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Anastrozole
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Treatment of breast cancer both in early and ad-
vanced stages is rapidly evolving. A number of new
hormonal, chemotherapeutic and biologic agents
have become available with significant antitumour
activity in advanced stages of the disease.[!-] Most
benefit from these therapies is achieved when they
are given at an earlier stage of the disease.lo8]
Some aromatase inhibitors (anastrozole and letro-
zole) have proved to be superior to antiestrogen
therapy in advanced disease, and some (anastrozole
and exemestane) have demonstrated a survival ad-
vantage when compared to progestin as second-
line therapy.

The Arimidex, Tamoxifen Alone or in Combi-
nation (ATAC) trial, a landmark study, evaluated
the safety and efficacy profile of one of the new
aromatase inhibitors against tamoxifen. The data
from this trial, as reviewed in the accompanying
article, demonstrated that anastrozole alone has su-
perior efficacy to tamoxifen, and are consistent
with earlier observations with this drug in meta-
static disease. The safety profile of anastrozole was
more favorable overall than that of tamoxifen. An-
astrozole is a selective agent with no intrinsic hor-
monal properties. Most of the adverse effects of
adjuvant tamoxifen therapy (e.g. thromboembolic
events and endometrial cancer) are due to the ago-
nist properties of this drug. Bone fractures are the
only adverse effect of concern with anastrozole ad-
juvant therapy. Additional follow-up of the main
trial and the bone sub-protocol in the ATAC trial
will further define the effects of anastrozole on the
bones. In the meantime, bone mineral density
should be measured at the initiation of anastrozole
adjuvant therapy to provide a baseline value, and
should be evaluated at regular intervals thereafter.
If and when there is evidence of bone loss, appro-
priate pharmacological interventions should be
offered to the patient. However, these should not
include selective estrogen receptor modulator
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(SERM)-like drugs (e.g. raloxifene) because of the
potential for drug-drug interactions. Concomitant ad-
ministration of tamoxifen (another SERM) and an-
astrozolel! or letrozole!'% results in significant
lowering of the aromatase inhibitor drug levels.

In newly diagnosed postmenopausal women
with hormone receptor-positive disease, anastro-
zole now offers a new choice of therapy. Compared
with tamoxifen, anastrozole has an overall better
therapeutic index. Additional follow-up of the
ATAC study will further define its safety and effi-
cacy profile. A

References
. Buzdar A, Howell A. Advances in aromatase inhibition: clinical
efficacy and tolerability in the treatment of breast cancer. Clin
Cancer Res 2001 Sep; 7: 2620-35
2. Osborne CK, Pippen J, Jones SE, et al. Double-blind random-
ized trial comparing the efficacy and tolerability of fulvestrant
versus anastrozole in postmenopausal women with advanced
breast cancer progressing on prior endrocrine therapy: results of
a North American trial. J Clin Oncol 2002 Aug 15; 20: 3386-95
3. Slamon DJ, Leyland-Jones B, Shak S, et al. Use of chemother-
apy plus a monoclonal antibody against HER2 for metastatic
breast cancer that overexpresses HER2. N Engl J Med 2001
Mar 15; 344 (11): 783-92
4. Holmes FA, Valero V, Walters RS, et al. The M. D. Anderson
Cancer Center experience with Taxol in metastatic breast can-
cer. J Natl Cancer Inst Monogr 1993; 15: 161-9
5. Valero V, Holmes FA, Walters RS, et al. Phase II trial of
docetaxel: a new, highly effective antineoplastic agent in the
management of patients with anthracycline-resistant meta-
static breast cancer. J Clin Oncol 1995 Dec; 13 (12): 2886-94
6. NSABP. The effect on primary tumor response of adding sequ-
ential taxotere to adriamycin and cyclophosphamide: prelim-
inary results from NSABP protocol B-27 [abstract]. Breast
Cancer Res Treat 2001 Oct; 69 (3): 210
7. The ATAC (Arimidex, Tamoxifen Alone or in Combination)
Trialists’ Group. Anastrozole alone or in combination with tam-
oxifen versus tamoxifen alone for adjuvant treatment of post-
menopausal women with early breast cancer: first results of the
ATAC randomised trial. Lancet 2002 Jun 22; 359 (9324): 2131-9
8. Henderson IC, Berry D, Demetri G, et al. Improved disease-free
and overall survival from the addition of sequential paclitaxel
but not from the escalation of doxorubicin dose level in the ad-
juvant chemotherapy of patients with node-positive primary
breast cancer [abstract]. Proc Am Soc Clin Oncol 1998; 17: 101a
9. The ATAC Trialists’ Group. Pharmacokinetics of anastrozole
and tamoxifen alone, and in combination, during adjuvant
endocrine therapy for early breast cancer in postmenopausal
women: a sub-protocol of the Arimidex™ and tamoxifen
alone or in combination (ATAC) trial. Br J Cancer 2001 Aug
3;85(3):317-24
10. Dowsett M, Pfister C, Johnson SRD, et al. Impact of tamoxifen
on the pharmacokinetics and endocrine effects of the
aromatase inhibitor letrozole in postmenopausal women with
breast cancer. Clin Cancer Res 1999 Sep; 5 (9): 2338-43

—_



