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EDITORTIAL

Changing Adjuvant Breast-Cancer Therapy with a Signal
for Prevention

Rowan T. Chlebowski, M.D., Ph.D., and Matthew J. Budoff, M.D.

Five randomized, full-scale studies have report-
ed that 10 years of adjuvant endocrine therapy
is beneficial for postmenopausal women with
hormone-receptor—positive breast cancer. However,
no prior study has involved more than 5 years
of aromatase-inhibitor use or assessed a dura-
tion of adjuvant endocrine therapy of more than
10 years.! Goss and colleagues® now provide re-
sults from the MA.17R trial supporting the use
of an aromatase inhibitor for 10 years and the
use of adjuvant endocrine therapy for even longer
total durations. The beneficial effects of increas-
ing disease-free survival, with a favorable toxic-
ity profile for continuing the aromatase inhibi-
tor letrozole for 5 additional years, are reassuring,
and the findings have direct application for
clinical practice.

The greatest effect reported in the MA.17R
trial for the aromatase inhibitor — a reduction
in the risk of new contralateral breast cancers
— suggests similarities and invites comparisons
with the findings of trials involving chemopre-
vention of breast cancer. In this regard, Santen
and colleagues® used a clinically based model
that incorporated the doubling time for breast
cancer, a detection threshold, and the prevalence
of subclinical breast cancer in postmenopausal
women to suggest that trials of breast-cancer
prevention that report results after approximately
5 years of follow-up provide findings on nearly
95% of already-established, preclinical cancers.

In the MA.17R trial, in which placebo was
the comparator, the influence of letrozole on hot
flashes, arthralgia, myalgia, and quality of life
was remarkably modest as compared with the
results of most trials of adjuvant breast cancer in
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which tamoxifen was the comparator.! However,
the findings closely parallel those reported in
trials of the prevention of primary breast cancer
in which the incidence of breast cancer in pa-
tients receiving an aromatase inhibitor was sig-
nificantly lower than that in patients receiving
placebo.** As suggested by Goss and colleagues,
the favorable side-effect profile in the MA.17R
trial may be due to the self-selection of women
who had limited side effects during previous
treatment with letrozole. Perhaps a similar pro-
cess was seen in the prevention studies in which
many participants had limited side effects with
prescription or nonprescription medication use
and thus might expect few additional problems
when adding a study medication.® In any event,
the apparent difference in side effects in the
MA.17R trial and the aromatase-inhibitor chemo-
prevention trials as compared with most other
trials of adjuvant therapy points to the impor-
tance of placebo controls in the generation of
reliable information on side effects.

Fractures and cardiovascular risk have long
been concerns when aromatase inhibitors are
used.! In the MA.17R trial, there were signifi-
cantly more fractures with letrozole, with an ab-
solute difference of 4 percentage points. Some-
what in contrast, in the two chemoprevention
trials evaluating aromatase inhibitors, neither of
which mandated the monitoring of bone mineral
density or the use of bisphosphonates, no sig-
nificant increase in the risk of fracture was
seen.*’ In these chemoprevention trials, bisphos-
phonates were used by 16 to 24% of participants.
Although the duration of use of the aromatase
inhibitor was longer in the MA.17R trial, perhaps
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the implementation of bone-health maintenance
strategies could abrogate the risk of fracture, even
in patients receiving long-term treatment with an
aromatase inhibitor. Finally, the absence of a
signal of cardiovascular risk in the MA.17R trial
is reassuring and is supported by a finding from
a recent observational study in which no increase
in stroke or myocardial infarction was observed
with the use of an aromatase inhibitor.”

The reduction in contralateral breast cancers
and the favorable safety profile seen with letro-
zole in the MA.17R trial provide support for the
use of aromatase inhibitors for chemoprevention
in clinical practice. With regard to primary pre-
vention, the approach of oncologists to the treat-
ment of cancer and of cardiologists to the treat-
ment of cardiovascular disease is noteworthy
given that these diseases share major risk factors
and are leading causes of death in postmeno-
pausal women. The use of mammography for
the early detection of breast cancer is standard
and widely implemented in clinical practice, but
the use of chemoprevention for breast cancer
receives scant attention from the oncology com-
munity.*® In contrast, cardiologists have focused
on long-term prevention (by means of statins,
blood-pressure control, aspirin, and recommen-
dations for diet and exercise) for an increasing
proportion of the adult population. However,
there is less focus on the early detection of car-
diovascular disease, despite the availability of
validated approaches with coronary-artery calcium
scans, the use of which has widespread recom-
mendation in guidelines from the American Col-
lege of Cardiology and the American Heart As-
sociation.”!® Perhaps each discipline could learn
important lessons from the other.

The absence of a report on overall survival
benefit in the MA.17R trial at this time should
not be surprising. The participants, who in most
cases underwent randomization approximately
10 years after the time of diagnosis, have passed
the peak risk of recurrence and a considerable
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proportion of their remaining risk as well. In
any event, avoiding a new diagnosis of invasive
breast cancer is a benefit in itself. However, the
absence of a survival effect will be considered as
oncologists and patients with breast cancer
weigh the risks and benefits of the use of long-
term adjuvant endocrine therapy.

Disclosure forms provided by the authors are available with
the full text of this article at NEJM.org.
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