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Selection of systemic therapy for patients with metastatic disease is a multi-

faceted decision that is influenced by the patient’s age, prior adjuvant systemic

therapy and a variety of other biopsychosocial considerations. Data from the
Breast Cancer Update Patterns of Care study, a survey conducted in September
2005 of medical oncologists and breast cancer clinical investigators in the United

States, are presented here. For patients with minimally symptomatic metastatic

disease, single-agent docetaxel is a common choice, and in older patients,

capecitabine is commonly utilized. In addition, bevacizumab is a common

consideration, particularly in patients receiving paclitaxel as first-line treat-

ment. As more postmenopausal women receive adjuvant aromatase inhibitors,

the selection of first-line endocrine therapy for metastatic disease is changing.

In postmenopausal women, fulvestrant is a popular choice after progression on

adjuvant anastrozole, while the aromatase inhibitors are commonly utilized after

progression on adjuvant tamoxifen.

CHEMOTHERAPY FOR METASTATIC DISEASE
AFTER PRIOR ADJUVANT AC - PACLITAXEL

The patient was treated two years ago with adjuvant AC -> paclitaxel
for an ER/PR-negative, HER2-negative tumor and now has bone and

lung metastases with minimal symptoms. What first-line treatment
are you likely to recommend for this patient?

Paclitaxel 45% 10% 43% 10% 40% 2%
Docetaxel 23% 24% 25% 26% 2% @ 24%
Nanoparticle paclitaxel — 8% — 8% 2%  10%
Capecitabine 16% 14% 18% 14% 48% 34%
Gemcitabine - 2% = 2% = 8%
Vinorelbine = = = = 2% 8%

Capecitabine + docetaxel 4% 10% 2% 6% 2% —
Gemcitabine + paclitaxel — 8% — 8% — 2%
Gemcitabine + docetaxel 4% 4% 4% 6% = 2%
Carboplatin + docetaxel 2% 12% 2% 12% 2% 4%
Carboplatin + paclitaxel 4% 2% 4% 2% — —
Other 2% 6% 2% 6% 2% 2%
No chemotherapy - = = = — 4%
Would you recommend bevacizumab for this patient?

Percent responding “yes”  69% 36% 62% 36% 38% 18%

Breast cancer specialists (n = 45) General oncologists (n = 50)

SOURCE: Breast Cancer Update Patterns of Care Survey, September 2005.

HORMONE THERAPY FOR METASTATIC DISEASE
AFTER ADJUVANT TAMOXIFEN

The patient has been on adjuvant tamoxifen for four years for an
ER/PR-positive, HER2-negative tumor and now has bone and lung
metastases with minimal symptoms. What first-line endocrine
treatment are you likely to recommend for this patient?

Anastrozole 21% 62% 25% 60%
Exemestane 7% 2% 9% 6%
Letrozole 68% 30% 66% 30%
Tamoxifen = = — —
Fulvestrant 2% 2% = =
No therapy 2% 4% — 4%
Percent responding “yes” 2% 14% — 8%

Breast cancer specialists (n = 45) General oncologists (n = 50)

SOURCE: Breast Cancer Update Patterns of Care Survey, September 2005.

CLINICAL USE OF FULVESTRANT

CHEMOTHERAPY FOR METASTATIC DISEASE
(NO PRIOR CHEMOTHERAPY)

The patient has received no prior systemic therapy for an ER/PR-
negative, HER2-negative tumor and bone and lung metastases

with minimal symptoms. What first-line treatment are you likely to
recommend for this patient?

Paclitaxel 42% 14% 40% 14% 41% 12%
Docetaxel 9% 22% 12% 24% 2% 24%
Nanoparticle paclitaxel — — — — 2% 10%
Capecitabine 14% 12% 16% 14% 38% 26%
Gemcitabine = = = 2% = 4%
Vinorelbine = = = = 2% 4%
Capecitabine + docetaxel 5% 6% 2% 4% — 2%
Gemcitabine + paclitaxel — 2% — — 2% —

Gemcitabine + docetaxel 2% 4% 2% 4% = =

Carboplatin + docetaxel 2% 2% 2% 2% 2% 2%

Carboplatin + paclitaxel 5% — 5% — — —
AC % 22% 9% 18% 2% 8%
AC + docetaxel % 8% 5% 1% — @ —
AC + paclitaxel — 8% — 6% 2% 2%
Other chemotherapy 7% — 7% — 7% 4%
No chemotherapy — — — — — 2%

Would you recommend bevacizumab for this patient?

Percent responding “yes”  64% 32% 56% 34% 36% 20%
Breast cancer specialists (n = 45) General oncologists (n = 50)

SOURCE: Breast Cancer Update Patterns of Care Survey, September 2005.

