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Anastrozole Seen as First-Line Breast Ca Therapy

A R T I C L E S  B Y  

B R U C E  J A N C I N

Denver Bureau

S A N A N T O N I O —  Five years of the aro-
matase inhibitor anastrozole has now re-
placed tamoxifen as the endocrine thera-
py of choice for primary adjuvant therapy
of women with hormone receptor–posi-
tive early-stage breast cancer, Anthony
Howell, M.D., said at a breast cancer sym-
posium sponsored by the Cancer Therapy
and Research Center.

He presented the updated results of the
Arimidex, Tamoxifen Alone or in Combi-
nation (ATAC) trial, which at a mean fol-
low-up of 68 months continues to show
superior efficacy for anastrozole (Arim-
idex), as has consistently been the case
since the first year of follow-up.

ATAC is an AstraZeneca-sponsored,
randomized, double-blind trial for which
data are available on 9,366 post-
menopausal women with early-stage
breast cancer treated at 381 sites in 21
countries. Participants were randomized
to 5 years of tamoxifen, anastrozole, or
both, although the combination treatment
arm was halted early because of clearly in-
ferior results, explained Dr. Howell of the
University of Manchester, England.

At 68 months, 16% of hormone recep-
tor–positive patients in the anastrozole
arm had died or developed recurrent
breast cancer, compared with 19% of ta-
moxifen-treated patients. The anastrozole
group also had significant relative advan-
tages of 26% in time to local recurrence,
16% in time to distant recurrence, and a
53% lower rate of contralateral breast
cancer. 

Among hormone receptor–positive pa-
tients, there were 152 breast cancer deaths
in the anastrozole arm and 172 in the ta-
moxifen arm, a trend that didn’t reach sig-
nificance but may do so with several more
years of follow-up, he said. 

The incidences of endometrial cancer,
thromboembolic events, and ischemic
stroke were significantly lower in the anas-
trozole group. However, the rates of os-
teoporosis, fractures, and arthralgias were
significantly greater with anastrozole than
with tamoxifen.

Despite Dr. Howell’s call for anastrozole
to be considered the agent of choice for
first-line initial endocrine therapy, many
oncologists indicated that they—and large
numbers of their patients—remain un-
willing to do so routinely for now. 

That reservation is reflected in a recent
American Society of Clinical Oncology

technology assessment, which advised that
adjuvant therapy for postmenopausal
women with hormone receptor–positive
breast cancer “should include an aro-
matase inhibitor in order to lower the risk
of tumor recurrence,” without specifying
whether the agent should be used as ini-
tial therapy or after tamoxifen. 

The ASCO re-
port cited as reser-
vations the still lim-
ited data regarding
the late conse-
quences of aro-
matase inhibitor
therapy and how
best to utilize these
agents.

ASCO took a
conservative stance—and appropriately
so, Hope S. Rugo, M.D., said at a satellite
symposium sponsored by Merck and Co.

In her own practice, she favors using an
aromatase inhibitor from the beginning in
women at increased risk for osteoporosis
or thromboembolism, and in those with
higher-risk breast cancer as defined by a
human epidermal growth factor receptor
2 (HER2)–positive and/or estrogen re-
ceptor–positive/progesterone recep-
tor–negative (ER+/PgR–) tumor.

“For the average woman, though, I do
tend to think that maybe a couple of years
of tamoxifen isn’t a bad thing. I discuss the
data with each patient. And I have to say,

many patients are still very enthusiastic
about taking tamoxifen. It’s kind of gone
in reverse: Whereas before nobody want-
ed to take tamoxifen and everybody
thought it was an evil drug, now many
people are saying, ‘No, I want to take ta-
moxifen—I’m worried about the long-
term side effects of the aromatase in-

hibitors,’ ” said Dr.
Rugo, codirector of
the breast oncolo-
gy clinical trials
program at the
University of Cali-
fornia, San Francis-
co, Comprehensive
Cancer Center.

She added that a
particularly intrigu-

ing finding in ATAC—albeit one derived
from a secondary retrospective analysis—
was that the benefits of anastrozole
seemed to be concentrated in the 19% of
study participants who had ER+/PgR–
disease.

Their risk of recurrence was 57% less
with anastrozole than with tamoxifen,
compared with just a 16% advantage fa-
voring anastrozole in patients with
ER+/PgR+ tumors, who accounted for
71% of the ATAC population.

“I think we’re going to be seeing a lot
more about that issue in the future. It’s
now a bit controversial,” Dr. Rugo ob-
served. ■

Anastrozole showed significant advantages over
tamoxifen in time to local and distant recurrence.

At 68 months,
16% of patients
on anastrozole
had died or had a
recurrence vs.
19% of those on
tamoxifen.

