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[etrozole Stems Breast Ca Return After Tamoxifen
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Contributing Writer

se of the aromatase inhibitor letro-

l | zole was linked to a significant

63% reduction in disease recur-

rence in women with early-stage breast

cancer who completed 5 years of tamox-

ifen therapy 1 to 7 years earlier, results of
a phase III study suggest.

“It appears that most cancers remain es-
trogen dependent for long periods in fol-
low-up and that their clinical courses can
be improved by the judicious use of aro-
matase inhibitors, even very late in follow-
up,” study investigators reported online in
the Journal of Clinical Oncology.

Until now providers, regulatory agen-
cies, and health care funders have re-
stricted the use of letrozole to women
who were with-
in 3 months of
discontinuing
tamoxifen, be-
cause the evi-
dence support-
ed its use only
in these cases.

But many, if
not most, breast
cancer survivors
have been off
tamoxifen for
more than 3
months. They
have never been
offered letrozole even though they might
benefit from it, wrote Dr. Paul E. Goss of
Massachusetts General Hospital Cancer
Center, Boston, and his associates in the Na-
tional Cancer Institute of Canada Clinical
Trials Group MA.17 study.

Ideally, the question would be settled by
arandomized clinical trial. Such a study is
under consideration, but even if it proves
feasible, the results will not be available for
years. In the meantime, assessing out-
comes in a subgroup of women in the
NCIC MA.17 trial “provides a unique op-
portunity to determine whether a later in-
tervention with the aromatase inhibitor”
is beneficial. These findings “provide the
only available information that can be
used to inform the decision these women
and their physicians face,” Dr. Goss and his
associates said.

In the MA.17 trial, more than 5,000
postmenopausal women within 3 months
of completing approximately 5 years of
adjuvant tamoxifen therapy were ran-
domly assigned to receive letrozole or
placebo and were to be followed for an-
other 5 years. But an interim analysis af-
ter a median of 2.4 years showed a dis-
tinct advantage with letrozole, so the
trial was unblinded and the placebo
group was offered letrozole for the re-
maining 2.6 years of the trial.

A total of 1,579 women switched to
letrozole, and 804 elected no further
treatment after unblinding. Of those who
switched to letrozole, 31 (2%) developed
recurrences, compared with 39 (5%) who
did not take letrozole. The drug was as-
sociated with an adjusted hazard ratio of
0.37, corresponding to a 63% drop in dis-
ease recurrence (J. Clin. Oncol. 2008;26

It seems most
cancers remain
estrogen
dependent for long
periods in follow-
up and their
clinical courses
can be improved
with aromatase
inhibitors.

[d0i:10.1200/ jco.2007.11.6798]).

Distant metastases occurred in 1% of
women who switched to letrozole, com-
pared with 2.4% of those who didn’t take
letrozole; a significant 61% reduction in
the risk of developing distant metastases
was reported. Similarly, mortality was
lower with letrozole than without it
(1.3% vs. 4.5%).

Interpreting these results is complicat-
ed by the fact that these study subjects
self-selected for letrozole therapy or no

further therapy. The patients who chose
letrozole were at greater risk of recur-
rence because of tumor characteristics,
however.

“The fact that women who would have
been expected to have a higher rate of re-
currence actually did better on letrozole
strongly suggests that letrozole was re-
sponsible for the reduced frequency of
breast cancer events in these patients,”
Dr. Goss and his associates said.

Women who took letrozole were at in-

creased risk of developing fractures or os-
teoporosis, known adverse effects of long-
term exposure to letrozole. It is possible,
however, that these complications could
be prevented with bisphosphonates, vita-
min D, and calcium replacement therapy,
they added.

In addition to the National Cancer In-
stitute of Canada’s funding, this study
was supported by the Pharmacia Corp, a
Pfizer company, and Novartis Pharma-
ceuticals Canada Inc. (]
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ADACEL vaccine is indicated for active booster immunization for the prevention of tetanus, diphtheria, and pertussis as a single dose
in persons 11 through 64 years of age.

There are risks associated with all vaccines. The most common local and systemic adverse reactions to ADACEL vaccine include injection site
pain, erythema, and swelling; headache, body ache, tiredness, and fever. Other adverse reactions may occur. ADACEL vaccine is
contraindicated in persons with known systemic hypersensitivity to any component of the vaccine or a life-threatening reaction after
previous administration of the vaccine or a vaccine containing tx g

the vaccine may be responsible, no further vaccination with the diphtheria, tetanus, or pertussis components found in ADACEL vaccine
should be carried out. As with any vaccine, ADACEL vaccine may not protect 100% of vaccinated individuals.

Before administering ADACEL vaccine, please see brief summary of full Prescribing Information on following page.

ADACEL vaccine is manufactured by Sanofi Pasteur Limited and distributed by Sanofi Pasteur Inc.

To order ADACEL vaccine, log onto wwuw.vaccineshoppe.com or call 1-800-VACCINE (1-800-822-2463).
Learn about pertussis disease and prevention at www.ADACELVACCINE.com
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