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ibandronate has been studied for
efficacy and safety. In international
trials, 564 breast cancer patients
with bone metastases were random-
ized to treatment with either oral
ibandronate or placebo pills for 
96 weeks. The proportion of 
12-week periods with new SREs was
significantly lower in patients treated
with 50 mg of oral ibandronate. The
median time to occurrence of a first
SRE was delayed by 6 months,
although this did not reach statistical
significance.

In addition, oral ibandronate
rapidly alleviated bone pain, reducing
and maintaining bone pain scores
below baseline throughout the 2-year
study period. Patients treated with
oral ibandronate also experienced a
significantly slower decline in quality
of life scores, although they had a
slightly higher incidence of adverse
events such as hypocalcemia, abdom-
inal pain, dyspepsia, nausea, and
esophagitis compared to patients
treated with a placebo.

Use in nonmetastatic disease
The clinical efficacy of bisphospho-
nates in reducing skeletal morbidity
among women with advanced (stage
IV) breast cancer prompted studies
on its effectiveness when given to
women with nonmetastatic disease
(stages I to III). One prospective
study involved women with primary
operable breast cancer (stages I to III)
who had evidence of tumor cells on
bone marrow aspirates. (The pres-
ence of tumor cells in bone marrow,
though not used for cancer staging,
has been linked to a higher risk of
distant metastasis.) 

Participants underwent standard
surgical resection, received adjuvant
systemic therapy, and were then
randomized to receive clodronate
therapy (1,600 mg of oral 
clodronate per day, taken as four 
400 mg capsules every morning),
or simply standard follow-up. At a
median of 36 months, the clodronate
group had a significantly lower inci-
dence of bone metastasis, half the
number of bone metastases, and
unexpectedly, a lower incidence of
visceral metastases, and higher
survival rate.

Another large, randomized,
placebo-controlled study of 1,069
women with stages I to III breast
cancer had similar findings. Women
received either 1,600 mg of
clodronate or a placebo orally each
day for 2 years, in conjunction with
standard therapy (surgery, radiation,
chemotherapy, and immunotherapy).
At 2 years, women who received
clodronate had a significantly lower
incidence of bone metastasis as well
as a significantly higher survival rate.

At 5 years, although the reduction in
bone metastases continued to be
significant, the survival advantage did
not. The incidence of SREs among
patients with confirmed bone metas-
tases was lower in the clodronate
group (57 percent) than in the
placebo group (73 percent) at 
5 years.

In contrast, another randomized,
controlled study of 299 women with
primary node-positive breast cancer
did not show any benefit for
clodronate therapy in the prevention
of bone metastasis. Furthermore, the
overall survival rate and disease-free
survival rates were worse with
clodronate treatment. Thus, the
evidence for the usefulness of 
bisphosphonates as an adjuvant 
treatment in early breast cancer
remains equivocal.

ASCO guidelines 
In its updated 2003 guidelines, the
American Society of Clinical
Oncologists (ASCO) advocated the
initiation of bisphosphonate treat-
ment with 90 mg of IV pamidronate
or 4 mg of IV zoledronate every 3 to
4 weeks in a woman with breast
cancer and lytic bone metastasis on
radiographs, as an adjunct to
systemic therapy. Currently, zole-
dronic acid (Zometa®) is the most
commonly used bisphosphonate,
followed by pamidronate. These IV

formulations may be soon be
replaced by the orally administered
ibandronate. NOW
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Two new online CME modules are now available on OKO.

Scaphoid Nonunion UPDATE (Video)
Thomas Trumble, MD; Kearny Robert, MD; Thanapong

Waitayawinyu, MD

Double-Bundle ACL Reconstruction (Video)
Freddie H. Fu, MD; Wei Shen, MD, PhD; Nicholas Honkamp,

MD; Geoffrey S. Baer, MD, PhD; Mario Ferretti, MD

Each can help fulfill the CME requirements mandated by the
ABOS Maintenance of Certification (MOC) process.

Log in for convenient, in-depth learning:
www.aaos.org/oko

aaosnow_august07.qxp  7/27/2007  9:23 AM  Page 41


