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Track 9

DR LOVE: What are your thoughts on the study presented at ASCO this
year on the novel agent eribulin mesylate (3.1)?

DR OSBORNE: Eribulin mesylate is a new chemotherapeutic agent that is
derived from a marine sponge and works as a microtubule inhibitor. We
participated in the trial, and the data appear promising (Twelves 2010; [3.2]).
A survival advantage was evident among patients with advanced breast
cancer who had previously received a median of four regimens. Typically our
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standard chemotherapy drugs do not show a survival advantage in this setting,
so that was interesting. In view of this, I would be interested in seeing its
activity in earlier lines of therapy compared to other standard agents.

EMBRACE: An Open-Label, Global Phase Ill Study Comparing
Eribulin Mesylate to Treatment of Physician’s Choice (TPC)
in Locally Recurrent or Metastatic Breast Cancer

Accrual: 762
Eligibility

Locally recurrent or metastatic " "
breast cancer Eribulin mesylate 1.4 mg/m?;

Two to five prior 2-5 min IV days 1, 8 g21d

chemotherapies R

Received two or more
chemotherapy regimens for
advanced disease

Prior anthracyclines and taxanes * Any monotherapy (chemotherapy, hormonal,
biologic) or supportive care

Twelves C et al. Proc ASCO 2010;Abstract CRA1004.

EMBRACE Phase Il Study: Efficacy Data of Eribulin
versus Treatment of Physician’s Choice (TPC) in
Locally Recurrent or Metastatic Breast Cancer

Eribulin TPC! Hazard
(n =508) (n = 254) ratio p-value
Median overall survival 13.1 months  10.7 months 0.81 0.041
One-year survival 53.9% 43.7% — —
Median PFS (independent review) 3.7 months 2.2 months 0.87 0.14
Median PFS (investigator review) 3.6 months 2.2 months 0.76 0.002
Overall response 12.2% 4.7% — 0.0002

! No patients on the TPC arm received biologic therapy alone or supportive care.
PFS = progression-free survival

Twelves C et al. Proc ASCO 2010;Abstract CRA1004.

Track 10

DR LOVE: As a coauthor of the paper published in Lancet Oncology that
evaluated the Oncotype DX assay in patients with node-positive breast
cancer, would you comment on the clinical implications of this study?

DR OSBORNE: The growing body of data indicating that certain patients
with node-positive disease fare well with hormonal therapy alone led us to
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retrospectively evaluate the 21-gene Oncotype DX assay for approximately 40
percent of the patients who participated in the SWOG-8814 trial.

Our analysis of the Oncotype DX assay in patients with node-positive breast
cancer demonstrated that a much larger proportion of patients who might not
receive additional benefit with adjuvant chemotherapy could be identified

by the Recurrence Score than by ER and HER 2 scores alone (Albain 2010;
[3.3]). Patients with low Recurrence Scores don’t benefit from chemotherapy,
but patients with high Recurrence Scores clearly obtain a substantial benefit
(Albain 2009).

It is interesting to note that a strong trend for benefit from adjuvant chemo-
therapy was evident in patients with intermediate Recurrence Scores, which

is different than what was seen in an analysis of patients with node-negative
breast cancer (Paik 2004). I must caution that this was a retrospective analysis
of a fraction of the larger clinical trial. Therefore, these findings are not defin-
itive, but they are similar to observations that patients with endocrine-respon-
sive tumors don’t benefit from chemotherapy. I have changed my practice,

and I infrequently use adjuvant chemotherapy for patients with strongly
ER-positive, PR-positive, HER 2-negative tumors with a low Ki-67 or low
Recurrence Scores, even if the nodes are positive. m

Disease-Free Survival Hazard Ratios for Tamoxifen Alone
versus CAF-T According to Recurrence Risk Group

Hazard ratio (95% CI)

Low Recurrence Score

All years e 1.02 (0.54-1.93)
Intermediate Recurrence Score
All years —a— 0.72 (0.39-1.31)
High Recurrence Score
All years —— 0.59 (0.35-1.01)
I 1 | 1
0 1 2 3
Chemotherapy benefit No chemotherapy benefit

Albain KS et al. Lancet Oncol 2010;11(1):55-65.

SELECT PUBLICATIONS

Albain KS et al. Prognostic and predictive value of the 21-gene recurrence score assay
in postmenopausal women with node-positive, oestrogen-receptor-positive breast
cancer on chemotherapy: A retrospective analysis of a randomised trial. Lancet Oncol
2010;11(1):55-65.

Paik S et al. A multigene assay to predict recurrence of tamoxifen-treated, node-negative
breast cancer. N Engl ] Med 2004;351(27):2817-26.

Twelves C et al. A phase III study (EMBRACE) of eribulin mesylate versus treatment of
physician’s choice in patients with locally recurrent or metastatic breast cancer previ-
ously treated with an anthracycline and a taxane. Proc ASCO 2010;Abstract CRA1004.

14





