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Prevention of skeletal related events (pathological fracture, radiation to bone, spinal cord
compression or surgery to bone) in adults with multiple myeloma and in adults with bone
metastases from solid tumors.

Treatment of adults and skeletally mature adolescents with giant cell tumor of bone that is
unresectable or where surgical resection is likely to result in severe morbidity.
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4.2 Posology and method of administration

Pediatric population

The safety and efficacy of XGEVA have not been established in pediatric patients (age < 18)
other than skeletally mature adolescents (aged 12-17 years) with giant cell tumor of bone.

XGEVA is not recommended in pediatric patients (age < 18) other than skeletally mature
adolescents (aged 12--17 years) with giant cell tumor of bone (see section 4.4).

4.8 Undesirable effects
Description of selected adverse reactions
Osteonecrosis of the jaw (ONJ)

In a phase lll trial in patients with non-metastatic prostate cancer (a patient population for
which XGEVA is not indicated), with longer treatment exposure of up to 7 years, the patient-
year adjusted incidence of confirmed ONJ was 1.1% per 100 patient-years during the first year

of treatment, 3.0% in the second year, and 7.1% peryearthereafter.

In a long-term phase |l open-label clinical trial in patients with giant cell tumour of bone (Study
6, see section 5.1), ONJ was confirmed in 6.8% of patients, including one adolescent (median
number of 34 doses; range: 4 — 116). At the completion of the trial, median time on trial
including safety follow-up phase was 60.9 months (range: 0—112.6). The patient-year
adjusted incidence of confirmed ONJ was 1.5 per 100 patient-years overall (0.2 per 100
patient-years during the first year of treatment, 1.5 in the second year, 1.8 in the third year,
2.1 in the fourth year, 1.4 in the fifth year, and 2.2 thereafter). The median time to ONJ was
41 months (range: 11 - 96).




:D'/M9N DA 12TV, I7X D''WY DNNNA
Pharmacokinetic properties 5.2 -1 Pharmacodynamic properties 5.1
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