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Editorial

Tamoxifen vs the Aromatase Inhibitors:
News From San Antonio, 2001

Perhaps the key data present-
ed at the 26th Annual San Antonio
Breast Cancer Symposium in
December 2001 related to the ini-
tial outcomes of the ATAC adju-
vant trial, since it forces thousands
of oncologists and patients to
make decisions about whether or
not to change a time-honored,
comfortable, reliable, reassuring,
relatively safe, and effective option
for the adjuvant therapy of breast
cancer — tamoxifen.

Adjuvant Therapy

The ATAC trial (Arimidex,
Tamoxifen, Alone or in Combi-
nation) evaluated two new ap-
proaches for adjuvant therapy
in postmenopausal women: the
aromatase-inhibitor anastrozole
(Arimidex) and a combination of
anastrozole plus tamoxifen and
compared outcomes to treatment
with tamoxifen alone. This well-
balanced, double-blind study
included 9,366 patients from 21
countries. Approximately two
thirds of the patients had small,
node-negative tumors. The first
analysis was presented after a
median follow-up of 34 months.

The preliminary results showed
that 5 years of adjuvant therapy
with anastrozole was associated
with approximately a 17% better
disease-free survival compared with
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either tamoxifen alone or the com-
bination approach. These effects
included both loco-regional recur-
rence and distant failure.

Anastrozole also significantly
decreased the incidence of new
contralateral breast cancer (relative
risk reduction 58%) when com-
pared to tamoxifen or the combi-
nation. Anastrozole was generally
well tolerated with a significantly
lower frequency of hot flashes,
weight gain, vaginal bleeding and
discharge, as well as fewer cere-
brovascular and venous throm-
boembolic and endometrial cancer
events. However, there was an
excess of musculoskeletal disor-
ders and bone fractures in the anas-
trozole group.

While this trial has not yet
reached maturity and has not been
scrutinized by peer review, the data
are nonetheless intriguing. Howev-
er, several factors should be consid-
ered. The new data pertain only to
postmenopausal women. An aro-
matase inhibitor should not be
offered to premenopausal patients.
Currently, there is no evidence that
aromatase inhibitors are safe and/
or beneficial for premenopausal
women with breast cancer. Effects
on metabolism and cognitive func-
tion may be adversely affected. Tak-
ing into account that the data are
immature, it might be reasonable to
consider anastrozole for those post-

menopausal patients who are at
risk for tamoxifen-related compli-
cations such as vascular events or
endometrial cancer, especially if
they do not have undue concerns
about osteopenia. Patients who are
currently being treated with
tamoxifen should not generally
have the treatment changed to
anastrozole. The ATAC trial did not
address the benefits or the timing
of a sequential exposure to tamox-
ifen and an aromatase inhibitor.
This question is currently being
studied. Clinicians should use their
judgment when considering an
alternative in cases where tamox-
ifen negatively affects a patient’s
quality of life or safety.

While the toxicity profile of
hormonal therapy favors the aro-
matase inhibitor, the increased risk
of fractures in this population of
postmenopausal women is of con-
cern. Many women in this age
group require prevention or treat-
ment for osteoporosis. When
choosing a modality to prevent or
treat osteoporosis, the clinician
should keep in mind that in the
ATAC trial the benefits in disease-
free survival were eliminated when
anastrozole was combined with
tamoxifen. A combination of ralox-
ifene with an aromatase inhibitor
also may not be beneficial.

Clinical research groups and
investigational review boards wiill
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have to address how to approach
these issues for the large volume of
patients who are entered on clini-
cal trials that include adjuvant
tamoxifen treatment.

Advanced/Metastatic
Breast Cancer

An additional important pre-
sentation was the update on the
randomized, double-blind study
evaluating first-line therapy for
metastatic breast cancer. This trial
comparing letrozole (Femara) with
tamoxifen included 907 patients
and was initially reported in May
2001. The data demonstrated that
letrozole was superior to tamox-
ifen with regards to time to pro-
gression and objective response
rate. However, at that time of pub-
lication, the study had not suffi-
ciently matured to comment on
survival. This later assessment of
the trial (33 months of follow-up)
was presented in San Antonio.
While letrozole remained superior
to tamoxifen in time to progres-
sion, response rate, and toxicity
profile, the overall survival did not
differ significantly, regardless of
whether letrozole or tamoxifen
was given first (34 vs 30 months,
respectively). The data were fur-
ther analyzed for survival at earlier
timepoints, which suggested a
superiority of letrozole only during
the first 2 years.

While the data presented sug-
gest that an aromatase inhibitor
may be the drug of choice for first-
line therapy, it also endorses the
continuation of tamoxifen in
patients who are currently taking
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tamoxifen. These patients appear
to benefit from letrozole upon
progression on tamoxifen. Further-
more, for the next few years, the
majority of the patient with hor-
mone-receptor positive tumors will
have been exposed to adjuvant
tamoxifen. Therefore, an aromatase
inhibitor as first-line endocrine
therapy in postmenopausal
patients is the most likely choice,
and the question will be which aro-
matase inhibitor to use — an
answer that cannot be found yet.

Ductal Carcinoma In Situ
(DCIS) and Breast
Cancer Prevention

There is currently no indica-
tion to change the hormonal
approach for the prevention of
breast cancer or the treatment of
DCIS. These questions are cur-
rently being addressed, but may
take some years to be answered. It
is tempting to extrapolate a poten-
tial superiority of aromatase
inhibitors over tamoxifen from the
findings in the metastatic and adju-
vant setting. Nonetheless, their
empirical use contradicts the prin-
ciples of evidence-based medicine
and may obstruct future trials
addressing this question. It would
be a pity to find out that we pre-
vented breast cancer in a few
women but lessened the cognitive
function in many.

Conclusions

While the data on the aro-
matase inhibitors in the adjuvant
setting are certainly promising, it is

prudent to await maturation of this
trial before globally changing a
management practice that has been
established for over 2 decades.
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