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• Anti-PD-1 (Nivolumab) is an investigational agent and is NOT FDA-approved for 
cancer treatment.   

 

• Anti-CTLA-4 (Ipilimumab) is NOT FDA-approved for the treatment of prostate cancer 

 

 

 

 

 

 

 
 

 

 

 



  

 

Sipuleucel-T 

(an autologous vaccine) 
 

 

Drake, Nature Reviews Immunology, 2010 



D9902B – IMPACT 
IMmunotherapy Prostate AdenoCarcinoma Treatment 

• Patients:  Asymptomatic or minimally symptomatic metastatic CRPC 

 

• Primary end point:   Overall Survival 

• Secondary end point:  TTP 

• * Prepared from cryopreserved lymphocytes 

• Metastatic 
CRPC 

• No visceral 
mets 

• N = 512 

Placebo q2 wksx3 

Sipuleucel –T  
q2 wks x3 
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Sipuleucel-T: 

Survival Benefit in Phase III Trial(s) 
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P = 0.032 (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 et al, NEJM  2012 
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CA209-003 mRCC population 

ASCO 2013 – Highly Confidential 

Response kinetics in patients with mRCC 

receiving nivolumab 1 or 10 mg/kg 

7 

Baseline tumor measurements standardized to zero; tumor burden = sum of longest diameters of target lesions 

 * = off-scale value of 144%; ▲= indicates first occurrence of new lesion 

Vertical line at 96 weeks = maximum duration of nivolumab therapy 

Horizontal line at −30% = threshold for defining objective response (partial tumor regression) according to RECIST 

Drake CG, McDermott D et al ASCO 2013 



“No objective responses were observed in 
patients with colorectal or prostate cancer.” 
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Phase I/II Evidence for Anti-CTLA-4  

Activity In Prostate Cancer 

Slovin S et. al.  Annals Oncology. 2013 

 

4(27) 



Phase 3 Study of Ipilimumab in Post-Docetaxel 

mCRPC (CA184-043): Study Design*1 

• Primary endpoint: overall survival (OS) 

• Secondary endpoints: progression-free survival (PFS), safety 

• Exploratory endpoint: prostate-specific antigen (PSA) response rate 

Post-docetaxel 
mCRPC 
(N=799) 

 
Placebo 

Wks 1, 4, 7, 10 
 

1:1 

Ipilimumab (10 mg/kg) 
Every 12 wks 

 
Placebo 

Every 12 wks 
 

N=399 

N=400 

Treatment until  
disease progression  
or intolerable toxicity 

 

Ipilimumab (10 mg/kg) 
Wks 1, 4, 7, 10 

Screening 

Patients stratified by investigator site,  
ALP, hemoglobin, and  

ECOG performance status  

Single-dose,  
bone-directed 

RT (8 Gy) 

*ClinicalTrials.gov Identifier: NCT00861614. 

ALP=alkaline phosphatase; ECOG=Eastern Cooperative Oncology Group; RT=radiotherapy. 
1Gerritsen WR et al. Paper presented at: European Cancer Congress 2013; Amsterdam, The Netherlands. Abstract 2850. 

11 Drake CG, et al GU ASCO 2014 



Phase 3 Study of Ipilimumab in Post-Docetaxel 

mCRPC (CA184-043)1 

 Primary Endpoint: OS (Intent to Treat [ITT] Population)  

Ipilimumab 

 (n=399) 

Placebo 

 (n=400) 

Median OS, months 

(95% CI) 
11.2 (9.5-12.7) 10.0 (8.3-11.0) 

HR (95% CI): 0.85 (0.72-1.00) 

Stratified log-rank P=0.0530 
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Ipilimumab 
Censored 

Placebo 
Censored 

Safety  
• Adverse event (AE) profile was consistent with that previously reported for ipilimumab* 

– The most frequent severe immune-related AEs were diarrhea and colitis 

*See poster presentation at this meeting: Beer et al. Abstract ID: 52. 
1Gerritsen WR et al. Paper presented at: European Cancer Congress 2013; Amsterdam, The Netherlands. Abstract 2850. 
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Presence of Visceral Metastases Appears to 

Interact With Treatment Effect* 

Prognostic Feature  P Value** HR (95% CI)** 

Age (<70 years, ≥70 years) 0.6764 1.073 (0.772-1.491) 

ECOG performance status  0.1655 1.271 (0.906-1.782) 

ALP 0.3304 1.178 (0.847-1.637) 

Gleason score  0.4971 0.888 (0.631-1.250) 

LDH  0.3778 1.214 (0.789-1.870) 

Visceral metastases   0.0056 1.644 (1.157-2.336) 

Hemoglobin  0.3257 0.842 (0.597-1.187) 

Average daily worst pain (<4, ≥4) 0.7645 1.057 (0.735-1.519) 

Log PSA 0.4105 0.951 (0.845-1.071) 

Bone metastases  0.8077 0.954 (0.655-1.391) 

Bone regions with metastases 0.4526 1.156 (0.792-1.689) 

*No multiplicity adjustment. 

