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Principali aree di incertezza 
 
• Eterogeneità della malattia e dei pazienti 
• Assenza di fattori predittivi validati 
• Confronto indiretto fra diverse opzioni 
• Nessuna sequenza validata 
• Trasferibilità dei risultati degli studi clinici (?)  
• Scarsa conoscenza della biologia tumorale 

 
 

 
 
 

Gestire i pazienti nella real-life: come scegliere il 

farmaco giusto?    

 
 



Trasferibilità dei risultati degli studi  
nella pratica clinica 

• Da una revisione della letteratura, la percentuale di screening failure 

negli studi di fase II/III è risultata essere del 26% (12-45%)1 

• Il 32 % degli studi analizzati (13/19) non riportava le percentuali di 

screening failure1 

• I criteri di esclusione più frequenti sono rappresentati da un’alterazione 

degli esami di  laboratorio, comorbidità e dall’età avanzata2 

 

 
1. Wong SE, et al. Clin Genitourin Cancer. 2017 

2. Chao et al. Journal of Investigative Medicine. 2010 



Setting Agent  
(trial) 

PS ECOG 2  
(%) 

Age group  
 (≥ 75 yrs, %) 

CNPC 
 

Cabazitaxel (CHAARTED) 
 

1.5 NR 

CNPC 
 

Abiraterone 
(LATITUDE) NR 21 

CNPC 
 

Abiraterone vs Docetaxel 
(STAMPEDE) NR NR 

CRPC (Pre-CT) Abiraterone  (COU-302) 0 32.2 

CRPC (Pre-CT) 
 Enzalutamide (PREVAIL) 0 36.3 

CRPC (Pre-CT) Docetaxel (TAX 327) 14% KPS ≤ 70% NR 

CRPC (Pre/post-CT) 
 Radium-223 (ALSYMPCA) 13 28 

CRPC (Post-CT) Abiraterone (COU-301) 10 27.7 

CRPC (Post-CT) 
 Enzalutamide (AFFIRM) 10 NR 

CRPC (Post-CT) 
 Cabazitaxel (TROPIC) 8 NR 

Current treatments for PCa: PS and elderly patients 



GLI ANDAMENTI TEMPORALI DELLA PATOLOGIA ONCOLOGICA IN ITALIA 

Associazione Italiana Registri Tumori (pool AIRT), 2004 



Età, comorbidità e politerapia  

 

• Nel registro della Società Italiana di Medicina Interna (n = 4035), i 
pazienti di età > 65 anni, compresa fra 75-85 anni o di età > 85 
anni presentavano una prevalenza di patologie croniche del 38, 
50 e 64%, rispettivamente1 
 
Secondo uno studio del 2011 del Working Group Geriatrico AIFA, una 
persona su due di età > ai 65 anni assume dai 5 ai 9 farmaci al giorno. Il 
gruppo di età tra i 75 e gli 84 anni è stato esposto al più alto carico 
farmacologico, con il 55% dei soggetti trattati con 5‐9 farmaci e il 14% 
con 10 o più farmaci  

 

1. Mannucci PM, et al. Intern Emerg Med (2014)  



Data from EAP and «real-world» studies 

HOW YOU IMAGINE PCa PATIENTS 

HOW THEY LOOK LIKE 



• A population-based, observational, retrospective registry (2010-2013) 

• 1524 CRPC pts of which 203 had participated in trials at any time 

•  Patients in the trial group were significantly younger and had less 
comorbidities 

•  Docetaxel treatment was more frequently used in trial patients (85% vs 
40%) 

Westgeest HM, et al. Eur Urol Focus. 2016 



 24 vs 35 months  
(p < 0.001)  

Westgeest HM, et al. Eur Urol Focus. 2016 



Caffo O, et al. BJU Int 2015 

Summary: 
EAP and real file studies confirm the findings of the pivotal trials. 
Safety profile was consistent with that of RCTs 

n=265 

n=507 

Sternberg CN, et al. Lancet Oncol 2014 

n=2134 

New Hormonal Agents 

      Abiraterone in chemo-naive patients with mCRPC: a systematic review of  
      ‘real-life’ studies                                                                                        n=801 
       Marchioni M, et al. Ther Adv Urol 2018 

Joshua AM, et al. The prostate 2015 



• Radium-223 in an international early access program (EAP): 

Effects of concomitant medication on OS in mCRPC patients 
     Saad, et al. Lancet Oncol 2016 

 

• Radium-223 dichloride (Ra-223) in U.S. expanded access 

program (EAP) 
     Sartor O, et al. Oncologist 2018 

 

