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Two common adjuvant chemotherapy regimens have comparable efficacy but
differ in side effects
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A phase Il study presented at the American Society of Clinical Oncology 2013 annual meeting
reports that a lower dose, weekly regimen of adjuvant paclitaxel chemotherapy for higher-risk,
early-stage breast cancer who have undergone surgery was comparable to the standard dose,
biweekly regimen, but caused substantially fewer side effects. These findings may lead to more
doctors utilizing the weekly schedule and an improvement in patients' quality of life, and potentially,
cost savings. These findings may lead to more doctors utilizing the weekly schedule, which could
also result in cost savings, as the every two weeks regimen requires additional supportive care,
including growth factors (e.g., pedfilgrastim) to boost white blood cell production.

Paclitaxel is a long-standing component of breast cancer treatment. The drug is typically given to
patients either weekly or every two weeks, at a higher dose. Both approaches are widely used in
practice but until this study, there has not been a formal comparison of their efficacies.

"Our results suggest that either regimen will give a good outcome, but the weekly schedule seems
to result in better quality of life for patients, causing less muscle and bone pain and allergic
reactions," said lead study author G. Thomas Budd, M.D., a medical oncologist at the Cleveland
Clinic in Cleveland, Ohio. "The findings provide assurance that women can choose the lower-dose
therapy without sacrificing their chances of survival."

In this trial, patients with node-positive or high-risk node-negative operable breast cancer first
received treatment with one of three different regimens of doxorubicin and cyclophosphamide and
then received one of two different regimens of paclitaxel, in a randomized fashion. The paclitaxel
regimens studied were 1) a standard-dose treatment given every two weeks for 12 weeks with
pedfilgrastim support, or 2) a low-dose weekly regimen for 12 weeks. The results of the doxorubicin
and cyclophosphamide treatment were reported at ASCO in 2011, and the results of a comparison
of the two ways of giving paclitaxel were reported at this year's meeting.

The estimated five-year progression-free survival rates for weekly and every two weeks paclitaxel
were equivalent - 82 percent and 81 percent, respectively. The two schedules differed in the type
and severity of side effects: the every two-week schedule was associated with higher frequency of
allergic reactions (1.4 percent vs. 0.6 percent), and muscle and bone pain (11 percent vs. 3
percent), compared to the weekly schedule. The frequency of neurologic toxicity, a common side
effect involving numbness, tingling and pain of the fingers and toes, was also higher in the every
two week regimen (17 percent vs. 10 percent), but this difference may have been smaller had the

patients received only four cycles of every two weeks therapy (as is current practice) rather than six.

(Six cycles of every two weeks regimen was selected in this study so that patients in both arms
would be on treatment for 12 weeks).

"The current trial demonstrates that weekly paclitaxel dosing and every two weeks dosing were
equally effective in preventing breast cancer progression. However, weekly dosing caused less
toxicity, and should ultimately be associated with lower cost due to less use of granulocyte colony
stimulating factor. While some oncologists have already been using the weekly schedule for
adjuvant therapy, these results will motivate many doctors, including myself, to use weekly dosing,"
said Andrew D. Seidman, M.D., ASCO spokesperson and breast cancer expert.

A longer follow-up of patients enrolled in this study is planned, in addition to several ancillary
studies using participants' tumor samples. Those studies will explore genetic factors that predict the
likelihood of toxic side effects in individual patients treated with paclitaxel and effects of diet and
exercise on treatment efficacy and side effects.

This research was supported in part by the National Cancer Institute and Amgen, Inc.

ASCO02013%&

[News 01]
REEADT 1/ h R RSZDEDAEICHIIBD A
EFRI93

NS
7l BRI S DETDN AICE N TERD
THd

[News 03]
TR ACHL CERRB SRR A IS SIRE
SWBHEN TS

[News 04]
BRI — T2 THATHS

[News 05]
SNREADZEXS T BmEICINIAD ATES
YZIPMET 3

[News 06]
FeRWVREDFESEN AR -1
FETEREETSES

[News 07]
ETFESEP AT 2O TOEIEENZF
KB

[News 08]
MEFRERREZRISINED ADEREFIREE
ERTD

[News 09]
BT/ —RICH T 2R LA EREDR
HEhE

[News 10]
20N A EFREEL DA D RSN

[News 11]
VT 71 =T E—ERDETOROFIRERH AD
YETEIIEITS

[News 12]
KB ARSI TIUZEWTUIEYFS 2T IEANN
JATTENBNTVV:

[News 13]
e S L e S C

[News 14]
BRD*Z/—=Z33§ 35 7= MEKBR S

[News 15]
YNy b S £ e S Y GAVA S
~ 7 DAERMEIERHSN DT

[News 16]
ETAT/—RICH T B R L L R

News 10




