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Phase III Trials With Life-Prolonging Therapies  
in Advanced Prostate Cancer 

1. James ND et al. N Engl J Med. 2017 Jun 3. doi: 10.1056/NEJMoa1702900 2. Fizazi K, et al. N Engl J Med. 2017;377:352-360; 3. James ND. 
Lancet. 2016;387:1163–77; 4. Sweeney CJ. N Engl J Med. 2015;373:737–46; 5. Beer TM. Eur Urol. 2017 Feb;71(2):151–54; 6. Scher HI. NEJM. 

2012;367:1187–97; 7. Ryan C. Lancet Oncol. 2015;16:152–60; 8. Fizazi K. Lancet Oncol. 2012;13:983–92; 9. Parker C et al. NEJM. 
2013;369:213–23; 10. de Bono JS. Lancet. 2010;376:1147–54; 11. Kantoff PW. NEJM. 2010;363:411–22; 12. Tannock IF. NEJM. 

2004;351:1502–12. 

Study Agents N Indication HR (95% CI) ∆OS (mo) 

2017 STAMPEDE1 ABI/P/SOC vs SOC 1,917 Metastatic hormone-naïve 0.63 (0.52-0.76) NR 

2017 LATITUDE2 ABI/P/ADT vs ADT 1,199 Metastatic hormone-naïve 0.62 (0.51-0.76) NR 

2016 STAMPEDE3 DOC/SOC vs SOC 1,086 Metastatic hormone-naïve 0.73 (0.59-0.89) +22.0 

2015 CHAARTED4 DOC/ADT vs ADT 790 Metastatic hormone-naïve 0.61 (0.47-0.80) +13.6 

2017 PREVAIL
5
 ENZA vs pbo 1,717 

mCRPC (pre-DOC) 
mild/no symptoms , 11% visceral 
mets 

0.71 (0.60-0.84) +4.0 

2012 AFFIRM
6
 ENZA vs pbo (or P) 1,199 mCRPC (post-DOC)  0.63 (0.53-0.75) +4.8 

2015 COU-AA-302
7 

ABI/P vs P 1,088 
mCRPC (pre-DOC),  
mild/no symptoms - No visceral mets 

0.81 (0.70-0.93) +4.4 

2012 COU-AA-301
8
 ABI/P vs P 1,195 mCRPC (post-DOC)  0.74 (0.64-0.86) +4.6 

2013 ALSYMPCA9 Radium-223 vs pbo 921 mCRPC (post-DOC or unfit for DOC) 0.70 (0.55-0.88) +2.8 

2010 TROPIC10 CABA/P vs mito/P 755 mCRPC (post-DOC) 0.70 (0.59-0.83) +2.4 

2010 IMPACT11 Sipuleucel-T vs pbo 512 
mCRPC (pre-DOC)  
mild/no symptoms - No visceral mets 

0.78 (0.61-0.98) +4.1 

2004 TAX-32712 DOC/P vs mito/P 1,006 mCRPC, symptomatic or not 0.76 (0.62-0.94) +2.9  

ABI, abiraterone; ADT, androgen deprivation therapy; CABA, cabazitaxel; DOC, docetaxel;  
ENZA, enzalutamide; mCRPC, metastatic castration resistant prostate cancer; mito, mitoxantrone;  
P, prednisone; Pbo, placebo; SOC, standard of care. 



COU-AA-301 

AFFIRM 

POST CHEMIO 



Fizazi, Lancet Oncology 2012 

COU-AA-301 

Scher H et al. N Engl J Med 2012; 367(13):1187-97 

OS + 4.8 Mesi  

AFFIRM 



Fizazi et al. Lancet Oncol 2012; 13(10): 983-992 

COU-AA-301 

Scher H et al. N Engl J Med 2012; 367(13):1187-97 

AFFIRM 



Metastasi Viscerali 

HR 0,79; 95% CI 0.59-1.05 

p value = 0.1022 

+ 4,6 mesi 

Goodman et al, Prostate Cancer and Prostatic Disease 2013 

COU-AA-301 AFFIRM 
Abiraterone acetate treatment in castration-resistant  
prostate cancer patients with visceral metastases:  
a real-world experience. 

