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1st line advanced disease . 



When do we define advanced disease?
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Dynamic changes to ctDNA will be more sensitive that radiology 

Dynamic changes as 6 weeks 
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Gem/cis
Gem/carbo X2

PD-L1

CTLA4/PD-L1

Which 1st line metastatic study was this this? 

Gem/cis
Gem/carbo X2

Gem/cis
Gem/carbo X6





Platinum based chemotherapy +/- pembrolizumab in front line UC
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What are the next steps for EV and pembrolizumab in urothelial 
cancer ? 

 Can we combine with other ADCs for triplets?

When to stop therapy? Should we use the Nectin 4 biomarker?

What do we do for patients who have had EVP in MIBC



Enforumab vedotin with Sacituzimab vedotin in pretreated 
advanced urothelial cancer 
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Patients

DL 1

DL 2

DL 3

One patient who did not undergo any post-baseline scans was marked as having 0 percentage
change.
 
* One patient experienced progressive disease due to the emergence of a new non-target lesion,
despite the reduction in a target lesion.
** Among three patients with complete response, two had lymph node lesions and the sum of lesions
   was not zero for those achieving a complete response.McGregor B 

ESMO 23  

Add PD-1
Or PD1/VEFD



EVP

FORAGER-3 Randomised phase III EVP +/- 
Vepugratinib 

EVP+vepugratinib

Eligability Criteria

M1 disease 
FGFR3 alterations 

Fit for EVP



*D 1500 mg  (Day 1 each cycle); **T 75 mg  (Cycle 1, Day 1 and  Cycle 2, Day 8); †EV 1.25 mg/kg  (Days 1 & 8 each cycle)
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Arm 1

Arm 2

Arm 3

D‡+T¥

Q4W for 9 cycles

NEOADJUVANT TREATMENT ADJUVANT THERAPY/ OBSERVATION

D‡

Q4W for 9 cycles

Observation only or SoC per approved 
country label

D*+T**+EV†

Q3W for 3 cycles

D*+EV†

Q3W for 3 cycles

Randomization
1:1:1  

N = ~810 patients

PHASE 3 RANDOMIZED TRIAL

‡D 1500 mg (Day 1 each cycle ; ¥ T 75 mg (Day 1, Cycle 1 only) 

Primary Endpoints

• Pathologic complete response (pCR; 
ypT0N0M0) 

• Event-free survival (EFS)

Secondary Endpoints Include:

• OS, DFS, pathologic downstaging rate
to <pT2N0M0, DSS, QOL, 
safety/tolerability, pharmacokinetics

Volga Study Design

7-Nov-22

Is there an optimal duration of ADC and ICI therapy?
Is it the same for all tumors?

Does rechallenge, combination or sequencing work?
Which biomarkers and trial designs are needed to answer these questions?
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0 6 month 12 months 18 months 24 months

74 yr female
Liver and bone mets
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EV

Pembro 
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0 6 month 12 months 18 months 24 months

Disease progression
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75 male ctDNA +ve 
radiologically negative 

disease. 

6 3 2 1 11 25 0 0 0

atezo EV/SG/pembro 



Who gets EVP today and tomorrow?

2021 2022 2023 2024

74 yr female
T4b N1 M0 bladder 

cancer  

EV

Pembro 

Local lymph node 
relapse

Neuropathy resolved

CR Stopped due to G1-2 neuropathy

55 yr T3N0M0 UC 
EV

Pembro 

Cystectomy showed pCR
ctDNA clearance 

Progression of disease 
in the liver 

Grade 1 neuropathy
Grade 1 rash 



C00
5

(N=43)

C009
(N=64)

Pooled
(N=107)

HER2-Positive 
IHC3+ or 2+/FISH+ 60% 64% 62.2%
HER2 Low 
IHC2+/FISH-
IHC2+/FISH Unknown

40%
66%

39.4%
50%

39.6%
55.6%

Most frequent TRAE All grades (≥30%)
Any event 100%

Peripheral sensory neuropathy 68%

Leukopenia 51%

AST increase 42%

Neutropenia 42%

Alopecia 40%

Asthenia 39%

ALT increase 36%

Decreased appetite 32%
Sheng X et al. J Clin Oncol. Published online November 21, 2023. 
doi:10.1200/JCO.22.02912Bladder 

cancer 



PFS OS

80% were HER 2 positive 
No enrichment for efficacy in the HER-2 high
Distinct toxicity profile to EV
Responses over 70% but CR rate was lower
Follow up is relatively short  



Mechansims of resistance to EV
Aquired resistance to EV

Unknown and likely to be multifactorial 

Dynamic changes to NECTIN4 maybe 
partially responsible but PGP efflux 
pumps will play an important role 

Inherent resistance to EV

Unknown and likely to be multifactorial 

Biomarker expression as well as 
underling PGP exflux pumps maybe 

relevant 





SAC/TMT
Pembrolizumab 

TMT
Radiotherapy 

SACTMT + pembrolizumab in MIBC (bladder sparing trial)

Gem/cis X4 for eligible 
patients 

Eligability Criteria

T2-4aN1M0 MIBC
No prior therapy

Cystectomy refusing TMT
Radiotherapy 



What are the key questions for treatment after EVP 

EVP first ask questions later 

Toxicity management and duration of therapy is the main 
challenge

Other ADC/IO combinations are probably equally active .

Triplet therapy would need to have great results and 
more may not always be better 

We are moving into a new era of diagnosing and 
monitoring advances disease 



EVP. 

Targeted therapy . 

Targeted therapy  
. 

NAC
(GEM/CIS/DURVA). EVP or just EV. 

EV or Platinum 
chemotherapy. 

EVP or platinum 
chemo. 

DVP

Adjuvant IO 

Advanced disease (ctDNA+ve or measurable M1)  

Platinum chemo . 

Platinum chemo. Targeted therapy . 

1st line therapy 2nd line therapy 3rd  line therapy 



0 6 month 12 months 18 months 24 months

Disease progression
Stable disease
Partial response
Complete response

Symptomatic toxicity

75 male
T3N0M0 MIBC EV 

?Pembro  

Can we rechallenge with EVP?  
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