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Chemoprevention

The 1998 publication of the initial results of the NSABP P-1 trial brought the issue
of chemoprevention in high-risk women to the forefront of attention in both the
lay press and the medical literature. While tamoxifen reduced the incidence of
breast cancer in high-risk women in both P-1 and the recently reported IBIS-1

trial, NSABP P-2 (the STAR trial) is comparing another SERM (raloxifene) to
tamoxifen in this setting. An updated 2002 ASCO Technology Assessment endorsed
the implementation of additional research in chemoprevention. The recent
presentation of the ATAC trial — demonstrating an advantage to anastrozole over
tamoxifen in reduction of contralateral cancers — hints toward future trials of the
aromatase inhibitors in a chemoprevention setting, such as the recently launched
IBIS-2 trial comparing anastrozole to a placebo. Ultimately, with a number of
available effective agents, issues of toxicity and side effects may become paramount.

RANDOMIZED, PLACEBO-CONTROLLED
CLINICAL TRIAL TO DETERMINE THE WORTH
OF TAMOXIFEN FOR PREVENTING BREAST
CANCER — Closed Protocol

Protocol ID: BCPT-1, NCI-P91-0022, NSABP-P-1
Actual Accrual: 13,388 women

STUDY OF TAMOXIFEN AND RALOXIFENE
(STAR) FOR THE PREVENTION OF BREAST
CANCER — Open Protocol

Protocol ID: NSABP-P-2
Projected Accrual: 22,000 women

Eligibility | Postmenopausal women at risk (LCIS or

>1.66% five-year probability) for
developing breast cancer

'ARM 1 [Tamoxifen + placebo x 5 years

Eligibility | Pre- and postmenopausal women
> 35 years old at high risk for

breast cancer

m Tamoxifen 20 mg qd x 5 years
m Placebo x 5 years

Fisher et al. Tamoxifen for prevention of breast cancer: Report of
the National Surgical Adjuvant Breast and Bowel Project P-1 Study.
J Natl Cancer Inst 1998:90(18):1371-1388.

Source: NCI Physician Data Query, October 2002

m Raloxifene + placebo x 5 years

Quality of life assessed at baseline and six-month intervals to
five years, then annually thereafter.

Study Contact:
Norman Wolmark, Chair. Tel: 412-359-3336
National Surgical Adjuvant Breast and Bowel Project

Source: NCI Physician Data Query, October 2002

NSABP P-1 AND IBIS-1 STUDIES: BREAST CANCER EVENTS BY TYPE

# Patients Randomized Invasive Noninvasive Total Total
Cancer Cancer Cancer Cancer
Placebo Tam Placebo Tam Placebo Tam Placebo Tam OR
95% CI
P_1 6,707 6,681 175 89 69 35 244 124 0.51
0.39-0.66
IBIS-1 3,566 3,973 85 64 16 5 101 69 0.68
0.50-0.92

DERIVED FROM: Chlebowski RT et al. / Clin Oncol 2002;20(15):3328-3343 & IBIS Investigators. Lancer 2002;360(9336):817-24.

INTERNATIONAL BREAST CANCER
INTERVENTION STUDY-2 — Open Protocol

Protocol ID: IBIS-2
Projected Accrual: 6,000 women

Eligibility ‘ Increased breast cancer risk
m Anastrozole 1 mg qd x 5 years

m Placebo x 5 years

Source: Jack Cuzick, PhD, Personal Communication, November 2002.

INTERNATIONAL BREAST CANCER
INTERVENTION STUDY-1 — Closed Protocol

Protocol ID: IBIS-1
Actual Accrual: 7,152 women

Eligibility | Women aged 35-70 at high risk

for breast cancer

m Tamoxifen 20 mg qd x 5 years

m Placebo x 5 years

Source: IBIS Investigators. Lancer 2002;360(9336):817-24.
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ASCO TECHNOLOGY ASSESSMENT OF PHARMACOLOGIC
INTERVENTIONS FOR BREAST CANCER RISK REDUCTION:
KEY CONCLUSIONS

“Tamoxifen (at 20 mg/d for 5 years) may be offered
for women with a 5-year projected breast cancer
risk of = 1.66%. Risk/benefit models suggest that
younger women, women without a uterus, and
women at higher breast cancer risk, derive the
greatest clinical benefit with least side effects.
Raloxifene is not recommended to lower breast
cancer risk. It should be reserved for its approved
indication: to prevent or treat bone loss in
postmenopausal women. Aromatase inhibitors or
aromatase inactivators are not recommended to
lower breast cancer risk. Clinical trial evaluation of
potential chemoprevention agents, either alone or

In combination, is encouraged.”

—Chlebowski RT et al.
J Clin Oncol 2002;20(15):3328-3343.

In comparing the 2002 ASCO technology assessment
to the 1999 assessment, the big change is that we
now have much greater confidence in the reliability
of our estimates of tamoxifen’s effects. Now, there
are more than 2,000 events, and we have greater
confidence in the effects of tamoxifen — maybe a
40% risk reduction — and in the side-effect profile.

We now talk about recommending tamoxifen for
short-term risk reduction of breast cancer — for
about five years. We don’t have long-term
information, and we’'re much more cognizant of
the side effects. It seems younger women and
women without a uterus derive the principal
benefit, based largely on risk-benefit models

that have been developed.
—Rowan Chlebowski, MD

IMPLICATIONS OF ATAC CONTRALATERAL DATA FOR
CHEMOPREVENTION RESEARCH

The odds ratio for the reduction of contralateral
breast cancer favoring anastrozole over tamoxifen
Is 0.42, and the difference emerges within one year.
So, there is a staggering 58% reduction over
tamoxifen. Tamoxifen can produce a 50% reduction
long-term. If these findings hold up, we can add
another significant reduction on top of the 50%,
and this starts translating into a potential for very

significant chemoprevention of breast cancer.
—Michael Baum, ChM, FRCS

ATAC has tremendous implications for prevention,
and the IBIS-2 trial will evaluate anastrozole in this
setting and in DCIS. We need to explore this further
in the United States with definitive studies in
postmenopausal high-risk women. In this subgroup,
the toxicity of tamoxifen is substantial.

The main safety concerns with tamoxifen are the
agonist effects (i.e. risks of thromboembolic
complications and small risk of endometrial cancer).
Even women with just vaginal bleeding without
endometrial cancer still have to go through a
number of tests and procedures before we know
that they don’t have the problem. There’s no
question that the safety profile of anastrozole is
much better than tamoxifen. Anastrozole is an
agent with almost nonexistent side effects — at
least in the preliminary analysis of the data —
making it a very attractive agent to be evaluated

in the prevention setting.
—Aman Buzdar, MD
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