
Terapie “avanzate” per le 
neoplasie renali e 

prostatiche 

Giuseppe Procopio 



Renal Cell Carcinoma 



Treatment options 
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1. Levy et al. Eur J Cancer 2013; 2. Sonpavde et al. Eur Urol 2012; 3. Iacovelli et al. Eur J Cancer 
2013; 4. Pal et al. ASCO GU 2013;  5. Heng et al. ASCO 2013. 
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Overall survival by PD-L1 expression 

PD-L1 <1% 

Median OS (95% CI) 

Nivolumab 21.8 months (16.5 – 28.1) 

Everolimus 18.8 months (11.9 – 19.9) 
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No. of patients at risk 

Nivolumab 94 86 79 73 66 58 45 31 18 4 1 0 

Everolimus 87 77 68 59 52 47 40 19 9 4 1 0 
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Nivolumab 

Everolimus 

PD-L1 ≥1% 

Median OS (95% CI) 

Nivolumab 27.4 months (21.4 – NE) 

Everolimus 21.2 months (17.7 – 26.2) 

276 265 245 233 210 189 145 94 48 22 2 0 

299 267 238 214 200 182 137 92 51 16 1 0 
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0.78 (0.53–1.16) 

P = 0.91 

HR (95% CI),  

0.76 (0.60–0.97) 

P = 0.91 



Antitumor activity 

 Parameter 
Nivolumab 

N = 410 

Everolimus 
N = 411 

Objective response rate, % 25 5 

Odds ratio (95% CI) 

P value 

5.98 (3.68–9.72) 

<0.0001 

Best overall response, % 

Complete response 

Partial response 

Stable disease 

Progressive disease 

Not evaluated 
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Overall Survival With Nivolumab Based on BOR by Month 4 

Motzer et al. ASCO 2016 



Overall Survival With Nivolumab Versus Everolimus 
Based on BOR of Progressive Disease by Month 4 

Motzer et al. ASCO 2016 



QoL in CheckMate 025 

Improvement up to 12 
weeks as a 2-point change 
in FKSI-DRS score from 
baseline (time 0) 



Mean Change From Baseline in HRQoL Scores by FKSI-DRS: Descriptive Analysis 



• Nivolumab improves OS and QoL, with clinical and statistical significance 
 
• Patients’ quality of life mainly depends on the toxicity of the treatment, whereas the 
correlation between quality of life and the desired cytoreductive effect and delay to 
progression is not well defined 
 
• The physician’s and patient’s perceptions of toxicity often differ 
 
• The definition of the correct endpoint in clinical trials remains essential; progression-
free survival is often chosen as a surrogate for overall survival but the two are not 
always correlated 

QoL in CheckMate 025 



CheckMate 025 phase III trial of nivolumab versus everolimus in advanced renal 
cell carcinoma: Outcomes by key baseline factors and prior therapies 

Motzer et al. ASCO 2016 



Motzer et al. ASCO 2016 



Safety and Efficacy of Nivolumab in Patients With Metastatic Renal Cell 
Carcinoma Treated Beyond Progression 

Saby George, MD; Robert J. Motzer, MD; Hans J. Hammers, MD, PhD; 
Bruce G. Redman, DO; Timothy M. Kuzel, MD; Scott S. Tykodi, MD, 

PhD; Elizabeth R. Plimack, MD, MS; Joel Jiang, PhD; Ian M. Waxman, 
MD; Brian I. Rini, MD 

 
May 2016 

A proportion of patients who continued 
treatment beyond RECIST-defined first 
progression demonstrated sustained reductions 
in tumor burden or stabilization in the size of 
target lesions, with an acceptable safety profile. 



Overall Survival With Nivolumab 

NTBP = not treated beyond progression; TBP = treated beyond progression 



Primary endpoint: PFS 



Secondary endpoint: OS 



Lenvatinib vs Everolimus vs L+E 

Randomized phase II, three-arm trial of lenvatinib (LEN), everolimus (EVE), and 
LEN+EVE in patients (pts) with metastatic renal cell carcinoma (mRCC) 

 
Primary endpoint: PFS with levantinib ± everolimus versus everolimus alone 
 

Secondary endpoints: PFS with levantinib ± everolimus versus levantinib alone, ORR, OS, safety 





Ongoing trials 



Cytoreductive Nephrectomy: Selection criteria 



Prostate Cancer 
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ADT Theapy after ADT 

*castration testosterone treshold 50 ng/dl 

Treatment paradigm for CRPC is evolving: 2016 

Non 
metastatic 

death 

Metastatic 
castration-

naive 

mCRPC* 
asymptomatic 

mCRPC 
mildly 

symptomatic 

mCRPC 
symptomatic 

Docetaxel 

+ ADT 

Cabazitaxel 

Docetaxel (if no prior use) 

Abiraterone 

Enzalutamide 

Sipuleucel-T 

Radium-223 

Supportive care 
(denosumab/bisphosphonates) 



How similar are the men participating in these studies? 

Presented By Ian Tannock at 2015 ASCO Annual Meeting 

Malattia ormonosensibile 
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Presented By  Linda J. Patrick-Miller at 2016 ASCO Annual Meeting 



Primary Endpoint: Overall QOL 

QOL with early docetaxel compared to ADT: 
• Poorer at 3 months (90% RR) 
• Not different at 6 months 

• Superior at 12 months (69% RR) 



Chemotherapy in hormonosensitive disease: EARLY! 
 

• Mets at diagnosis  
(Synchronous disease  or < 6 months) 

 

• High volume  
(Visceral mets liver or high volume disease [Charteed criteria?]) 

 

• Patient fit  

(Younger, longer life expectancy, no comorbidities ) 



La progressione di malattia, 
radiologica, sintomatica o biochimica, 
in presenza di livelli di testosterone < 

50 ng/mL identifica la fase di 
resistenza alla castrazione 



Algoritmo decisionale nel mCRPC 
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