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NCCN Guidelines Panel: Kidney Cancer

On behalf of Amgen Inc, | respectfully request the NCCN Kidney Cancer Guideline Panel reviews the enclosed data
for inclusion of XGEVA® (denosumab) for the prevention of skeletal-related events (SREs) in patients with bone
metastases from kidney cancer.

Specific Changes: Recommend that denosumab be added as first line therapy for the prevention of skeletal-
related events in patients with bone metastases from kidney cancer [Footnote “J” for Best Supportive Care]

FDA Clearance: XGEVA® (denosumab) was approved by the FDA for the prevention of skeletal-related events in
patients with bone metastases from solid tumors.t

Rationale: FDA approval was based on three double-blind, double-dummy, head-to-head phase 3 studies
comparing denosumab with zoledronic acid in over 5,700 patients with advanced cancer and bone metastases.
One of the studies was conducted in patients with solid tumors and multiple myeloma (N = 1,776) in which
denosumab demonstrated non-inferiority to zoledronic acid in delaying time to first on study SRE (hazard ratio
[HR] = 0.84; 95% confidence interval [Cl]: 0.71 to 0.98; P = 0.0007, non-inferiority test). In a subset analysis of
patients with solid tumors (N = 1,597), denosumab delayed the time to the first on-study SRE (HR = 0.81; 95% Cl:
0.68 to 0.96; P = 0.001 non-inferiority test, P = 0.034 superiority test) and the time to first-and-subsequent SREs
(rate ratio = 0.85; 95% Cl: 0.72 to 1.00; P = 0.048) compared with zoledronic acid.

Important Safety Information: XGEVA® (denosumab) can cause severe hypocalcemia. Osteonecrosis of the jaw
(ONJ) can occur in patients receiving XGEVA®. The most common serious adverse reaction in patients receiving
XGEVA® was dyspnea.

The following documents are submitted in support of this proposed change. We would like to acknowledge the
contributions of the NCCN panel members who are also co-authors or co-contributors of some of these
publications.
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Thank you fer your attention to these revisions. Please contact me should you have any questions.
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Roger Dansey, MD
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