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Outline 

• Where we were 

 

• M0 CRPC therapy 

 

• Immunotherapeutic approaches 

 

• DNA repair pathway- combinations 

 

• Distinct gene signatures- t-SCNC 



State of the Art 2017: mCRPC 

• Chemotherapy 
– Docetaxel 
– Cabazitaxel 

 
• Anti-androgen agents 

– Abiraterone + prednisone 
– Enzalutamide 

 
• Radium-223 

 
• Immunotherapy 

– Sipuleucel-T 



What about M0 CRPC? 

• 2017 ASCO guidelines 
 

– ‘no data to support the use of second-line hormonal 
therapies for chemotherapy-naïve men with M0 
CRPC who are at low risk of developing metastases’ 

 

– ‘for chemotherapy-naïve patients at high risk of 
developing metastases (rapid PSA doubling time or 
velocity), second-line hormonal therapies that lower 
PSA values or slow rate of increase may be offered, 
preferably in a clinical trial setting where available, 
after discussion with patient about limited scientific 
evidence, potential harms, benefits, cost, and patient 
preferences’ 



Enzalutamide in M0 CRPC 



Enzalutamide in M0 CRPC 



Apalutamide in M0 CRPC 



Apalutamide in M0 CRPC 



Enzalutamide and Apalutamide for M0 
CRPC 

 

• Both studies used PSADT < 10 months 

 

• Metastasis-free survival as endpoint 

– Overall survival data not yet mature 

 

• Do current advances in imaging modalities (e.g 
PSMA PET) make M0 CRPC an extinct diagnosis? 



Immunotherapy: Checkpoint inhibition 

 

Presented By Johann De Bono at 2018 ASCO Annual Meeting 



Response Rate and Disease Control Rate <br />RECIST v1.1, Central Review 

Presented By Johann De Bono at 2018 ASCO Annual Meeting 



Immunotherapy: Therapeutic Cancer 
Vaccine approach 



 



 



Immunotherapy in CRPC 

• Still not a robust role for single-agent immune 
checkpoint inhibition in mCRPC 

 

• PROSTVAC as a single agent is not beneficial in 
mCRPC 

 

• Combination approaches may be necessary to 
realize potential of immunotherapy in CRPC 



Combination approaches with PARP 
inhibitors 

 



 



 



Combination approaches with PARPi 

 



 



 



 



Role of PARPi  in mCRPC 

• Activity of PARPi plus immune checkpoint 
inhibitor (olaparib plus durvalumab) 
– But single-arm trial 

– Patients with DNA repair mutations had increased 
benefit 

 

• Activity of PARPi plus abiraterone + prednisone 
– Subset analysis shows those with wt HRR status did 

better 

– CV safety signal of the combination 

 



Identifying Evolution of mCRPC 

• Prospective trial of 

patients with 

progressive 

mCRPC 

 

• Biopsies required 

(at least one bone 

or soft tissue) 

 

• Follow-up biopsies 

optional 

 

• Followed 

prospectively for OS 

Aggarwal et al J Clin Oncol 2018 



Aggarwal et al J Clin Oncol 2018 

Findings 
 

t-SCNC incidence: 

17% 

 

Distinct 

transcriptome 

signature 



Aggarwal et al J Clin Oncol 2018 

Prior Abi or Enza treatment By transcriptome cluster 

(unsupervised) 

By transcriptome cluster 

and histology 



Genomic characterization of mCRPC 
subtypes 

• t-SCNC has distinct transcriptome signature 

– AR amplification (67%) & protein expression (75%) 
present 

– nearly mutually exclusive with DNA repair 
mutations 

• Outcomes are worse for these patients (HR 2) 

• Indicates a need for trials aimed at this 
population 



Becoming more precise with 

prostate cancer 

DNA repair

t-SCNC

AR variants

others



State of the Art 2018 

• M0 CRPC 
– Apalutamide and enzalutamide 

• Albeit, may be a disappearing disease 

• Immunotherapy 
– Combination approach likely needed 

• DNA repair pathway 
– Combination approaches require further study 

• t-SCNC 
– Distinct gene signature  better therapies 



The future of CRPC in context 

State of the Art in Hormone-Sensitive Prostate Cancer: 

CHAARTED 

STAMPEDE 

LATITUDE 
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Biomarkers of resistance 

 



 



 



 



 



 



 



ARv7 as a biomarker of resistance 

• Now have validated biomarker that has decent 
negative predictive value of response to AR 
therapies 
– May guide therapy towards chemotherapeutic 

agents for ARv7 positive patients 

 

•  ARv7 negative patients do not always respond 
to AR therapies 
– More biomarkers needed 


