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Neoadjuvant chemotherapy 







Adjuvant chemotherapy 











IPD1 AD2 

RR 0.75 0.74 

p 0.019 0.001 

Heter. Test 0.81 0.80 

Absolute 
Benefit 9% 11% 

1Vale, Eur Urol 2005; 2Ruggeri, Cancer 2006 

Meta-Analysis of Adjuvant 
Chemotherapy for Bladder Cancer: 

Overall Survival: IPD vs AD 







First line 



GC         7.7 months  (6.8-8.8) 

MVAC    8.3 months  (7.3-9.7) 

               HR: 1.09  (0.89-1.34) 

GC vs. MVAC trial - 5-year update 
Progression-free survival 

von der Maase H et al. J Clin Oncol. 2005 



GC        14.0 months (12.3-15.5 ) 

MVAC   15.2 months (13.2-17.3 ) 

               HR:  1.09  (0.88-1.34) 

von der Maase H et al. J Clin Oncol. 2005 

GC vs. MVAC trial - 5-year update 
Overall survival 



Sternberg CN, Eur J Cancer 2006 
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Progression Free Survival
 

Overall Logrank test: p=0.109

Progression-Free Survival 
Gem/Cis   median 7.7 mo    1 
Pac/Cis/Gem     median 8.8 mo    0.87 (0.74-1.03) 

Bellmunt J et al. ASCO 2007 
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Overall Logrank test: p=0.100

Bellmunt J et al. ASCO 2007 

Overall Survival 
 Gem / Cis      median  12.8 mo     1 
 Pac / Cis / Gem   median  15.7 mo     0.86 (0.72-1.03)        

 



Unfit for Cisplatin 



Who is unfit for cisplatin ? 

Ø  Patients meeting at least one of the 
following criteria were considered unfit for 
cisplatin:  

•  ECOG performance status of 2 
•  creatinine clearance below 60 mL/min 
•  grade 2 or greater hearing loss 
•  grade 2 or greater neuropathy  
•  and/or New York Heart Association Class 

III heart failure. 







Second line 



u 370 pazienti, 83 centri, 21 nazioni 

• PS 0: 320 mg/m2 q3w 
• PS1 o PS0 con RT pelvica: 280 mg/m2 q3w 

(Ciclo 1) 320 mg/m2 q3w dal Ciclo 2 in assenza di tossicità 
ematologica che causi ritardo o riduzione di dose durante il 
Ciclo 1 

R

2 

1 

Obiettivi dello Studio: 

►  Primario 
     Sopravvivenza globale 

►  Secondario 
Sopravvivenza libera da progressione, 
Risposte obiettive, Controllo di malattia, 
Beneficio clinico, QoL 

Second-­‐line	
  phase	
  III	
  trial:	
  Vinflunine	
  +	
  BSC	
  vs.	
  BSC	
  	
  
Bellmunt	
  J,	
  JCO	
  2009	
  



Second-­‐line	
  phase	
  III	
  trial:	
  Vinflunine	
  +	
  BSC	
  vs.	
  BSC	
  	
  
Bellmunt	
  J,	
  JCO	
  2009	
  

In the eligible population are excluded the 13 patients 
with major inclusion criteria violations. 
Eligible population analysis of survival is granted by EMA 
ICH.   

The ITT population includes 13 patients (9 in BSC arm 
and 4 in treatment arm) with major inclusion criteria 
violations that could have bettered survival curves for ITT 
population (i.e. all 9 pts in BSC arm were not progressing 
after platinum CT, while only 3 out of 4 were in this 
condition in JVL+BSC arm).  

ITT	
  Popula=on	
   Eligibile	
  popula=on	
  





Long-term survival results of a randomized phase III trial of vinflunine plus 
best supportive care versus best supportive care alone in advanced 
urothelial carcinoma patients after failure of platinum-based chemotherapy 
J. Bellmunt, R. Fougeray, J.E. Rosenberg, H. von der Maase, F.A. Schutz, Y. Salhi, S. Culine & T.K. Choueiri 

Ann Oncol. 2013 Feb 17. [Epub ahead of print] 

Eligibile	
  popula=on	
  
 

+2.6	
  months	
  

 VFL+BSC 
(N=249) 

BSC 
(N=108) 

No. of events 234 108 
No. censored (%) 15 (6.0) 0 
Median in months (95% CI) 6.9 (5.7 - 8.0) 4.3 (3.8 - 5.4) 
Hazard ratio (95% CI) 0.78 (0.61 - 0.96) 
p-valuea 0.0227 

aStratified log-rank test 

VFL	
  +	
  BSC	
  
BSC	
  

ITT	
  Popula=on	
  

+2.3	
  months	
  

 VFL+BSC 
(N=253) 

BSC 
(N=117) 

No. of events 237 115 
No. censored (%) 16 (6.3) 2 (1.7) 
Median in months (95% CI) 6.9 (5.7 - 8.0) 4.6 (4.1 - 6.6) 
Hazard ratio (95% CI) 0.88 (0.70 -1.10) 
p-valuea 0.2613 

aStratified log-rank test 

VFL	
  +	
  BSC	
  
BSC	
  

VFL	
  +	
  BSC	
  
BSC	
  

>2	
  months,	
  maintained	
  at	
  >	
  3.5	
  yr	
  FUP	
  

►  Overall Survival 



70.3%	
  
Pre-­‐treated	
  with	
  	
  

