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1L, first line; EMA, European Medicines Agency; EU, European Union; EV, enfortumab vedotin; 

LA/mUC, locally advanced/metastatic urothelial carcinoma; MHRA, Medicines and Healthcare 

products Regulatory Agency; P, pembrolizumab; PD-1/L1, programmed death-1/ligand-1; UC, 

urothelial carcinoma.

1. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics.
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NL: Reporting of suspected adverse reactions 

Reporting suspected adverse reactions after authorisation of the medicinal 

product is important. It allows continued monitoring of the benefit/risk balance of 

the medicinal product. Healthcare professionals are asked to report any 

suspected adverse reactions via the national reporting system. Nederland: 

Nederlands Bijwerkingen Centrum Lareb; 

Website: www.lareb.nl

UK: Adverse events should be reported.

Reporting forms and information can be found at www.mhra.gov.uk/yellowcard or 

search for ‘MHRA yellow card’ in the Google Play Store or Apple App Store. 

Adverse events should also be reported to Astellas Pharma Ltd on 0800 783 5018

▼This medicinal product is subject to additional monitoring.

Prescribing Information is available at the end of this presentation. 

This promotional meeting is fully sponsored and supported by Astellas, including 

speaker-related honoraria and production of materials. It is intended for healthcare 

professionals only.
EV, in combination with P, is indicated for the 1L treatment of adult patients with 

unresectable/mUC who are eligible for platinum-containing chemotherapy.1

Please note: This indication has received EMA approval; reimbursement in some EU 

countries is still pending. 

EV as monotherapy is indicated for the treatment of adult patients with LA/mUC who 

have previously received a platinum-containing chemotherapy and a PD-1/L1 inhibitor.1

http://www.lareb.nl/
http://www.mhra.gov.uk/yellowcard
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Treatment with 1L EV+P following 
progression on adjuvant IO

Clinical 

scenario 1
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Patient profile: George

Fictitious patient case created for illustrative purposes.

ECOG PS, Eastern Cooperative Oncology Group performance status; GFR, glomerular filtration rate.

Job code: MAT-NL-PAD-2025-00038

George

• Male

• Age: 47 years

• ECOG PS: 0

• GFR: 113 mL/min (no 

lab abnormalities)

Lifestyle: Married, one daughter aged 

17 years, non-smoker

Employment status/job: 

Works full time

Comorbidities: None

Concomitant medications: None



Patient history 

5 | Fictitious patient case created for illustrative purposes.

CT, computed tomography; GFR, glomerular filtration rate; MTB, multidisciplinary tumour board; TUR-B, transurethral resection of the bladder.

Job code: MAT-NL-PAD-2025-00038

Dec 2018

Initial presentation 

with gross 

haematuria

Jan 2019

TUR-B, histology; 

urothelial 

carcinoma, min. of 

pT2, pTis, G3

Staging: CT-Thorax-

Abdomen-Pelvis: cN0 cM0

MTB:

Neoadjuvant therapy or 

proceed to cystectomy?



Patient history 

6 | Fictitious patient case created for illustrative purposes.

CPS, combined positive score; MTB, multidisciplinary tumour board; TNM, tumour, node, metastasis.

Job code: MAT-NL-PAD-2025-00038

Feb 2019

Radical cystectomy, 

orthotopic ileal 

neobladder (I-Pouch), 

urothelial carcinoma 

TNM: pTis and pT3a, pN0, cM0, L0, 

V0, Pn0, R1 (urethra, pTis), CPS 15

MTB:

Adjuvant therapy or follow-up?



Patient history
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Fictitious patient case created for illustrative purposes.

Job code: MAT-NL-PAD-2025-00038

Apr 2019

Adjuvant nivolumab 

every 4 weeks for 12 cycles 

Apr 2020

End of nivolumab treatment



George progressed 18 months after initiating treatment with 
adjuvant nivolumab

Fictitious patient case created for illustrative purposes. 

Speaker’s own images.