• A population-based study of the use of radium 223 in metastatic 

    castration-resistant prostate cancer: Factors associated with 

    treatment completion 
      Parimi S, et al. Can Urol Assoc J 2017 

 

 

    Summary:  

    In heavily pretreated pts, RA-223 was well tolerated with   

    no new safety concerns 
 

Radium-223 



Heidenreich, et al. Eur Urol 2013 

Bracarda S, et al. Future Oncol 2014 

Chemotherapy 

 
Italian EAP of Cabazitaxel (n = 218) 

• The most common grade 3 or 4 hematological toxicities were neutropenia 

(33.9%), leukopenia (15.6%), anemia (6.0%) and febrile neutropenia (5.0%), and 

the most common grade 3 or 4 nonhematological toxicities were asthenia (6.0%) 

and fatigue (3.7%) 
• The median relative dose intensity was 98.3% 
 



Hormone  

sensitive 

mCRPC 
asymptomatic 

(failed ADT) 

mCRPC 
mildly 

symptomatic  

mCRPC 
symptomatic  

mCRPC 
post- 

docetaxel  

Abiraterone 

Enzalutamide 

Docetaxel Cabazitaxel 

Abiraterone 

Enzalutamide 

Radium-223*  

 Denosumab/bifosfonati 

*Symptomatic Bone Mets 

Gestire i pazienti nella real-life: come 
scegliere il farmaco giusto? 



Therapy Selection in Real-life 

PATIENT TUMOR 

TREATMENT 

Age 
 
Performance 
status 
 
Comorbidities/
polipharmacy 
 
Qol 
 
Patient 
preference (?) 
 

 
Symptoms 
 
Burden 
 
Clinical course  
 
PSA  
 
Biology 
 
 

Experience    Efficacy/Toxicity   Cost     Evidence     Guidelines 
   Duration     Cross-resistance/MoA     Qol  

Courtesy of Dr Sobrero. 



Therapy Selection in Real-life 

PATIENT TUMOR 

Age 
 
Performance 
status 
 
Comorbidities/
polypharmacy 
 
Patient 
preference (?) 

 
Symptoms 
 
Burden 
 
Clinical course 
 
PSA  
 
Biology? 

Experience    Efficacy/Toxicity   Cost     Evidence     Guidelines 
   Duration     Cross-resistance     MoA 

Courtesy of Dr Sobrero. 

TREATMENT 



Eterogeneità dei pazienti 
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https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwiOi6m1sMLdAhWGYlAKHRUICnAQjRx6BAgBEAU&url=https%3A%2F%2Fwww.laltrariabilitazione.it%2Falimentazione-e-disturbi-metabolici%2Ftonificare-il-corpo.html&psig=AOvVaw3fTw3ajBpwASzfrtuQjVja&ust=1537285295313159


Recommendations:  

• In pts ≥65 yrs receiving chemotherapy, geriatric assessment (GA) should 
be used to identify vulnerabilities that are not routinely captured in 
oncology assessments 

• The Expert Panel recommends that clinicians apply the results of GA to 
develop an integrated and individualized plan for pts that informs 
treatment selection by helping to estimate risks for adverse outcomes 
and to identify nononcologic problems that may be amenable to 
intervention 

Mohile, SG, et al. J Clin Oncol 2018 



Modified from Droz JP, et al EUROPEAN UROLOGY  (2017) 

STANDARD 
TREATMENT 

BSC 
PERSONALIZED 
 TREATMENT 



 

Case 1 Case2  Case 3 

Eterogeneità della malattia 



Therapy Selection in Real-life 

TREATMENT 

Age 
 
Performance 
status 
 
Comorbidities 
 
Patient 
preference (?) 

 
Symptoms 
 
Burden 
 
Clinical course 
 
PSA  
 
Biology? 

Experience    Efficacy/Toxicity   Cost     Evidence     Guidelines 
   Duration     Cross-resistance/MoA     Qol 

Courtesy of Dr Sobrero. 

PATIENT TUMOR 



Riassunto delle caratteristiche dei prodotti 

ENZIMI ABIRATERONE  ENZALUTAMIDE  CABAZITAXEL 

CYP2D6  YES - 

CYP2C8 - YES 

CYP3A  YES YES YES 

CY2B6 - - 

CYP2C9  - YES 

CYP2C19  - YES 

Drug Abiraterone Enzalutmide Docetaxel Cabazitaxel Radium-223 

Absorption Oral Oral Intravenous Intravenous 
 

Intravenous 
 

Methabolism Hepatic: 
CYP3A4  
and  
SULTA21 

Hepatic: 
CYP3A4 
 and 
CYP2C8 

Hepatic: 
CYP3A4 
 

Hepatic: 
CYP3A4/5 
 and 
CYP2C8 
 

No hepatobiliary 
or renal 
excretion  

Elimination 88% faeces 
5% urine 

14% faeces 
71% urine 
 

75% faeces 
6% urine 
 

76% faeces 
4% urine 
 

Faeces (mainly)  
5% urine 



 
Agente 

Eventi avversi più comuni 

 
Abiraterone 

Cardiaci/ipertensione 
Epatici 
Fatigue 

Ipokaliemia/iperglicemia 
Edema 

 
Enzalutamide 

 

