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Sreening with PSA? 
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ASCO-recommendations for PSA-

Sreening 
Basch et al., JCO 30 August 2012 

● Life expectancy less than 10 y: no screening 

● Life expectancy > 10 y: individual decision based on 

benefit (less mortality) and risks (complications from 

unnessary biopsy, surgery, radiation) 
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5000 patients: radical prostatectomy vs observation 
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Urologische Universitätsklinik 
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Systemic treatment for CRPC 

in 2011-2013 
Local Treatment 

PSA relapse (ADT) 

Metastatic Castrate-Resistant Prostate Cancer 

Castrate-resistant, M0 

Metastatic Hormone-Sensitive  

prostate cancer 

Docetaxel 

Sipileucel 
Zoledronate 

Cabazitaxel 
Denosumab 

Cabozantinib 

Abiraterone 

Abiraterone 
Enzalutamide 

Radium 223 

Continuous ADT 

ADT 



Abiraterone Inhibits Androgen Biosynthesis 
Through CYP17 

• Androgens produced at 3  
critical sites 

– Testes 

– Adrenal gland 

– Prostate tumor cells 

 

• Abiraterone inhibits  
biosynthesis of androgens that 
stimulate tumor cell growth 

 

• PSA and radiographic  
responses in Phase 2 studies  
of CRPC   

– Chemo-naïve and  
post-chemo patients1-6 

1. Attard G et al. J Clin Oncol. 2008;26:4563-4571; 2. Attard G et al. J Clin Oncol. 2009;27:3742-3748; 3. Reid AH et al. J 
Clin Oncol. 2010;28:1489-1495; 4. Ryan CJ et al. J Clin Oncol. 2010;28:1481-1488; 5. Danila DC et al. J Clin Oncol. 

2010;28:1496-1501; 6. de Bono JS et al. Ann Oncol. 2010;21(suppl 8): Abstract LBA5. 



Urologische Universitätsklinik 

COU-AA-301: Abiraterone post-Chemo 
(Docetaxel) Overall Survival 

HR = 0.646 (0.54-0.77)  P < 
0.0001 

Placebo:  
10.9 months (95%CI: 10.2, 12.0) 
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Abiraterone acetate:  
14.8 months (95%CI: 14.1, 15.4) 

2 Prior Chemo OS:    1 Prior Chemo OS 
14.0 mos AA vs 10.3 mos placebo                     15.4 mos AA vs 11.5 mos placebo 



V1.0 

COU-AA-302 

Abiraterone in hormone refractory Chemonaive pts: 

PFS  

Data cutoff 20/12/2010 
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Time to Progression or Death (Months) 

AA + P 

PL + P 

AA + P (median, 
mos):  

NR 

PL + P (median, 
mos):  

8.3 

HR (95% CI):  0.43 (0.350.52) 

P value:  < 0.0001 
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PCA, Knochenmetastasen 

Vinzenzkrankenhaus Hannover 

Tabarz 

13./14.9.2012 
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Radium 223 : cell kill + 

marrow penetration :PFS 
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• Endocrine agents 
– Abiraterone 

– Enzalutamide 

 

• Immunotherapy 
– Sipuleucel-T 

• Chemotherapy 
– Cabazitaxel 

• Bone-targeting agents 
– Denosumab 

– Alpharadin 

 New drugs for CRPC  

• Endocrine agents 
– ODM 201 (ESMO 12) 

– ARN 509 (ASCO 12) 

– Orteronel 

• Immunotherapy 
– Ipilimumab (2013?) 

– Prostvac 

– Tasquinimod 

• Bone-targeting agents 
– Cabozantinib (ASCO 12) 

– Dasatinib (2013?) 

