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Therapeutic Indications Approvals in 2013 - drug modalities in oncology
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US FDA drug approvals
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In 2013, Oncology dominated overall approvals (30%) and expedited approvals
(61%)
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Table 1. Summary of current treatment options for metastatic castration-resistant prostate cancer

Survival time
Study Regimen and no. of patients Patient characteristics (mo)

TAX 327 [33] Docetaxel plus prednisone every 3  CRPC, chemotherapy naive 18.9vs. 16.5
weeks (n = 335), weekly (n = 334)
or mitoxantrone plus prednisone
(n=337)

: -.COU—AA-302‘ [36,37] Abiraterone acetate plus CRPC, chemotherapy naive, asymptomatic/ . 35.3vs.30.1
| prednisone (n = 546) vs. placebo mildly symptomatic
plus prednisone (n = 542)

|
‘AIMPACT ®[38] Sipuleucel-T (n = 341) vs. placebo  CRPC, chemotherapy naive, asymptomatic/ ; 25.8vs. 21.7
e — (n=171) minimally symptomatic

ROPIC [29] Cabazitaxel plus prednisone (n = CRPC, postdocetaxel . 15.1vs.12.7
378) vs. mitoxantrone plus
prednisone (n = 377)

OU-AA-301 [30, 31] Abiraterone acetate plus CRPC, postdocetaxel ; 15.8vs. 11.2
prednisone (n = 797) vs. placebo
plus prednisone (n = 398)

AFFIRM" [28] Enzalutamide (n = 800) vs. CRPC, postdocetaxel X 18.4vs.13.6
placebo (n = 399)

ALSYMPCA® [32] Radium-223 (n = 614) vs. placebo  CRPC, postdocetaxel or unfit for docetaxel 5 149vs.11.3
(n= 307)

*Not yet approved in European Union or U.S.
®Not yet approved In European Union.
Abbreviation: CRPC, castration-resistant prostate cancer
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Treatment Landscape
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TUMOR CELLS PRODUCE FACTORS THAT STIMULATE 2 OSTEOBLASTS AND OTHER BONE CELLS INCREASE 1 XGEVA® TARGETS AND BINDS TO RANK Ligand, PREVENTING 2 BY BINDING TO RANK Ligand, XGEVA® INHIBITS

OSTEOBLASTS TO SECRETE RANK Ligand PRODUCTION OF RANK Ligand ACTIVATION OF ITS RECEPTOR, RANK, ON OSTEOCLASTS OSTEOCLAST FORMATION, FUNCTION, AND SURVIVAL

L}
i

4 BONE RESORPTION RELEASES GROWTH 3 OVERPRODUCTION OF RANK Ligand DRIVES INCREASED
FACTORS FROM THE BONE MATRIX THAT FORMATION, FUNCTION, AND SURVIVAL OF OSTEOCLASTS, 3 XGEVA® PREVENTS THE MATURATION OF OSTEOCLASTS, DECREASING BONE
MAY PERPETUATE TUMOR ACTIVITY LEADING TO EXCESSIVE BONE RESORPTION RESORPTION AND BREAKING THE VICIOUS CYCLE OF BONE DESTRUCTION




More Options Than Ever for
Treatment of Metastatic CRPC
Patients

Approval
Year

Docetaxel / pred” 2004 2.9 months 0.79
Sipuleucel -T™ 2010 4.1 months 0.77
Cabazitaxel/pred’! 2010 2.4 months 0.70
Abiraterone/pred'? 2011 4.6 months 0.74
Enzalutamide’® 2012 4.8 months 0.63

Regimen Improved Survival Hazard Ratio

Radium 223 2012 3.6 months 0.69
Total 22 4 months
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