ECOG PS, Eastern Cooperative Oncology Group performance score; mUC, metastatic urothelial carcinoma.
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18 months post-adjuvant nivolumab:

Presentation with metachronous mUC of the 

bladder with liver and retroperitoneal lymph 

node metastasis (liver, biopsy proven)

Non symptomatic

ECOG PS: 0

No autoimmune disorders, polyneuropathy 

or diabetes in medical history

Imaging confirmed disease progression

Job code: MAT-NL-PAD-2025-00038



George was evaluated to determine whether she was able 
to receive EV+P combination therapy

Fictitious patient case created for illustrative purposes.

*PS 0–2, GFR >30 mL/min, adequate organ functions, for cisplatin: GFR >50 mL/min.

1L, first line; BSC, best supportive care; Cis, cisplatin; EAU, European Association of Urology; EV, enfortumab vedotin; Gem, gemcitabine; GFR, glomerular filtration rate; ICI, immune checkpoint inhibitor; 

mUC, metastatic urothelial carcinoma; nivo, nivolumab; P, pembrolizumab; PD-L1, programmed cell death ligand 1; PS, performance status.

EAU. Muscle-invasive and metastatic bladder cancer. Available at: https://www.uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer. Last accessed: June 2025. 9

Combination therapy-eligible*

If EV is not available 

or contraindicated 

Or not eligible for ICI 

Platinum/Gem + maintenance 

avelumab or CisGem + nivo

Platinum/Gem

Combination therapy-ineligible

BSC

If PD-L1 positive:

Atezolizumab

Pembrolizumab 

EV+P

George was considered suitable to receive EV+P, and 1L treatment with EV+P was the preferred 

choice vs. other options

The EAU guidelines for unresectable/mUC treatment

Job code: MAT-NL-PAD-2025-00038



George was evaluated to determine whether she was able 
to receive EV+P combination therapy

Fictitious patient case created for illustrative purposes.

1L, first line; Carbo; carboplatin; Cis, cisplatin; ESMO, European Society for Medical Oncology; EV, enfortumab vedotin; Gem, gemcitabine; mUC, metastatic urothelial carcinoma; P, pembrolizumab; PBCT, platinum-based chemotherapy.

Powles T et al. Ann Oncol 2024;35:485–490. 10

George was considered suitable to receive EV+P, and 1L treatment with EV+P was the preferred 

choice vs. other options

The ESMO guidelines for unresectable/mUC treatment

EV+P

Treatment-naïve mUC

Cis or carbo eligible

CisGem or CarboGem

Treatment-naïve mUC

Cis eligible

Nivolumab + CisGem

If EV+P is unavailable 

or contraindicated 

Job code: MAT-NL-PAD-2025-00038
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Post-hoc analysis evaluating 

pembrolizumab retreatment in patients with 

advanced/mUC who received 

pembrolizumab in KEYNOTE-52, 

KEYNOTE-45 or KEYNOTE-361, and either 

stopped pembrolizumab after a CR or 

completed pembrolizumab with an objective 

response or SD
(analysis population n=49)

• ORR: 41%

• mPFS: 9.5 months

• mOS: 25.7 months

Reintroducing 
pembrolizumab based 
immunotherapy in 
advanced/mUC after 
prior exposure

Median follow-up: 24.4 months.

BOR, best overall response; CR, complete response; mOS, median overall survival; 

mPFS, median progression-free survival; mUC, metastatic urothelial carcinoma; PR, partial response; 

ORR, objective response rate; PD, progression of disease; SD, stable disease.

Koshkin VS et al. Eur Urol 2025;87;390–395.

Job code: MAT-NL-PAD-2025-00038
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First-colours

treatment

300 6 12 18 24 6636 42 48 54 60 72

Months since initiation of the first-course treatment

Retreatment BOR2 CR BOR2 PR BOR2 CR BOR2 CR

First course BOR1 CR BOR1 PR BOR1 R BOR1 CR Death

Treatment-free interval



Reintroducing immunotherapy after prior exposure

Median follow-up: 21.7 months.

CI, confidence interval; HR, hazard ratio; ICI, immune checkpoint inhibitor; mOS, median overall survival; mUC, metastatic urothelial carcinoma; OS, overall survival; UC, urothelial carcinoma.