• HSP-targeting drugs 
– OGX 011, OGX 427 



Cabazitaxel in Second-line CRPC 

TROPIC Phase III Study 
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Mitoxantrone 12mg/m2 q3w 

Prednisone 10mg qd 

mHRPC 
Progression 

after TXT 

Cabazitaxel 25mg/m2 q3w 

Prednisone 10mg qd 

360 pts 

360 pts 
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Stratification factor : 

ECOG PS (0,1 vs 2) 

Mesurable/non_mesurable 

 Primary Endpoint: 

Overall survival 

Secondary Endpoint: 

PSA response, PSA 
progression, PFS, RR,  Pain 
progression, Safety, PK of 
cabazitaxel 

 

 

Enrolment closed: 745/720 pts 

Hypothesis: 25% Reduction in the risk of death  

or median OS=10.67 months for cabazitaxel vs 8 months 

511 events, duration 36 months 

 



Cabazitaxel vs Mitoxantrone:Overall Survival 

MP CBZP 

Median OS  

(months) 
12.7 15.1 

Hazard ratio 0.72 

95% CI 0.61–0.84 

P-value <.0001 

Median FU: 13.7 mo 

MTX+PRED 

CBZ+PRED 
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28% risk of death reduction  
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De Bono et al., Lancet 2010;376:1147-54  



clinicaloptions.com/oncology 

Expert Guidance in the Treatment of CRPC: Making the Right Choices for Patients 

Patient’s white blood 
cells harvested  

Short-term culture with protein 
“cassette” 

Shipping 

Cells infused back into 
patient (IV) 

GM-CSF 

Prostatic acid 
phosphatase  

Active Cellular Immunotherapy 

(Sipuleucel-T) 



clinicaloptions.com/oncology 

Expert Guidance in the Treatment of CRPC: Making the Right Choices for Patients 

IMPACT Study: OS (ITT Population) 

P = .032 (Cox model) 
HR: 0.775 (95% CI: 0.614-0.979) 

Median survival benefit: 4.1 mos 

Sipuleucel-T (n = 341) 
Median survival: 25.8 mos 

Placebo (n = 171) 
Median survival: 21.7 mos 

Kantoff PW, et al. N Engl J Med. 2010;363:411-422. 
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Targeting CTLA4:  

Ipilimumab  
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Ipilimumab/Placebo + XRT 

Docetaxel-naive patients: the « 95 » trial 

Docetaxel-pretreated patients: the « 43 » trial 

R 

R 

Ipilimumab 10 mg/kg 

Placebo 

Ipilimumab + XRT to bone 

Placebo + XRT to bone 

n= 600 

OS (HR: 0.7) 

2 

1 

n= 800 

OS (HR: 0.76) 



 Prostvac: Poxviral-based         

PSA targeted immunotherapy 

Post hoc survival assessment ? Kantoff P, J Clin Oncol 2010; 28: 1099-105. 

PFS OS 



Tasquinimod 

Pili R, J Clin Oncol 2011, 29 

n= 101 asymptomatic CRPC patients 

Randomized phase II 

Tasquinimod:  

- Anti-angiogenesis (VEGF-dependent and independent) 

- Immuno-modulation (Target: S100A9 protein) 

Phase III trial asymptomatic CRPC 

R-Phase II trial maintenance post-doce 

R 

R 

Tasquinimod 

Placebo 

Tasquinimod 

Placebo 

n= 1200 

PFS (HR: 0.6) 

+ OS 
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n= 140 

PFS (HR: 0.59) 



Targeting sRc: Dasatinib 
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PSA response:49% RECIST: 42% 

Araujo et al., ASCO 2009, Abstr 5061 

Fizazi K et al. Ann Oncol 18:1765-1773, 2007 

Phase II Docetaxel-dasatinib 

n= 46 

R 

Docetaxel + Dasatinib 

Docetaxel + Placebo 

Phase III « Ready » trial 

n= 1380 

OS 



Targeting Hsp27: OGX-427 

• Heat Shock Protein 27 (Hsp27) 
– Stress activated, small heat shock 

protein 

– Phospho-activated to form 
chaperoning oligomer which regulates 
multiple cell signaling and survival 
pathways  
• Inhibits apoptosis 

• Involved in proteasome mediated 
degradation 

• Facilitates normal protein folding and 
function  

– Steroid receptors: AR, ER 

– Growth factor: IGF-1, VEGF-1, FGF 

– Cytokine: IL-6, TGF-beta 
Rocci et al, Cancer Res, 65:11083, 2005;  

Zoubeidi et al, Cancer Res, 67:10455, 2007 



OGX-427 in CRPC:  

PSA Waterfall Plots 

OGX-427 + Prednisone Prednisone 
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Chi K et al., ASCO 2012 

+ activity reported on Recist, CTC conversion, cross-over 