**For descriptive purposes only. 
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OS by the Presence of Visceral Metastases  

at Baseline 

Ipi Visceral Metastases 
Censored 

Pbo Visceral Metastases 
Censored 

Pbo No Visceral Metastases 
Censored 

Ipi No Visceral Metastases 
Censored 
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Group 
Median OS, months 

(95% CI) 

Ipi No Visceral Metastases (n=280)   14.4 (11.5-16.4) 

Pbo No Visceral Metastases (n=275) 10.3 (9.6-11.7) 

Pbo Visceral Metastases (n=114)   7.4 (6.1-10.2) 

Ipi Visceral Metastases (n=113) 5.7 (4.7-7.8) 

14 



  

Stay tuned … 



Induction 
Randomization – Wk 24  

Ipilimumab 

10mg/kg 

Placebo Observation 

Observation 

Dosing 

Wk 1, 4, 7, 10 

Ipilimumab 10mg/kg 

Placebo 

Dosing 

Q 12 Wk 

Maintenance 
Wk 24 – 48+ 

Screening 
Day -28 to Rand  

Randomization 

2:1 

n= 600 

After treatment is discontinued 

subjects enter Follow Up Phase 

 
  

 
 Survival 

  
Tox & PD 

Follow Up 

F/U Q 12 

weeks for 

toxicity 

and/or PD 

F/U Q 12 

weeks for 

survival  

OS: 

Primary 

Endpoint 

www.clinicaltrials.gov (NCT01057810) 

Phase 3 Study of Ipilimumab in Pre-Docetaxel 

mCRPC (CA184-095): Study Design 

http://www.clinicaltrials.gov/


Prospect Trial: Design (SPA) 
 Phase 3 Global (US-CAN-AUS/WE/EE/Latin America)  

Non/Minimally 

symptomatic 

 

Metastatic 

Castration 

Resistant 

Prostate Cancer 

PROSTVAC-(V)(F) TRICOM + 

low dose adjuvant GM-CSF    

Vector Placebo 

Adjuvant placebo     
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No cross Over 

PROSTVAC-(V)(F) TRICOM 

Adjuvant placebo  

 

 

 

 

 

Standard of 

Care 

 

 

 

 

 

 

PRIMARY ENDPOINT: Overall Survival 



Prostate Cancer: 

Immunologically Challenged 

 

• 12 cytokine / chemokine 

     Signature 
 

• PCA score as a measure of 
chemokine signal 

 

 

 

Tissue Type 

Total # 

CEL 

files 

# Above 

90th 

percentile 

% Above 

90th 

percentile  

Bladder 212 27 12.74 

Brain 438 4 0.91 

Breast 3705 401 10.82 

Cervix 75 19 25.33 

Endometrium 333 14 4.20 

Esophagus 90 6 6.67 

Kidney 850 61 7.18 

Large_Bowel 2111 169 8.01 

Larynx 56 7 12.50 

Liver 116 5 4.31 

Lung 2708 488 18.02 

Oral_Cavity 98 25 25.51 

Ovary 670 21 3.13 

Pancreas 468 15 3.21 

Peritoneum 30 1 3.33 

Prostate 981 5 0.51 

Rectum-Anus 188 10 5.32 

Renal_Pelvis 62 1 1.61 

Skin 569 115 20.21 

Small_Intestine 52 2 3.85 

Soft_Tissue 97 14 14.43 

Stomach 133 13 9.77 

Thyroid 71 5 7.04 

Tongue 32 8 25.00 

Uterus 377 13 3.45 

Messina and Mule, Nature Reports 2012, 2:765 
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Combining Androgen-Ablation with Vaccination 

• Biochemically- 

recurrent prostate 

cancer following 

local therapy 

• Non-castrate 

(>150 ng/dl) 

testosterone 

• PSA doubling 

time ≤12 mo 

• No radiographic 

metastases 

 

1⁰ endpoint:     Determine whether ADT started before or after sipuleucel-T leads to an enhanced immune response. 

2⁰ endpoints:  Humoral immune responses, cellular immune responses, cytokine responses, PSA responses, time to PSA progression, metastasis-free survival. 

Antonarakis ES, et al. J Clin Oncol. 2013;31(Suppl 6): Abstract 34. 
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