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Adapted from Boyle WJ, et al. Nature. 2003;423:337-342. Bone Resorption, DM
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m e Denosumab vs zoledronic acid:

BEST PRACTICE

csenn secen wweacn onceees 1 RIANIE TO First skeletal-related event

Kaplan—Meier estimates of time to first on-study skeletal-related event

1-00 Median months (95% ClI)
Denosumab 20-7(18-8-24-9)
Zoledronic acid 17-1(15-0-19-4)

HR 0-82 (95% C1 0-71-0-95; p=0-0002 for non-inferiority analysis*;
pP=0-008 for superiority analysis*)

Proportion of patientswithout a skeletal-related event
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Patients at risk udy month

Denosumab 950 758 582 472 361 259 168 115
Zoledronic acid 951 733 544 407 299 207 140 93

Patients were assessed from baseline to the primary analysis cut-off date.
*p values were adjusted for multiplicity

*Reprinted from the Lancet, volume 377, Fizazi K et al. 'Denosumab versus zoledronic acid for treatment of bone metastases in men with
castration-resistant prostate cancer: a randomised, double-blind study’, pages 813-22. Copyright 2011, with permission from Elsevier
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Time to first and subsequent on-study skeletal-related events
.0—

Rate ratio 0-82 (95% CI 0-71-0-94; p=0-004: adjusted p=0-008~)

Cumulative mean number of

skelotal-related events per patient

Events
Denosumab (Nn=950) 494
Zoledronic acid (n=951) 5584
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Events occurred at least 21 days apart. *Adjusted for multiplicity
No difference in median OS or time to disease progression

"Reprinted from the Lancet, volume 377, Fizazi K et al. 'Denosumab versus zoledronic acid for treatment of bone metastases in men with
castration-resistant prostate cancer: a randomised, double-blind study’, pages 813-22. Copyright 2011, with permission from Elsevier




::‘:,:z::.'"‘ Denosumab vs zoledronic acid:
e Adverse events

Zoledronic acid Denosumab
Adverse event, n (%) (n=945) (n=943)

Total adverse events 918 (97) 916 (97)

Most common adverse events in either arm

= Anemia

= Back pain

» Decreased appetite

= Nausea

» Fatigue

341 (36)
287 (30)
274 (29)
245 (26)
222 (24)

337 (36)
304 (32)
267 (28)
272 (29)
257 (27)

CTC Grade 3, 4, or 5 adverse events 672 (71) 718 (76)
Serious adverse events 568 (60) 594 (63)
Adverse events leading to treatment discontinuation 138 (195) 164 (17)

*"Reprinted from the Lancet, volume 377, Fizazi K et al. 'Denosumab versus zoledronic acid for treatment of bone metastases in men with castration-
resistant prostate cancer: a randomised, double-blind study’, pages 813-22. Copyright 2011, with permission from Elsevier
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