CisplaCnum-­‐based	
  
regimen	
  

29.7%	
  
Pre-­‐treated	
  with	
  	
  	
  	
  	
  	
  	
  other	
  
plaCnum-­‐based	
  regimen	
  
(carboplaCn,	
  oxaliplaCn)	
  

 
 

The	
  choice	
  of	
  CisplaCn	
  or	
  no	
  
CisplaCn	
  chemotherapy	
  in	
  the	
  first	
  
line	
  did	
  not	
  impact	
  subsequent	
  
benefit	
  of	
  vinflunine	
  over	
  best	
  

supporCve	
  care.	
  	
  

à Subsequent	
  benefit	
  of	
  Vinflunine	
  over	
  BSC	
  is	
  the	
  same	
  whatever	
  the	
  plaCmum-­‐
based	
  combinaCon	
  used	
  as	
  prior	
  treatment	
  

Sub-­‐analysis	
  of	
  Phase	
  III	
  –	
  Vinflunine	
  +	
  BSC	
  vs	
  BSC	
  (N=357)	
  
Impact	
  of	
  prior	
  therapy	
  on	
  survival	
  

Fougeray	
  R,	
  ASCO	
  2012	
  
"  MulCvariate	
  analysis	
  including	
  prognosCc	
  factors	
  (liver	
  involvement,	
  

hemoglobin,	
  PS)	
  and	
  prior	
  plaCnum	
  administraCon,	
  did	
  not	
  show	
  effect	
  
of	
  CDDP	
  on	
  OS.	
  

"   Differences	
  in	
  prognosCc	
  factors	
  between	
  CISPLATIN	
  and	
  NO	
  CISPLATIN	
  
groups	
  may	
  explain	
  the	
  differences	
  in	
  OS	
  in	
  paCents	
  who	
  undergo	
  2nd	
  
line	
  therapy.	
  

	
  



Targeted therapies 



Author,	
  year	
  of	
  publ. Agent N	
  (evaluable) ORR	
  (%) PFS	
  (mo) 0S	
  (mo) 

Petrylak	
  (SWOG),	
  2009 GefiCnib 29 3 NR NR 

Wulfing,	
  2009 LapaCnib 59	
  (34)	
   1.7 2.0 4.2 

Dreicer,	
  2009 Sorafenib 27 0 2.2 8 

	
  

Gallagher,	
  2010 

SuniCnib	
  	
  
50	
  mg/d:	
  4w/2w	
  	
  

	
  	
  	
  	
  	
  	
  	
  	
  37.5	
  mg/d	
  (cont) 

	
  
45	
  (41)	
  
32	
  (28) 

	
  
7	
  
3 

	
  
2.4	
  
2.3 

	
  
7.1	
  
6.1 

Necchi,	
  2012 Pazopanib 41 17	
  (conf.) 2.6 4.7 

Stadler,	
  ASCO	
  GU	
  2011 VolaserCb 50 14 1.4 NR 

Milowski,	
  ASCO	
  GU	
  2011 Everolimus 37 5 3.3 10.3 

Hahn,	
  2011 Gemcitabine	
  +CarboplaCn
+Bevacizumab 

43 72 8.2	
  
(median) 

19.1	
  
(median) 

Wong,	
  2012 
Cetuximab	
  

Paclitaxel	
  +	
  Cetuximab 
11	
  (closed)	
  

28 
NR	
  
25 

NR	
  
3.8 

NR	
  
9.5 

Choueiri,	
  2012 
Docetaxel	
  +Vandetanib	
  

Docetaxel 
70	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
72 

7	
  	
  	
  	
  	
  	
  
11 

2.6	
  	
  	
  	
  
1.6 

5.9	
  	
  	
  	
  
7.0 

Selected	
  Phase	
  2	
  studies	
  with	
  targeted	
  agents	
  alone	
  or	
  
with	
  chemotherapy	
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A trend to increasing lines in Advanced/Metastatic TCCU 

No CT 

CDDP–MTX–VBL 

M-VAC 

Carbo-based regimen 

6 mo 

8 mo 

8-10 mo (fit pts) 

12.5-15 mo 

15 mo 

12-14 mo 

HD M-VAC 

GEM-CDDP 

1st line 

9 mo 
DCT-CDDP 

2nd line 

7 mo 

4 mo No CT (BSC) 

Vinflunine 

16 mo PTX-CDDP-GEM 

Prior CT 
(Neoadj.- Adj.) 

Further lines 
(taxanes) 

Median survival in primary  
advanced / metastatic TCCU  

34% 

29% 

Bellmunt, J. Clin. Oncol. 2009, appendix on-line 



Multi-disciplinary team  



“La chiave di tutte le scienze è, senza dubbio, il 
punto di domanda” 

 
Honorè de Balzac 

(1799-1850) 