Fatigue 
SNC 

Cadute 
Ipertensione 

Cabazitaxel 

Neutropenia/anemia 
Fatigue  

Neuropatia 
Nausea/vomito/diarrhea 

iperglicemia 

Docetaxel  

Neutropenia/anemia 
Fatigue  

Neuropatia 
Nausea/vomito/diarrhea  

iperglicemia 

Radium-223 
 

Anemia Piastrinopenia Neutropenia 
Fatigue  

Profilo di tollerabilità 



Progressione ad ABI/ENZA: 
Cross-Resistenza tra ARTA 

• NICE (UK) does not permit use of sequential ART if there is progression on first ART3 

 

• Preferred treatment option if patient fit  chemotherapy 

1. De Bono J et al. N Engl J Med. 2011;364:1995-2005; 2. Loriot Y et al. Ann Oncol. 2013;24:1807-12; 3. Noonan KL et al. Ann Oncol. 2013;24:1802-7. 



Systematic Review of 13 Published Retrospective 

Studies in mCRPC (N=1,016) 



• Retrospective cohort study of 2439 men aged ≥65 years treated for 

mCRPC with abiraterone, enzalutamide, docetaxel, or cabazitaxel 

from 2003 to 2015  

 

• Treatment with chemotherapeutic agents was associated with an 

increased risk of hospitalizations and emergency room visits to 
manage these complications (mainly due to infection/neutropenia) 
 

 
 

Wallis CJD, et al. Urology. 2018  



 
 
 

   

 
 

 

 

 

Advanced Prostate Cancer Consensus Conference APCCC 2017 

Gillessen S, et al EUROPEAN UROLOGY 7 3 ( 2 01 8 ) 



Kellokumpu-Lehtinen PL, et al. Lancet Oncol 2013 



Modified from Climent MA, et al Eur J Cancer (2017) 

*Unfit patients: ECOG-PS 2, previously dose reduction of DTX  
due to febrile neutropenia, previous radiotherapy  
(>25% of bone marrow reserve) 

* 

Cabazitaxel: possibile personalizzazione  
del trattamento 

(Unfit patients) 

Trial                    Phase 3             EAP               Phase 3           Phase 3          Phase 2          Phase 2 

Una personalizzazione del trattamento con cabazitaxel migliora  
 la tollerabilità e non sembra compromettere il beneficio terapeutico  



Gestione multidisciplinare 
 

Oncologo 

Urologo 

Radioterapista 
Medico 

Nucleare 

Radiologo 

PAZIENTE 

Cardiologo Terapista del dolore 
Medicina palliativa 

Radiologo Interventista 
Infermiere 
Fisiatra 
  …… 

Anatomo Patologo 



A 

B 

C 

D 

E 

DIAGNOSI TEMPO MORTE 

Cancer treatments Supportive/palliative care Hospice care Bereavement 

TIME BASED MODEL 



Time A 

PSA 
progression 

Radiological 
progression 

Time B Time C 
 

New treatment 

Start of new treatment 

X months Y months 0 month 

PS worsening and  
      increasing risk of symptoms & visceral/bulky disease 

Clinical 
progression 

Start of  
Treatment A 

Treatment optimization 



Conclusioni 
 
• Negli ultimi anni nuovi agenti hanno modificato la storia naturale del 
carcinoma della prostata, migliorando la sopravvivenza complessiva e la 
qualità di vita 
 
• Il profilo di tollerabilità varia in relazione al meccanismo d’azione ed è 
generalmente ben gestibile anche al di fuori dei trials clinici 
 
• Gli eventi avversi attesi, la modalità di somministrazione e le comorbidità 
dei pazienti rappresentano ulteriori elementi da considerare per il  
decision making nella pratica clinica 
 
• La personalizzazione del trattamento, una gestione attenta e 
multidisciplinare del paziente e degli effetti collaterali possono permettere 
di massimizzare i risultati terapeutici 
 
 
 
 
 



Grazie per l’attenzione 

riccardo.ricotta@ospedaleniguarda.it 
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