Long-Running Study Shows 15-Y ears Survival Gainsin Early Breast Cancer
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WHAT'S HOT IN MEDICINE
ore than 20 years ago,
lead investigators in
randomized trials in early
breast cancer agreed that

every five years the data from
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individual patients would be
pooled and reanalyzed in a
series of "overviews." That
this agreement, known as the
Early Breast Cancer Trialists’
Collaborative Group
(EBCTCG), has had a profound
effect on clinical practice and
on patients is suggested both
by the appearance of
authoritative guidelines that
draw heavily on EBCTCG
findings and by a total of more
than 10,000 citations to the
various reports. The fourth of
these overviews has reached a
citation pinnacle (#1). This
paper looks at adjuvant
chemotherapy and hormonal
therapy (mainly tamoxifen). A
companion article, focusing on
local treatment—i.e., the
surgical and radiotherapeutic
aspects of the management of
patients with this cancer—
appeared seven months later
(EBCTCG, Lancet, 366 [9503]:
2087-106, 2005; 21 citations
this bimonthly period, with
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116 total to date, compared
with paper #1’s 400+ citations
as of mid-summer 2007).

This long-standing
collaboration, which currently
has access to data on 350,000
women randomized in 400
clinical trials, provides
statistically powerful evidence
on the benefits and risks, at
around the 15-year mark, of
treatments being looked at
from the 1980s. Typically the
systemic (as opposed to local)
treatments were six months or
so of treatment with triple
drug combinations of
fluorouracil and
cyclophosphamide plus either
doxorubicin (Adriamycin) or
epirubicin and longer-term
tamoxifen. As the EBCTCG
concedes, "there is ample
room for better drugs... and
for better use of existing
drugs."” This is despite the
evidence that the longer-
established regimens can
halve the annual death rate of
estrogen-receptor positive
breast cancers, the most
important, but far from the
only, result of this
multidimensional study. The
halving of breast cancer
mortality in countries such as
the U.S.A and the U.K. since
the 1980s has come about
through a succession of
modest improvements reliably
recognized by large-scale
randomized evidence. The
mortality benefits of
polychemotherapy have
widened with time, being twice
as good at the 15-year mark
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as they had been at five
years; for tamoxifen the
differential is even greater.

Clinicians today are also
interested in looking at
different treatments such as
taxanes, selective estrogen-
receptor inhibitors, aromatase
inhibitors, and trastuzumab,
which were not available when
these trials began. Also, the
notion that cancer treatments
should be tailored to the
molecular and genetic make-
up of the patient and her
tumor is attracting attention.
Are reliable answers to
important clinical questions
about the newer drugs and
about more molecularly
sensitive approaches going to
take another 15 to 20 years?
"Where next for EBCTCG?"
seemed an appropriate
question, so Science Watch
posed it and Prof. Richard
Peto, one of the founders of
EBCTCB, kindly replied. "There
are at least as many
opportunities now for the
EBCTCG as there have been in
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SOURCE: Thomson Scientific's Hot Papers Database.

Read the Legend.

the past,” he told Science Watch, "and at least as much prospect of further
survival improvement for women with breast cancer."” Topics that the Group is
currently addressing, he noted, include the effect of very intensive
chemotherapy and ways of minimizing the fatal side-effects of radiotherapy.
"Trials of newer drugs will also soon be sufficiently mature for consideration
within the EBCTCG framework," added Dr. Sarah Darby, another member of
the EBCTCG Secretariat in Oxford, U.K.

Mr. David W. Sharp, M.A. (Cambridge), formerly deputy editor of The Lancet,
isafreelance writer in Minchinhampton, U.K.
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