Facchini G. et al. Anticancer Drugs 2018 in press 

Loriot Y et al. ASCO 2013; Abstract 5065  



COU-AA-301 

Scher H et al. N Engl J Med 2012; 367(13):1187-97 

AFFIRM 

de Bono et al. N Engl J Med 2011; 346(21): 1995-2005 

All Secondary End Points Achieved Statistical Significance 



Sternberg CN et al. Lancet Oncol 2014; 15: 1263–68 



Maines F. et al. FutureOncol. 10.2217/fon-2018-0113C 2018 



COU-AA-302 

PREVAIL 

POST ADT 



16.5 mesi 

8.2 mesi 

1. Rathkopf et al, European Urology 2014 

+ 4,4 m 

COU-AA-302 

Ryan C et al. Lancet Oncology 2015 



Beer TM, et al. N Engl J Med 2014;371:424-33. 

PREVAIL 



COU-AA-302: Efficacia su tutti gli endpoints secondari 



PREVAIL: Efficacia su tutti gli endpoints secondari 

Beer TM, et al. N Engl J Med 2014;371:424-33. 



TERRAIN
 

LHRHa=luteinizing hormone-releasing hormone analogue; mCRPC=metastatic castration-resistant prostate cancer;  
PFS=progression-free survival; PSA=prostate-specific antigen; QD=once daily; R=randomised. 
Heidenreich A, et al. EAU 2015; Oral presentation LBA3. 

Shore, Neal D et al., The Lancet Oncology , 2016 Volume 17 , Issue 2 , 153 - 163 

Progression-free survival 



mCRPC POST CHAARTED
 



mCRPC POST CHAARTED
 

• No prospective data exist 

• Small and few retrospective studies 

• Data on sequencing from a retrospective follow up of men on the GETUG AFU-15 trial (ADT vs 
ADT+Docetaxel in mHSPC)  

Docetaxel PSA response 

ADT alone 

Lavaud et al. Eur Urol 2018; 73(5):696-703 

ADT+Docetaxel 
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COU-AA-301 

Scher H et al. N Engl J Med 2012; 367(13):1187-97 

AFFIRM 

de Bono et al. N Engl J Med 2011; 346(21): 1995-2005 

AEs of Special Interest  



22 

I dati di safety al follow-up di 4 anni confermano il profilo di sicurezza 
favorevole di Abiraterone nel paz mCRPC 

Ryan CJ, et al. Lancet Oncol. 2015;16:152–160; 

Rathkopf et al. Eur Urol 2014;66(5):815-25 

• Patients had low grade 3/4 fatigue (IA3: ABI, 2%; P, 2%) and no CNS impact 

ALT: alanine aminotransferase; AST: aspartate aminotransferase 
*Before crossover 

Adverse events of special interest 

Overall safety data further support the favorable safety profile of ABI in 
chemotherapy-naïve mCRPC patients 

COU-AA-302 (final analysis) 



Comorbidità cardiovascolare: sicurezza di ABI confermata 



Maines F. et al. Future Oncol. 10.2217/fon-2018-0113C 2018 





Abiraterone Enzalutamide 

Analgesici (es. codeina, ossicodone, tramadolo) 

Antibiotici (es. rifampicina, rifapentina, rifabutina, telitromicina) 

Antineoplastici    NON RIPORTATO* 

Anticoagulanti     NON RIPORTATO* 

Antiepilettici (es. fenitoina, carbamazepina, fenobarbitale) 

Antipsicotici (es. Erba di San Giovanni, aloperidolo, risperidone, 

tioridazina) 

