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Ben

Ben is Dr.  Narayan’s and my 74-year-o ld  pat ient  
w i th  musc le - invas ive  b ladder  cancer

TURBT shows h igh -grade UC wi th  20% squamous 
d i f ferent ia t ion  wi th  invas ion  in to  the  muscular is  
p ropr ia

CT chest and urogram show hazy  per ives ica l  
s t randing  wi th  mi ld  L  hydronephros is .  Prominent  
L  ex t  i l iac  LN,  mi ld  FDG av id i t y  on  FDG PET. No 
metastatic lesions

His CrCl is  52 mL/min.  
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If only we had...

A phase 3, randomized tr ial  showing 
overal l  survival benef it  (category 1 data)

That ref lected our real-world population in 
terms of:
• Divergent dif ferentiat ion al lowed
• Imper fect renal function al lowed
• Split -dose cisplatin al lowed
• N1 disease al lowed
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NIAGARA: Perioperative chemoimmunotherapy in MIBC

Powles, T. ESMO 2024.
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Perioperative chemotherapy improves survival in MIBC

Powles, T. (2024). NEJM 391: 1773-1786.

Event-free survival

Overal l  survival

Pathologic CR rate

Co-primary 
endpoints

Key 
secondary 
endpoint
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NIAGARA doesn’t require extrapolation to your patients

15% divergent dif ferentiat ion

60% > T2N0

5% N1

~20% with CrCl 40-60

(because patients l ike yours were included)

Powles, T. (2024). NEJM 391: 1773-1786.
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How does perioperative GC-durvalumab compare to ddMVAC? 

VESPER:  ddMVAC x6  vs  GC x4
• pCR 42% vs 36% 
• 3-year PFS 66% v 56%, HR 0.70 (0.51-0.960)
• 5-year OS 66% vs 57%, HR 0.71 (0.52-0.97)
• Cost: increased toxicity

Pfister, C. (2024). Lancet Oncology 25(2): 255-264. 
Duplisea, J. (2019). Can Urol Assoc J 13(2): 24-28.
Plimack, E. ASCO GU 2025.

ddMVAC vs GC is an intellectual exercise that doesn’t apply to most patients with MIBC

• VESPER included 95% cT2N0 (~5% cT3-4) – NOT representative
• 20-30% of MY patients can get ddMVAC (renal/cardiac function)
• 6 cycles of ddMVAC?! Aspirational…and toxic
• In 2014, 32% received any neoadjuvant cisplatin
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Perioperative durvalumab improved survival in the pCR and 
non-pCR groups

Galsky, ASCO GU 2025. 



2025 Debates and Didactics in Hematology and Oncology 

Dr. Narayan may tell you that 
we need a 4 arm, 4000-

patient trial to determine the 
contribution from the 

components of the 
sandwich…

I have bad news for him. 
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ALL ongoing phase 3 MIBC trials are perioperative trials
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Take home messages

• The addit ion of perioperative durvalumab to neoadjuvant GC improves EFS 
and OS

• Inclusion cr iter ia that ref lect a real-world population
• pCR rate with GC+durvalumab r ivals those seen with ddMVAC
• EFS and OS were improved with the addit ional of  durvalumab even with 

patients who had a pCR
• Most patients can’t  get ddMVAC – so shouldn’t  we give them the best 

possible neoadjuvant treatment avai lable to them? 
• Nervous about over treatment/toxicity with adjuvant durvalumab? Just WAIT 

for adjuvant enfor tumab vedotin

As  I  p lace Ben’s  sp l i t -dose gem-c is  orders  for  next  week ,  I ’m adding  
dur va lumab.  Are  you? 


