treatment assignment to
the end of treatment toxicity, or to
relapse or death; relapse-free sur-
vival (time to any relapse or death);
and overall survival (time to death
from any cause). These outcomes
were used to calculate the quality-
adjusted time without symptoms or
toxicity (Q-TWIST). Individual Q-
TWIST results were combined us-
ing meta-analysis to produce overall
results for quality-adjusted survival.

Main results
9 randomised controlled trials (3920
patients) were included. The 7-year
relapse-free survival rate was 52% in
women who received chemotherapy
plus tamoxifen and 45% in women
who received tamoxifen alone; rates
for 7-year overall survival were 57%
and 55%, respectively. The mean
overall Q-TWIST for women who
received combined treatment was
61.8 months compared with 61.1

The major limitation of the study is not
the methods used but whether the baseline
assessment should have included all patients
or should have stratified patients by ER sta-
tus. Because most patients in the randomised
trials were ER-positive and an estimated two
thirds of postmenopausal women with breast
cancer in the general population are ER-posi-
tive, the finding that the addition of chemo-
therapy to tamoxifen does not confer more
quality-adjusted survival is generalisable to
most women. The sensitivity analysis of only
women who were ER-negative showed a
Q-TWIST benefit of 3.4 months. Whether
such a subgroup analysis is contrary to the
intent and spirit of meta-analysis is contro-
versial. This should not detract, however,
from the power and clarity of this approach.
To date, the Q-TWIST approach has been
used primarily in studies of breast cancer
and HIV disease. In die future, it is likely to
be used in many new venues.

months for patients who received
tamoxifen alone (95% CI for the
mean 0.7-mo difference, -6.0 to 7.4).
A threshold utility analysis in which
all pairs of utility coefficient values
for which the 2 treatments had equal
Q-TWIST was done. Combined
therapy provided more Q-TWIST
for patients who valued time after
relapse less highly than time spent
with the toxic effects of chemother-
apy. Q-TWIST differences did not
reach statistical significance for any
pair of utility coefficients.

Conclusion
The addition of chemotherapy to
tamoxifen does not confer more
quality-adjusted survival time than
tamoxifen alone for postmenopausal
women with node-positive breast
cancer.
Sources of funding; In part, American
Cancer Society; United States Department
of the Army; National Cancer Institute.
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*From Early Breast Cancer Trialists' Group.
Lancet. I992;339:l~lS.

For most postmenopausal women with
early-stage breast cancer, the addition of che-
motherapy to tamoxifen does not appear to
be beneficial Nonetheless, all women should
have ER status measured, and these measure-
ments should guide the physician's and
patient's consideration of combination
chemotherapy.
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