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TREATMENTS FOR ADVANCED PROSTATE 

CANCER APPROVED IN THE LAST 14 YEARS
(all approved initially in castration resistance space) 

DRUG /MECHANISM YEAR  OF  FDA          

APPROVAL 

SURVIVAL  IMPROVEMENT 

(months)

Docetaxel (chemo) 2004 + 2.4

Sipuleucel-T (immune) 2010 + 4.1

Cabazitaxel (chemo) 2010 + 2.4

Abiraterone ( AR axis) 2011 + 3.9

Enzalutamide (AR axis) 2012 + 4.8

Alpharadin (isotope) 2013 + 2.8

Apalutamide (AR axis) 2018 ? (approved basedon mPFS)

TOTAL 20.4 ?



PROSTATE CANCER 

ADVANCES AND FAILURES IN 2018   

Advances Failures

Benefit of treatment of CRPC M0  

with apalutamideor enzalutamide

Only minimal benefits with PD-1 

inhibitors 

Benefit of treatment of primary 

tumor in metastatic setting 

(STAMPEDE Study) 

Combining Radium-223 (Xofigo) with 

abiraterone is harmful (ERA 223 

study)

AR-V7 test approved  PROSTVAC vaccine ineffective

Advancesin Imaging Modest application of biomarker-

based treatment selection 



Is there an alternative to castration for 

advanced prostate cancer in 2019 ? 



Yesé more and better castration 



ANDROGEN DEPRIVATION THERAPY

ÅRecent studies indicate that more profound 

testosterone suppression earlier in the course of 

metastatic / recurrent prostate cancer is beneficial    

ÅAddition of abiraterone to standard LHRH agonist 

injection significantly improves survival in patients 

with metastatic prostate cancer

ÅAddition of enzalutamideor apalutamide in 

patients with rising PSA despite LHRH agonist 

delays development of metastases by 2 years 



Statistically significant 38% risk reduction of death

ADDITION OF ABIRATERONE AND PREDNISONE TO STANDARD ADT IN 

NEWLY  DIAGNOSED METASTATIC HORMONE -NAÏVE  PROSTATE CANCER

IMPROVES OVERALL SURVIVAL   



Apalutamide Treatment

Improves Metastasis-free Survival in M0 Castration 

Resistant Prostate Cancer

M.Smith et al. N Engl J Med. 2018 Feb 8. 



Is There a Benefit of Treating Primary Tumor in the Metastatic Setting ?



The Lancet 2018 392, 2353-2366DOI: (10.1016/S0140-6736(18)32486-3) 

Radiotherapy to the Primary Tumor for Newly Diagnosed, 

Metastatic Prostate Cancer (STAMPEDE):                                      

Randomized Controlled Phase 3 trial



The Lancet 2018 392, 2353-2366DOI: (10.1016/S0140-6736(18)32486-3) 

Radiotherapy to the Primary Tumor for Newly Diagnosed, 

Metastatic Prostate Cancer (STAMPEDE):                                      

Randomized Controlled Phase 3 trial



DEFINITION OF LOW -VOLUME METASTATIC 

DISEASE IN STAMPEDE STUDY

ÅConventional imaging

ÅOpposite to ñhigh-volumeò

ÅHigh-volume : visceral mets, or > 4 bone metswith at least  1 

long bone involvement 

ÅTheoretically  patient with 100 spinal metsand no long bone 

met is considered ñlow volumeò   



KEY POINTS

ON HORMONAL THERAPY

ÅRecent data indicates benefit of earlier application 

of new, powerful hormonal agents. 

ÅI anticipate that trend will continue and patients 

with recurrent / advanced prostate cancer will be 

exposed to ADT including 2nd generation ADT for 

longer periods of time         

ÅManagement of chronic side effects of ADT is 

challenging and will require interdisciplinary 

approach



MECHANISMS OF RESISTANCE TO 

ANDROGEN RECEPTOR AXIS INHIBITION

Nelson, JCO 2012;30:644-646



FUTURE THERAPIES 



ÅMetastatic, castration-resistant prostate cancer can 

have genomic aberrations that interfere with DNA 

repair. They involve genes including: BRCA2, BRCA1, 

ATM, FANCA, CHEK2, PALB2, RAD50 and are 

present in 25-30% of cases of advanced PC 

ÅThese aberrations have been associated with sensitivity 

to platinum chemotherapy and poly(adenosine 

diphosphate[ADP]-ribose) polymerase (PARP) 

inhibitors 

ÅPARP inhibitors are already approved in BRCA-

mutated breast cancer (olaparib) and ovarian cancer 

(olaparib and rucaparib)  

GENOMIC ABERRATIONS IN DNA REPAIR IN PATIENTS WITH 

METASTATIC, CASTRATION -RESISTANT PROSTATE CANCER 

AND THERAPEUTIC IMPLICATIONS 



PARP AND BRCA AND DNA REPAIR 



Genomic Aberrations in DNA Repair in Patients with Metastatic 

Castration-Resistant Prostate Cancer 

Predict Response to Olaparib

Mateo J et al. N Engl J Med 2015;373:1697-1708