Betabloccanti (es. metoprololo, propranololo) 

Calcioantagonisti   NON RIPORTATO* 

Glicosidi cardiaci   NON RIPORTATO* 

Corticosteroidi       NON RIPORTATO* 

Antivirali HIV        NON RIPORTATO* 

Ipnotici e antidepressivi (es. desipramina, venlafaxina) 

Statine                    NON RIPORTATO* 

Farmaci tiroidei    NON RIPORTATO* 

Antiaritmici (es. propafenone, flecanide) 

Analgesici (es. fentanyl, tramadolo) 

Antibiotici (es. claritromicina, doxiciclina) 

Antineoplastici (es. cabazitaxel) 

Anticoagulanti   (es. acenocumarolo, warfarin) 

Antiepilettici (es. carbamazepina, clonazepam, fenitoina, primidone, valproato) 

Antipsicotici (es. aloperidolo) 

 

Betabloccanti (es. bisprololo, propranololo) 

Calcioantagonisti (es. diltiazem, felodipina, nicardipina, nifedipina, verapamil) 

Glicosidi cardiaci (es. digossina) 

Corticosteroidi   (es. desametasone, prednisolone) 

Antivirali HIV   (es. indinavir, ritonavir) 

Ipnotici e antidepressivi (es. diazepam, midazolam, zolpidem) 

Statine metabolizzate da CYP3A4 (es. atrovastatina, simvastatina) 

Farmaci tiroidei (es. levotiroxina) 

Antiaritmici NON RIPORTATO* 

Riassunto delle caratteristiche del prodotto di Xtandi 
Riassunto delle caratteristiche del prodotto di Zytiga 

*ad oggi non ci sono dati clinici o segnalazioni che documentino tale interazione, quindi non è possibile affermare con certezza che abiraterone non 
interagisca con questa classe di farmaci 

4.5 Interazioni con altri medicinali (da RCP) 
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Roberto Iacovelli - La fase di resistenza alla castrazione: Linee terapeutiche 

successive. 

PLATO prospective trial 

Attard G et al. J Clin Oncol. 2017;35 (suppl; abstr 5004). 

Attard G et al. J Clin Oncol. 2018 Sep 1;36(25):2639-2646 

 

Combination Group: ENZA + ABI/p 
Control Group: ABI/p + PBO 

https://www.ncbi.nlm.nih.gov/pubmed/30028657
https://www.ncbi.nlm.nih.gov/pubmed/30028657
https://www.ncbi.nlm.nih.gov/pubmed/30028657
https://www.ncbi.nlm.nih.gov/pubmed/30028657
https://www.ncbi.nlm.nih.gov/pubmed/30028657


Presented By Kim Chi at 2017 ASCO Annual Meeting 



ENZAMET (enzalutamide), TITAN (apalutamide), ARASENS (darolutamide)  

Ra-223:Symptomatic mCRPC when applicable 

Systemic Options for mCRPC after Progression on Intensified 
Treatment of mHSPC 

2015  

(CHAARTED, STAMPEDE)  

 

 Doce/Abi/Enza/Caba  Caba/Enza/Abi  Caba/Abi/Enza/Ra-223  

 

2017  

(LATITUDE, STAMPEDE)  

 

 Abi/Enza/Doce  Caba/Enza  Caba/Enza/Ra-223  

 

2018  

(ENZAMET, TITAN, 

ARASENS 

 Enza/Abi/Doce  Caba/Abi  Caba/Abi/Ra-223  

 

Facchini G. 
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Not all the patients respond to new hormonal agents 

1. Rathkopf DE et al. Eur Urol 2014 
2. Armstrong A et al. J Clin Oncol 2014 :abstract 5007 (podium)  

Abiraterone (COU-AA-302)1 

Enzalutamide (PREVAIL)2 



Slide 15 

Presented By Mary-Ellen Taplin at 2018 ASCO Annual Meeting 
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