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Treatment options in mCPRC

Agent Mechanism 

of action

Comparator HR ∆survival

(mos)

P

2004 Docetaxel Taxane Mitoxantrone 0.76 2.4 0.009

2010 Sipuleucel - T Vaccine Placebo 0.78 4.1 0.03

2010 Cabazi-post Taxane Mitoxantrone 0.72 2.4 <.0001

2011 Abi-post CYP 17 Prednisone 0.74 4.6 <.0001

2013 Abi-pre CYP 17 Prednisone 0.79 5.2 0.0151

2012 Enza-post AR placebo 0.63 4.8 <.001

2014 Enza-pre AR placebo 0.71 2.2 <0.001

2013 Radium-223 α-emission placebo 0.70 3.6 <.001





PCa: Lack of a biomarker
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Prostate Cancer 0x4 BIG 4
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AR-V7 lacks the Ligand Binding 

Domain



Primary Resistance to Androgen Signaling 
Inhbition and ARV7 status

Antonarakis et al New Engl J Med 2014 



ARV7 presence equals to primary resistance 

Antonarakis et al New Engl J Med 2014 



AR-V7 and Taxanes

Antonarakis et al JAMA Oncol 2015 



AR-V7 - treatment-selection 

marker??

 AR-V7+: taxanes may be more efficacious 

than AR-directed therapies

 AR-V7-: taxanes may have comparable 

efficacy to AR-directed therapies

Antonarakis ASCO 2016 



Antonarakis et al JCO Precis Oncol. 2017



BRCA1/2, ATM, CHK2 as biomarkers 

for PARPi?



 ↓PSA: 88% (14/16)
Mateo et al New Engl J Med 2015



PARPi current trials

 Rucaparib - TRITON

 Niraparib - Galahad

 Olaparib - PROfound



Anti-PD1 – what is the right 

biomarker?

Hanssen et al. KEYNOTE-028, 2016
Pembrolizumab phase II / anti-PD-L1 +ve

23 pts: 3PR (mDOR: 59 wks); 9SD

MSI-High Trials, 2017
2/59 pts non-CRC: 1PR, 1 SD (DOR 9.8+ 

months)



Early evidence of anti-PD-1 activity in 

enzalutamide-resistant prostate cancer

Graff et al Oncotarget 2016



Adiba et al JCO Precis Oncol. 2017



Drilon et al New Engl J Med 2018



Endoch et al The Prostate 2012















Are we ready – 1st line Rx?

AR-V7 +/-ve TRK +ve MSI-H DNA Danage Repair

Hormones/Taxanes Larotrectinib Anti PD-1 PARPi

Metastatic CRPC



Are we ready – 2nd line Rx?

AR-V7 +/-ve TRK +ve MSI-H DNA Danage Repair

Hormones/Taxanes Larotrectinib Anti PD-1 PARPi

Metastatic CRPC
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NO NEED
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