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http://nobelprize.org/nobel_prizes/medicine/laureates/1966/huggins-lecture.html (access March 2016)

Prostate Cancer is Hormone-

Dependent

“Despite regressions of 
great magnitude,

it is obvious that there are
many failures of endocrine therapy 

to control the disease”

Charles B. Huggins

Nobel Lecture

December 13, 1966



James, Eur Urol 2014



First line treatment for mCRPC

1 Lancet 2013; 2 NEJM 2014;4 NEJM 2004;  5 Lancet 2010; 6 NEJM 2011; 7 NEJM 2012; 3,8 Lancet 2014 

Drug control OS Δ HR p

abiraterone1 PLACEBO+PDN 4.4 mo 0.81 0.003

enzalutamide2 PLACEBO 2.2 mo 0.71 <0.001

radium-2233 PLACEBO 4.6 mo 0.74 0.03

docetaxel4 MITOX 2.5 mo 0.76 <0.001

cabazitaxel5 MITOX 2.4 mo 0.70 <0.001

abiraterone6 PLACEBO+PDN 3.9 mo 0.65 <0.001

enzalutamide7 PLACEBO 4.8 mo 0.63 <0.001

radium-2238 PLACEBO 3.1 mo 0.71 0.003
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Case report

 56 year old  BRCA 2 patient

 No remarkable past medical history

 November 2006: radical prostatectomy, pT3a N0 M0 G 8=4+4 

PSA  pre-op 15

 Received 8 different agents for the development of mCRPCA

(bone and nodal mets)



Cross resistance between Abiraterone and

Enzalutamide

Zhang T. et al Expert opinion Pharmacology 2014;16:1-9



• Treatment 
naïve 
metastatic 
CRPC

• Eligible for 
treatment with 
ABI or ENZA

• N = 202

Abiraterone 1000 
mg

Prednisone 10 mg

Enzalutamide 160 
mg
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Abiraterone 1000 
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Prednisone 10 mg

Enzalutamide 160 
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101 patients

101 patients

73 patients

75 patients

Khalaf, Lancet Oncol 2019

Primary end point: 

- Time to second PSA progression

- PSA response (>30%)



Time to second PSA Progression

Khalaf, Lancet Oncol 2019

Best PSA decline (≥30%)
during second line treatment

Group A: Abi-Enza

Group B: Enza-Abi



Time to PSA Progression
First line

Khalaf, Lancet Oncol 2019

Group A: Abi-Enza

Group B: Enza-Abi

Best PSA decline (≥30%)
during first line treatment



Attard, J Clin Onc 2018

PLATO study Design



Progression-free
Survival

Attard, J Clin Onc 2018

PSA Change
from Baseline



Armstrong  A. JCO 2019 May 1;37(13):1120-1129.
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Armstrong  A. JCO 2019 May 1;37(13):1120-1129.

PSA decline 



Docetaxel post abiraterone (COU-302)

De Bono J EU Urol 2016



Cabazitaxel post-abiraterone and  docetaxel

Al Nakouzi N, Eur Urol 2015
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Combining drug X to docetaxel: a failing 

strategy so far…

• Doc + Oblimersen

• Doc + DN-101

• Doc + Bevacizumab

• Doc + VEGF-Trap

• Doc + Lenalidomide

• Doc + Atrasentan

• Doc + Zibotentan

• Doc + GVAX

• Doc + Dasatinib

• Doc + Custirsen





Rate of progression disease free patients at 6 mos after docetaxel start (primary endpoint)





mCRPC

n.743

- ECOG 0-2

- Adequate organ function

- previous ARTA

Carboplatin AUC 4 + 

Cabazitaxel 25 mg/mq + 10 

mg of prednisone

Primary end point: PFS

Secondary end point:

- PSA response

- overall survival (OS)

- Safety and toxicity

- Effect of aggressive variant of PCA on response

Cabazitaxel 25 mg/mq + 10 

mg of prednisone plus 

placebo

1

1

Com P. et al. Lancet Oncol 2019

R



PFS OS

HR: 0.69,95%CI 0.50-0.95 HR:0.89 95%CI 0.63-1.25

Com P. et al. Lancet Oncol 2019



Com P. et al. Lancet Oncol 2019







Xofigo in monoterapia o in associazione con un analogo dell’ormone di rilascio

dell’ormone luteinizzante (Luteinising Hormone-Releasing Hormone, LHRH) è

indicato per il trattamento di pazienti adulti affetti da carcinoma prostatico

metastatico resistente alla castrazione (metastatic Castration-Resistant Prostate

Cancer, mCRPC), con metastasi ossee sintomatiche e senza metastasi viscerali

note, in progressione dopo almeno due precedenti linee di terapia sistemica per il

mCRPC (diverse dagli analoghi del LHRH) o non eleggibili ai trattamenti sistemici

disponibili per il mCRPC.
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Hofman, Lancet Oncol 2018



Hofman, Lancet Oncol 2018

Best PSA change

from baseline Time to PSA progression

ORR 57%

Imaging Response
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Crossover

>80%
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De Bono et al, ESMO 2018



De Bono et al. ESMO 2018
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Targeting different immune checkpoints

CTLA-4 pathway blockade PD-1 and PD-L1 pathway blockade



Fizazi K, ESMO 2018

Overall Survival



Antonarakis, J Clin Onc 2019

PSA change from baseline

Response over timeTumor size change from baseline

ORR 3-5%



• Enhanced rPFS benefit was observed in patients with HRD+ OR DDR+ tumours

• High TMB was associated with rPFS vs low TMB (P<0.001)

Ipilimumab + Nivolumab in mCRPC

Checkmate-050

Chekmate 050, ASCO GU2019

Association of HRD, DDR, TMB with rPFS



Conclusions

• There are several treatment options for mCRP

• There is clear evidence that sequencing two ARTA should not be 

routinely recommended in clinical practice 

• mCRPC is a highly heterogenous disease but molecular classification is 

leading the Target Therapy Era

• gBRCA2 is an independent prognostic factor of CSS. 

• Olaparib is active in gDDR+ mCRPC. However dose and gene subgroup 

may matter in olaparib sensitivity.

• PTEN loss in a predictive factor of response to AKT-inhibitor plus 

abiraterone. Phase  III trial is ongoing.

• Immunotherapy has a potential role in mCRPC, predictive biomarkers 

are needed in order to optimize patients selection


