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Debate: Neoadjuvant/Adjuvant Enfortumab Vedotin + 
Pembrolizumab (EVP) vs Cisplatin Based Therapy in 

MIBC

The question is not whether EVP works…
It's if it should replace cisplatin-based therapy for 

everyone?

Jordan Ciuro MD

DDHO 2026
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I wonder why 

Dr. Brown 

would choose 

to defend 

EVP…
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Things we can agree on…

EVP is highly 
act ive in MIBC

EVP has become the 
preferred reg im en 
for most pat ients 

with MIBC

NIAGARA 
regimen with 

cispla tin therapy  
STILL matters
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Specifically, today I am going to argue 5 things:

1. We st il l  don’ t have the  r ight head -to-head trial  comparison

2. The pat ients enro l led in these  tr ials were dif ferent

3. Tum or biology 

4. Toxic ity 

5. Treatment  sequencing
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Current NCCN MIBC Landscape
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Slide credit: ESMO 2024
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Why NIAGARA Changed Practice?

Statist ical ly sign ifican t and  cl inica lly  
meaningfu l improvement  in:

• EFS: HR 0.68  CI 0 .56-0.82 p<0.0001

• OS: HR 0.75  CI 0 .59-0.93 p=0.0106

• 10% improvement  in pa thologic 
complete  response  ra tes

• No delay to su rgery 

Powels et al. NEJM 2024
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Powels et al. NEJM 2024
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The Missing Head-to-Head Trial…
KEYNOTEB15/EV-304                                                  NIAGARA

Both regimens beat GC alone,  but they have never been compared…
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Are we comparing the same patients? 
                  NIAGARA                                                       EV304
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Does Tumor Biology Matter?
Variant Histology

Squam ous histo logy :

• Lower Nect in4  expression

• Infer io r outcomes with  EV: 
PFS 2.8  vs 6.2m 

 OS 6.5  vs 13m

Poster Session GU ASCO 2026
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Toxicity Profile Matters

GC+ Durvalumab (NIAGARA)

• Famil iar  toxic i ty prof ile

• Well  estab l ished  management

• Grade ≳3 TRAE: 40 .6%

EVP (EV-304)

• Grade ≳3 TRAE: 45 .5%

• Unique toxici t ies:

• Severe skin reactions

• Peripheral neuropathy

• Hyperglycemia

• Ocular toxicity 
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Treatment AE in EV304

Galsky GU ASCO 2026 oral presentation

Sport et al J Cutan Pathology 2024 

EV studies excluded 
pat ien ts with:

• HbA1c ≳8, l imited 
da ta  in  diabetics
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Treatment Burden Matters
Duration? Cost? Global Access? 

NIAGARA

• Durat ion :  4 cy of  GC (12w),  8  cy  ad j 
durvalumab (32w) =  44w

• Estab lished  chemotherapy

• Lower f inancia l  burden

• Widely avai lable  global ly 

EVP 

• Durat ion :  4 cy EVP, 5 cy adj  EV and  
13  cycles of  ad j  pembro  = 27w EVP 
+ 24 weeks pembro = 51w 

• Novel  ta rgeted therapy+IO

• Higher  financial  burden

• Access may be l imited

Treatment decisions extend beyond efficacy alone…
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An unanswered question: Treatment Sequencing?

• Data  f rom EV-302 evaluating EVP vs SOC 
chemotherapy in advanced UC improved OS

• Quest ions we st il l  don’t  know:

• Can EVP be effectively reused after perioperative EVP?

• What is optimal therapy after relapse on adjuvant EVP?

• Will earlier EV exposure change future treatment options?

Powels et al NEJM 2024
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Summary

What we know:

• EVP is a  landmark tr ial  

• EVP will  become standard for most MIBC

• NIAGARA has OS and c linica l  uti l i ty

What we sti l l  don’t know:

• EVP vs GC +durvalumab (no head -to head)

• Optimal trea tment sequencing

• Best strategy by histology

• Duration of  therapy needed? pCR and 
c tDNA to guide dec isions 

Who to st i l l  consider NIAGARA for?

• Variant histology

• Significant DM or  history of skin 
conditions

• Cost or access l imita tions 
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EVP is  practice-changing, not practice-uniform 

The goal is not to g ive every patient the same treatment… 

i t  is  to give every patient the right treatment


