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Alarge randomized double-blind phase Ill trial led by Canada's NCIC Clinical Trials Group (NCIC CTG) has shown that in Z0EEFHRENSER I NS
postmenopausal women who are at increased risk of developing breast cancer, the aromatase inhibitor (Al) exemestane
(Aromasin) reduces this risk by 65 percent compared with placebo. [News 09]
"The potential public health impact of these findings is important. Worldwide it is estimated that 1.3 million women are BRAFREEZF &M X T/ — Y DEFREN

diagnosed with breast cancer each year and nearly 500,000 women die of the disease. Results from the MAP.3 trial ET 3
indicate that exemestane is a promising new way to prevent breast cancer in menopausal women most commonly affected =

with breast cancer," said Paul E. Goss, M.D., Ph.D., lead study author and professor of medicine at Harvard Medical
School and Massachusetts General Hospital in Boston, MA. [News 10]
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"The reduction in breast cancers of 65 percent we demonstrated was exactly in line with our expectations," Dr. Goss /':'ﬁ“- &4)s J \Lb$$fﬁi5fﬂio)étﬁ3‘_—7) E&%T 3
continued. "The numbers of tumors are small but there also appeared to be fewer of the more aggressive tumors on

exemestane. Our study not only showed an impressive reduction in breast cancers, but also an excellent side effect profile, [News 11]
although my cautionary note is that average follow-up to date has been only 3 years." XS5 ) —<TDT7—Z RS BEELT
Estrogens have been implicated in causing breast cancer. The anti-estrogens tamoxifen and raloxifene are FDA approved ipilimumab IEEXICTH D
preventatives of breast cancer in women at high risk. However, it has been estimated that rare but serious uterine cancer
and blood clots which can be fatal, have limited the acceptance of tamoxifen to only 4 percent of high risk women and 0.08
percent of all women in the U.S. There is a need for highly effective and safer options for breast cancer prevention. [NEWS 12] .
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Aromatase inhibitors (Als) powerfully prevent estrogen synthesis and are distinct from tamoxifen in the way they counteract HEEB

estrogen. Als are superior to tamoxifen in preventing recurrences in early breast cancer patients, including the prevention
of new breast cancers. The investigators predicted from laboratory experiments and clinical results that Als would prevent
breast cancer without the serious toxicities seen with tamoxifen. [News 13]
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The MAP.3 (Mammary Prevention Trial-.3) study, led and coordinated by the NCIC CTG, is the first randomized trial to Eﬁih AlcBIFS bevaC|zumab0)/.:.4§ *74

assess an aromatase inhibitor as a breast cancer preventative in healthy women. Exemestane is an Al approved by the VA

U.S. Food and Drug Administration for use in early breast cancer patients. The trial enrolled 4,560 women from the U.S.,

Canada, Spain and France. [News 14]

Eligible postmenopausal women had at least one of these risk factors: age greater than or equal to 60 years; five-year Gail BN A TEIRIES AR (L 7R £ ABRE T 2
risk score greater than 1.66 percent; prior atypical ductal or lobular hyperplasia or lobular carcinoma in situ; or ductal

carcinoma in situ with prior mastectomy. [News 15

At a median follow up of three years, the group receiving exemestane had a 65 percent reduction in invasive cancers (11 ) \Blﬁﬁ’\o)ﬁig‘ﬁﬁﬁﬁ%ﬁ ‘iﬁgﬂg

invasive breast cancers in the exemestane group compared to 32 in the placebo group). There was also a 60 percent Eﬂ%—g— 3

reduction of invasive breast cancer plus pre-invasive DCIS among the 66 cases in the women on the trial. Importantly,
there were fewer cases of cancer precursor lesions such as atypical ductal and atypical lobular hyperplasia in the group
receiving exemestane. [News 16]
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The investigators reported symptoms such as hot flashes, fatigue sweating, insomnia and arthralgia were frequent in all

women on study but predictably slightly more common on exemestane. However, these symptoms did not appear to affect §T 2
self-reports of overall health-related quality of life on exemestane.

[News 17]
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More serious adverse events including bone fractures, osteoporosis, hypercholesterolemia, adverse cardiovascular events
and other non-breast cancers were equal in both groups.

"After unblinding, women on active therapy will be offered exemestane to complete five years, and MAP.3 sites will have the
option of offering five years of exemestane to those initially allocated to placebo. We and others are conducting placebo-
controlled trials in healthy women and early breast cancer patients of Als in menopausal women of similar age and results [News 18]
from these ongoing trials will contribute to our understanding of long term efficacies and toxicities of aromatase inhibitors," EZ K V) BRERHEIEDEDRINET B
Dr. Goss said. "Long-term results in women with early breast cancer show durable long-term reductions in new breast
cancers with exemestane without accumulation of late toxicities. So we are hopeful and optimistic that this will be the case
in this prevention setting." [News 19]
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