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Denosumab Increased BMD in 6-Year Study

BY KERRI WACHTER

DENVER — The investigational agent
denosumab continued to increase bone
mineral density in osteoporotic post-
menopausal women during 6 years of
continuous use, based on the results of
an extension of a phase II study includ-
ing 412 women.

“Over a period of 6 years, continuous
treatment with denosumab resulted in
progressive gains in BMD in post-
menopausal women,” Dr. Paul Miller said
at the annual meeting of the American
Society for Bone and Mineral Research.

These findings support earlier ones in-
volving shorter follow-up of twice-year-
ly injections of denosumab in over 7,000
osteoporotic postmenopausal women.

The 93 patients on denosumab 60 mg
for 6 years had a continued increase in
spine BMD, with a mean cumulative in-
crease from baseline in spine BMD of
13%. In addition, the reduction in re-
sorption, as measured by serum C-
telopeptide (CTX) levels, was sustained
and plateaued over the course of con-
tinuous denosumab treatment.

The study was sponsored by Amgen
Inc., which is developing the drug. Dr.
Miller reported significant financial re-
lationships with several pharmaceutical
companies that make osteoporosis treat-
ments, including Amgen.

In the parent trial, 412 women were
randomized to receive denosumab,
open-label oral alendronate (70 mg/wk),
or placebo. All participants took daily
oral supplements containing elemental
calcium (1 g) and vitamin D (400 IU).
The 2-year data were published in Bone
in 2008 (43:222-9).

At the end of the first 2 years, patients
were reallocated. Denosumab-treated
patients who continued the study were
reassigned based on their randomiza-
tion group at enrollment. The placebo
group was maintained. In the extension
phase of the study, all patients received
denosumab 60 mg every 6 months for 2
more years.

The 16 patients who had been on place-
bo for 4 years and were switched to deno-
sumab 60 mg every 6 months for the last
2 years had gains in spine BMD that were
comparable to those observed in the first
2 years of the trial for patients on deno-
sumab 60 mg every 6 months. Similar re-
sults were obtained for hip BMD. Patients
on denosumab for 6 years had an average
cumulative hip BMD increase of 6%.

“The forearm data ... are interesting
because forearm BMD increased in the
denosumab groups, unlike the other an-
tiresorptive agents that have consistently
shown a decrease,” said Dr. Miller, whose
group practice in Lakewood, Colo., spe-
cializes in treatment of osteoporosis.

In an earlier trial of denosumab, results
show a significant decrease in the risk of
fractures during 36 months of twice-
yearly injections in 7,868 postmenopausal
women with osteoporosis, compared
with placebo injections (N. Engl. J. Med.
2009 [doi:10.1056/NEJM0a0809493]).
The study was funded by Amgen.

Earlier this year, the Food and Drug
Administration’s Advisory Committee
for Reproductive Health Drugs voted
that the benefits of denosumab to treat
osteoporosis in postmenopausal women
outweighed its risks, but the committee
did not support use of the drug to pre-
vent osteoporosis.

Amgen was seeking approval of the
human IgG2 monoclonal antibody to
treat and prevent bone loss in women
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with breast cancer receiving hormone
ablation therapy and to treat and pre-
vent bone loss in men with prostate
cancer receiving androgen deprivation
therapy.

The committee declined to support
most of those uses, primarily because of
concerns about long-term safety. Its
members did vote 9-4 that the benefits
outweighed the risks in treating bone
loss in prostate cancer.

The panel voted unanimously that
denosumab’s benefits outweighed its
risks in postmenopausal women, but be-
cause of questions about its long-term
impact on bone turnover and immuno-
genicity, suggested that the drug should
be limited to those at high risk for frac-
ture or with a history of fracture. W
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abuse, or diversion.

doses of opioids.

in opioid-tolerant individuals.

EMBEDA™ is NOT intended for use as a prn analgesic.

EMBEDA™ 100 mg/4 mg IS FOR USE IN OPIOID-TOLERANT PATIENTS ONLY. Ingestion of these capsules or the pellets
within the capsules may cause fatal respiratory depression when administered to patients not already tolerant to high

WARNING: EMBEDA™ (morphine sulfate and naltrexone hydrochloride) Extended Release Capsules contain morphine, an
opioid agonist and a Schedule Il controlled substance with an abuse liability similar to other opioid agonists. EMBEDA™
can be abused in a manner similar to other opioid agonists, legal or illicit. This should be considered when prescribing
or dispensing EMBEDA™ in situations where the physician or pharmacist is concerned about an increased risk of misuse,

EMBEDA™ contains pellets of an extended-release oral formulation of morphine sulfate, an opioid receptor agonist,
surrounding an inner core of naltrexone hydrochloride, an opioid receptor antagonist indicated for the management of
moderate to severe pain when a continuous, around-the-clock opioid analgesic is needed for an extended period of time.

Patients should not consume alcoholic beverages while on EMBEDA™ therapy. Additionally, patients must not use
prescription or non-prescription medications containing alcohol while on EMBEDA™ therapy. The co-ingestion of alcohol
with EMBEDA™ may result in an increase of plasma levels and potentially fatal overdose of morphine. EMBEDA™ is to be
swallowed whole or the contents of the capsules sprinkled on apple sauce. The pellets in the capsules are not to be
crushed, dissolved, or chewed due to the risk of rapid release and absorption of a potentially fatal dose of morphine.

Crushing, chewing, or dissolving EMBEDA™ will also result in the release of naltrexone which may precipitate withdrawal

Please see additional Important Safety Information and Brief Summary of
full Prescribing Information, including boxed warning, on the following pages.