DR. HOWELL

Menstrual Timing of Surgery
Not Seen as Prognostic Factor
S A N A N T O N I O —  The timing of
breast cancer surgery with respect to
menstrual cycle phase failed to affect
prognosis in two large multicenter
prospective observational studies pre-
sented at the annual breast cancer sym-
posium sponsored by the Cancer Thera-
py and Research Center.

This has been a longstanding contro-
versy. Since 1989, roughly two dozen sur-
gical studies have examined the issue.
Close to half have reported a survival ad-
vantage for breast cancer patients who
undergo their surgery during the luteal
phase of the menstrual cycle. The re-
maining studies concluded timing of
surgery had no impact upon disease-free
or overall survival.

But most prior studies involved a few
hundred patients or less, many were sin-
gle-center retrospective series, and near-
ly all relied upon patient recall of the last
menstrual period, which has the potential
for inaccuracy. To shed new light on the
issue, investigators from the North Cen-
tral Cancer Treatment Group conducted
a study in which 842 patients undergoing
breast cancer surgery at 103 sites were cat-
egorized as to menstrual cycle phase both
by biochemical determination at time of
surgery and by recall of last menstrual pe-
riod, explained Clive S. Grant, M.D., pro-
fessor of surgery at the Mayo Clinic,
Rochester, Minn.

Five-year disease-free survival in 231
women operated on during the luteal
phase was 81.9%, not significantly differ-
ent than the 82.2% rate among 364
women in the follicular phase or the
79.1% rate in women in an indeterminate
menstrual phase.

Nor did overall survival differ between
the groups, Dr. Grant said.

Biochemical determination of men-
strual phase based upon hormone levels
at the time of surgery demonstrated that
reliance upon last reported menstrual pe-
riod would have resulted in misclassifica-
tion of 29% of women, a finding that
casts doubt upon the validity of much of
the prior work in this area.

In a separate presentation, Richard
Sainsbury, M.D., reported on 412 women
followed for a median 59 months after
undergoing breast cancer surgery in a
multicenter British study. The 3-year
overall survival of 90.7% wasn’t affected
by timing of surgery in relation to men-
strual cycle.

The initial data analysis relied upon
patient report of last menstrual period.
Hormone levels at the time of surgery
were also measured, however, and in the
near future the data will be reanalyzed us-
ing those measurements to categorize
patient menstrual status, according to Dr.
Sainsbury, professor of surgery at the
University of Leeds (England). ■

Soy Isoflavones Did Not Cause Breast
Proliferation in Postmenopausal Women
S A N A N T O N I O —  Consumption of
soy isoflavones by postmenopausal breast
cancer survivors doesn’t appear to stim-
ulate epithelial proliferative activity in
the contralateral breast, according to a
small pilot study.

This is an important and reassuring, al-
beit still preliminary, observation. The
great majority of breast cancer patients
are postmenopausal, either because of
their age at diagnosis or as a consequence
of their cancer therapy. 

They are discouraged from using hor-
mone therapy to manage their
menopausal symptoms, which can be
quite severe. Soy supplements, which are
rich in phytoestrogens, are growing in
popularity as a nonpharmacologic alter-
native, Melanie R. Palomares, M.D., not-
ed at a breast cancer symposium spon-
sored by the Cancer Therapy and
Research Center.

Because preclinical work had shown
conflicting stimulatory and inhibitory ef-
fects of soy isoflavones on breast tissue,
Dr. Palomares and her coinvestigators
launched the University of Washing-
ton/Seattle Cancer Care Alliance Phy-
toestrogen Trial. 

Participants were randomized to 100
mg/day of isoflavone tablets or placebo.
Ultrasound-guided core biopsies of the
contralateral breast were taken with a 14-
gauge needle at baseline and after 6 and
12 months of therapy, explained Dr.

Palomares of City of Hope National
Medical Center in Duarte, Calif.

She reported on the results seen for 23
postmenopausal disease-free women pre-
viously diagnosed with and treated for in
situ or early-stage invasive breast cancer
who have completed the year-long ran-
domized trial. 

The primary study end point was
change in Ki-67 index, a widely used
measure of epithelial proliferation. Ki-67
levels were elevated in both treatment
and control groups at baseline, which
was to be expected in light of the known
elevated risk of contralateral breast can-
cer in women with a history of breast
cancer.

The Ki-67 index dropped steadily
throughout the 12 months of follow-up,
indicative of a decline in breast epithelial
proliferation. The decline was greater in
soy isoflavone-treated women, although
not significantly so.

Hyperplasia was present in the con-
tralateral breast tissue samples of 10 pa-
tients at baseline and 5 patients after a
year. 

The treatment groups were too small
to show significant differences in serial
histology. Similarly, there was a trend to-
ward decreased estrogen receptor ex-
pression over time in both the soy
isoflavone- and placebo-treated groups,
but no significant differences between
the two study arms. ■