Mairoano BA et al. Presented at ASCO GU 2025. Abstract 732. 12

ICI rechallenge after a cut-off >12 months reached 

longer mOS than <12 months (34.6 vs. 11.7 months; 

HR:0.46 [95% CI 0.29–0.73]; p=0.027)

1ICI in non-metastatic and 2ICI in mUC was associated with 

longer mOS than both ICI courses in mUC 

(72.0 vs. 13.8 months; HR: 0.35, [95% CI 0.31–0.41]; p<0.0001)

Job code: MAT-NL-PAD-2025-00038

International, retrospective, real-world study using the TriNetX network for a large-scale search of 

patients with UC who underwent two separate courses of ICI between Jan 2014–Oct 2024

(analysis population n=292)
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IC rechallenge >12 mo
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HR: 0.35 (95% CI 0.31-0.41)

p<0.0001



Proposed MoA of EV+P: EV induces enhanced T-cell 
response in combination with P

APC, antigen-presenting cell; ATP, adenosine triphosphate; CRT, calreticulin; DAMP, damage-associated molecular pattern; EV, enfortumab vedotin; HMGB1, high-mobility group box 1 protein; MMAE, monomethyl auristatin E; 

MoA, mode of action; P, pembrolizumab; PD-1/L1, programmed cell death protein/ligand 1.

Friedlander TW et al. Presented at ASCO 2021. Poster 4528. 13

MMAE inhibits microtubule 

polymerisation and induces 

immunogenic cell death

Immunogenic cell death leads 

to the release of 

immune-activating molecules 

(DAMPs, ATP, HMGB1, CRT)

DAMPs activate immune 

cells that can trigger a 

T cell-mediated 

anti-tumour response

The T-cell response can be 

enhanced by the use of 

PD-1/L1 inhibitors 

(e.g. pembrolizumab)

Job code: MAT-NL-PAD-2025-00038



Poll: Vote via the Onomi app!

EV, enfortumab vedotin; IO, immunotherapy; P, pembrolizumab. 14

Job code: MAT-NL-PAD-2025-00038

• 1–6 months post-adjuvant IO

• 6–9 months post-adjuvant IO

• 9–12 months post-adjuvant IO

• >12 months post-adjuvant IO

Vote via the 

Onomi app

When would you feel comfortable initiating treatment with EV+P?



Alternative path: What if George had an aggressive 
progression pattern?

Fictitious patient case created for illustrative purposes.

Median follow-up: 11.1 months.

CI, confidence interval; EV, enfortumab vedotin; HR, hazard ratio; IO, immunotherapy; OS, overall survival; PBCT, platinum-based chemotherapy; PD-1/L1, programmed cell death protein/ligand 1.

Rosenberg J et al. Presented at ESMO 2021. Abstract 1151.

• Considerations for rapid progressive disease on adjuvant immunotherapy

• Hard-to-treat subgroups in EV-301 showed benefit for EV monotherapy in 

patients with IO failure

15
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EV-301: Subgroup analysis of OS

Subgroup

EV monotherapy 

(n=301)

PBCT

(n=307)

HR (95% CI)Events

Median 

(months)

Events
Median 

(months)

n/N % n/N %

All 134/301 44.5 12.88 167/307 54.4 8.97 0.702 (0.556–0.886)

Aged ≥65 years 85/193 44.0 14.32 101/196 51.5 9.46 0.745 (0.558–0.995)

Presence of liver metastasis 53/93 57.0 9.63 63/95 66.3 5.95 0.660 (0.456–0.957)

Primary upper tract disease 44/98 44.9 12.62 52/107 48.6 10.91 0.848 (0.567–1.269)

Non-response to prior 

PD-1/L1 inhibitor
100/207 48.3 11.63 120/215 55.8 9.17 0.757 (0.580–0.988)

0 0.2 0.4 0.6 0.8 1 1.2 1.4
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Non-response to priort PD-1/L1 inhibitor

Primary upper tract disease

Presence of liver metastasis

Aged ≥65 years

All

ORR, % (95% CI)

EV-301: Subgroup analysis of ORR (response-evaluable population)
EV Standard chemotherapy

Alternative path: What if George had an aggressive 
progression pattern?

Fictitious patient case created for illustrative purposes.

Median follow-up: 11.1 months.

