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Percent Change in Lumbar Spine BMD in Men at Month 24*
placebo drug treatment difference

Drug n % change n % change %
Denosumab 716 -1.0% 714 5.6% 6.7
Zoledronic** 6.2%** 6.1%
Alendronate 5.3
Risedronate 93 191 4.5
Forteo*** 147 0.5 151 5.9

. Data from the denosumab study 138 synopsis and from the product labels for
approved osteoporosis therapies

. ** active control, not placebo

. *** median 10 month treatment duration

Summary and Recommendation: This reviewer believes that Amgen's marketing
application for the use of denosumab for the treatment and prevention of
osteoporosis inupostmenopausal women and treatment and prevention of bone loss
in patients undergoing hormone ablation for prostate or breast cancer does not meet
the criteria for priority review.

Treatment of osteoporosis in postmenopausal women is the primary indication
sought by the sponsor. For the approval of all osteoporosis therapies except
estrogens, fracture efficacy must be demonstrated prior to the approval of any
secondary indication which relies on bone mineral density (BMD) as the primary
endpoint. The secondary indications sought by the sponsor all use BMD as the
primary endpoint. Therefore, fracture efficacy must be demonstrated in the
postmenopausal osteoporosis treatment trial prior to approval of these secondary
indications. The fracture reduction effectiveness achieved with denosumab is not
signifcantly better than that achieved with other available osteoporosis therapies.

In addition, there are currently eight therapies available for the treatment of
osteoporosis with dosing regimens that range from once daily oral products to a
once yearly intravenous product. The introduction of an every 6 months
subcutaneous injection dosing regimen which must be administered by ahealthcare
professional does not offer a signifcant improvement for increased patient
compliance.