HORMONE THERAPY FOR METASTATIC DISEASE
AFTER ADJUVANT ANASTROZOLE

The patient has been on adjuvant anastrozole for four years for an
ER/PR-positive, HER2-negative tumor and now has bone and lung

metastases with minimal symptoms. What first-line treatment are
you likely to recommend for this patient?

Exemestane 10% 12%
Letrozole 2% 8%
Tamoxifen 26% 24%
Fulvestrant 50% 46%
No therapy 12% 10%

SOURCE: Breast Cancer Update Patterns of Care Survey, September 2005.
General oncologist data (n = 50)

Do you generally use a loading dose with fulvestrant? (percent responding “yes”) 53% 16%
What percentage of patients with metastatic breast cancer do you believe would prefer a monthly injection

rather than a daily oral endocrine agent? (mean) 22% 31%
Have you used fulvestrant in premenopausal patients with ER-positive metastatic disease in a nonprotocol setting?

(percent responding “yes alone”/percent responding “yes, but only with ovarian suppression/ablation”) 16%/32% 20%/6%

Breast cancer specialists (n = 45) General oncologists (n = 50)

SOURCE: Breast Cancer Update Patterns of Care Survey, September 2005.
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CHEMOTHERAPY FOR METASTATIC DISEASE

| decide whether a patient should receive combination
chemotherapy or sequential single agents based on the
burden and pace of the disease. For example, women
with quite a bit of visceral involvement — particularly
liver involvement — may need combination therapy. For
the patient with much more indolent disease, particu-
larly the patient with a long disease-free interval who
may have had sequential hormonal therapy and is now
hormone therapy refractory, | use sequential single
agents. Many of my patients receive capecitabine as the
first chemotherapy in this situation because it's orally
administered, does not cause alopecia and is extremely
well tolerated. It is similar to taking a hormone pill.

— Joanne L Blum, MD, PhD. Breast Cancer Update 2005 (1)

Many times in metastatic disease, we use all of the avail-
able therapies, so what we're really deciding on is the
order — what to start with. Many patients make that
decision based on their personal values. | find many of
my older patients are attracted to capecitabine because
it is an oral agent. Some of my younger patients think
of intravenous therapy as more aggressive, and they
prefer that strategy. However, this perception is based
on gut reaction rather than reality. | am a big fan of
capecitabine. Maybe it comes from being a “hormonal
therapy person” who prefers pills to begin with because
| use capecitabine a lot for salvage chemotherapy in
women who have already had an anthracycline and a
taxane for metastatic disease. In oncology, we tend to
remember our successes, but | have seen several impres-
sive responses with capecitabine in dire circumstances.
| have had women on capecitabine for a considerable
period of time with relatively good quality of life.

— Nancy E Davidson, MD. Breast Cancer Update 2005 (5)

ENDOCRINE THERAPY FOR POSTMENOPAUSAL WOMEN
WITH METASTATIC DISEASE

Previously, patients received tamoxifen in the adjuvant
setting, so we would use an aromatase inhibitor as
front-line therapy in the metastatic setting. Fulvestrant
was used second line, or we could use megestrol
acetate, but for many women fulvestrant has a more
convenient side-effect profile. Now that more women
receive aromatase inhibitors in the adjuvant setting,
we're using tamoxifen or fulvestrant as first-line treat-
ment in the metastatic setting.

— Harold J Burstein MD, PhD. Patterns of Care 2005 (1)

In my experience, patients tolerate the fulvestrant injec-
tions just fine. We have randomized data comparing
fulvestrant versus anastrozole in patients who have
already received tamoxifen, but the optimal sequence
for using fulvestrant is still undetermined. In choosing
between an aromatase inhibitor and fulvestrant, | ask
my patients whether they prefer an injection or a pill.
If they have transportation problems, then | use an oral
agent. However, for the Medicare population, these
drugs are very expensive. If the patient does not have
adequate insurance coverage and can't afford them, a
monthly injection may be better. Compliance is also an
issue to be considered when choosing between a daily
oral agent and a monthly injection.

— Joanne L Blum, MD, PhD. Patterns of Care 2005 (1)

Fulvestrant is a very good drug that has minimal
toxicity, and we're not seeing the degree of joint
discomfort that we see with the aromatase inhibitors.
In terms of efficacy, fulvestrant seems to be equiva-
lent to anastrozole. Based on data published this year
in Cancer, there seems to be no difference in overall
survival in the randomized trials of anastrozole versus
fulvestrant. Fulvestrant is a good drug and a viable
alternative to aromatase inhibitors in patients who
have disease progression on tamoxifen. We do have
to contend with the randomized trial of fulvestrant
versus tamoxifen, where we expected a strongly benefi-
cial effect for fulvestrant over tamoxifen, which was
not forthcoming. There were some subsets in which
fulvestrant appeared to be better, but the overall results
were about the same.

— Charles L Vogel, MD. Breast Cancer Update 2005 (9)