CI, confidence interval; EV, enfortumab vedotin; IO, immunotherapy; ORR, overall response rate; PD-1/L1, programmed cell death protein/ligand 1.

Rosenberg J et al. Presented at ESMO 2021. Abstract 1151. 16
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(34.90–46.54)
(13.71–22.76)

(33.59–48.23)
(14.48–26.27)

(25.83–46.09)
(5.28–18.89)

(33.87–54.27)
(12.04–27.87)

(32.85–46.86)
(12.49–23.25)

22.7 (14.70–30.56)

20.9 (10.75–30.61)

24.7 (9.96–38.70)

24.8 (11.07–37.80)

22.4 (12.67–31.68)

Absolute difference, % (95% CI)

• Considerations for rapid progressive disease on adjuvant immunotherapy

• Hard-to-treat subgroups in EV-301 showed benefit for EV monotherapy in 

patients with IO failure



George: Male patient, 47 years old

17 | 

Fictitious patient case created for illustrative purposes.

Speaker’s own images.

EV, enfortumab vedotin; Cis, cisplatin; Gem, gemcitabine; MTB, multidisciplinary tumour board; Nivo, nivolumab; P, pembrolizumab.

MTB:

• CisGem?

• CisGem+ avemulab maintenance?

• CisGem+ nivo?

• EV+P?

N
o

v
 2

0
2
1
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George: Male patient, 47 years old
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Fictitious patient case created for illustrative purposes.

Speaker’s own images.

EV, enfortumab vedotin; P, pembrolizumab.

Job code: MAT-NL-PAD-2025-00038

Nov 2021

Initiated treatment with EV+P 

(EV: 1.25mg/kg, P: 200 mg IV)  

N
o

v
 2

0
2
1

Liver metastases: 



George: Male patient, 47 years old
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Fictitious patient case created for illustrative purposes.

Speaker’s own images.

PR, partial response.
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Fictitious patient case created for illustrative purposes.

Speaker’s own images.

CR, complete response; PR, partial response.
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George: Male patient, 47 years old

• Since May 2022: Ongoing CR

• Since Feb 2023: Treatment modified due to polyneuropathy and dermatitis

21 | 

Fictitious patient case created for illustrative purposes.

Speaker’s own images.

CR, complete response.
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George: Male patient, 47 years old

22Fictitious patient case created for illustrative purposes.

Speaker’s own images.

Job code: MAT-NL-PAD-2025-00038

Treatment management:

• Treatment was withheld until 

Grade ≤1 

• George was referred to 

specialised care

• Once reduced to Grade 1, 

treatment resumed by a dose

reduction of one step to 1 mg/kg

Dermatitis:



Summary

EV, enfortumab vedotin; ICI, immune checkpoint inhibitor; mUC, metastatic urothelial carcinoma; P, pembrolizumab; RWE, real-world evidence. 

1. Powles T et al. N Engl J Med 2024;390:875–888; 2. PADCEV™ (enfortumab vedotin). Summary of product characteristics; 3. Speaker’s own opinion. 23
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There are no guidelines on use of EV+P following ICI given in early-stage disease; the 

indication does not restrict EV+P for patients with prior ICI in earlier stage disease2

EV+P is indicated for the first-line treatment of adult patients with unresectable/mUC who 

are eligible for platinum-containing chemotherapy2

The advice presented here is based on ICI sequencing evidence. It is important to 

continue evaluating RWE to further supplement guidance in the future3

Patients in EV-302 were all naïve to ICI1



Please refer to the EMA SmPC for 
PADCEV™ (enfortumab vedotin) 
via the following link:
https://www.ema.europa.eu/en/docume
nts/product-information/padcev-epar-
product-information_en.pdf

aPI, abbreviated Prescribing Information; EMA, European Medicines Agency; SmPC, Summary of Product Characteristics.

PADCEV is subject to medicinal prescription.

Astellas Pharma B.V., Sylviusweg 62, 2333 BE Leiden, The Netherlands

Please scan the QR 

code to access the 

UK aPI for PADCEV

Please scan the QR 

code to access the NL 

SmPC for PADCEV

Job code: MAT-NL-PAD-2025-00038
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NL aPI

Footnotes



Footnotes




