
Managing baseline comorbidities 
and staying ahead of AEs with EV 

1L, first line; AE, adverse event; EMA, European Medicines Agency; EV, enfortumab vedotin; 

LA, locally advanced; mUC, metastatic urothelial carcinoma; P, pembrolizumab; 

PD-1/L1, programmed death-1/ligand-1.
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

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 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.
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For patients to stay on their 1L treatment, it is important to help 
minimise the risk of toxicity both proactively and reactively

1/2/3L, first/second/third line; mUC, metastatic urothelial carcinoma.

1. Thomas VM et al. JAMA Netw Open 2024;7:e249417; 2. Speaker’s own opinion. 3

1L setting
 

3L+ setting

High attrition rates between lines of treatment mean that 

a limited number of patients receive 2L+ treatment1

1L treatment choice matters in mUC, emphasising the 

need to prioritise therapies with the greatest potential for 

clinical benefit upfront, rather than reserving them for 

later lines of treatment1

Minimising the risk of toxicity helps to maximise the 

likelihood of continuing treatment2
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Today, multiple treatment guidelines state EV+P is the 
preferred 1L treatment for patients with unresectable/mUC1,2

1L, first line; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; SOC, standard of care.

1. European Association of Urology. Muscle-invasive and metastatic bladder cancer. Available at: https://www.uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer. Last accessed: June 2025; 

2. Powles T et al. Ann Oncol 2024;35:485–490; 3. Speaker’s own opinion. 4

Given the adoption of EV+P as SOC, clinicians must 

familiarise themselves with its safety considerations 

and management strategies, particularly in the context 

of patients with comorbidities or frailty3
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Patients with unresectable/mUC are often elderly and can 
present with multiple comorbidities1

EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; SmPC, Summary of Product Characteristics.

1. Bellmunt J et al. Euro J Can Suppl 2016;14:1–20; 2. Speaker’s own opinion; 3. Apolo AB et al. ESMO Open 2024;9:103725.

Other than the respective SmPCs, there are no 

validated criteria for EV+P that should be used to 

guide treatment decisions3

5

Excluding patients from receiving EV+P without any evidence-based justification would 

unnecessarily limit access to an effective treatment3

Hypertension

Diabetes

Cardiovascular disease

Chronic kidney disease

Frailty 

Obesity

…and more

Clinicians without prior experience of treating 

patients with EV±P may require support (in 

addition to the guidance detailed in the 

respective SmPCs) when making treatment 

decisions and managing AEs2

To date, eligibility criteria exist in 

oncology for relatively few treatments2

e.g. Galsky criteria are used to determine 

fitness for cisplatin3 
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EV-302 trial inclusion/exclusion criteria should not 

be used alone to guide clinical decision-making2 



To help maximise clinical benefits with EV+P, we need to 
plan ahead before 1L treatment is started

1L, first line; AE, adverse event; AESI, AE of special interest; EV, enfortumab vedotin; HCP, healthcare professional; NCCN, National Comprehensive Cancer Network; P, pembrolizumab; PBCT, platinum-based chemotherapy; 

SmPC, Summary of Product Characteristics; TRAE, treatment-related AE; u/mUC, unresectable or metastatic urothelial cancer .

1. PADCEV  (enfortumab vedotin). Summary of Product Characteristics; 2. Speaker’s own opinion. 6

The overall aim is to minimise the impact of treatment-related AEs and ensure optimal integration of EV+P 

into clinical practice2

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

with u/mUC who are eligible for PBCT1

The only contraindication for EV is for patients with hypersensitivity to the active substance 

or to any of the excipients listed in the SmPC1

• Clinicians may benefit from practical guidance to support the use of EV+P in routine clinical practice, 

particularly regarding the management of patients presenting with pre-existing comorbidities and TRAEs

• This includes guidance on:

Job code: MAT-NL-PAD-2025-00032

Pre-treatment 

considerations

Monitoring 

during treatment

Dose modifications 

for AESIs



Introducing the…
Expert Opinion Piece

An upcoming promotional journal supplement that will be included 

in  the European Medical Journal
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Expert Opinion Piece: Aim

1L, first line; AESI, adverse event of special interest; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab.

Speaker’s own opinion. 

To help provide practical recommendations to support the use of EV+P for 1L treatment 

of patients with unresectable/mUC who present with comorbid conditions

Specifically, to seek expert advice with:

           
     

           
          

0201
Pre-initiation 

considerations

The steps prior to 

initiating EV+P

Monitoring 

considerations

How to monitor patients 

during treatment
03

Dose modifications

Dose modification 

considerations for AESIs
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Expert Opinion Piece: Methodology

EV, enfortumab vedotin; HCP, healthcare professional; mUC, metastatic urothelial carcinoma; P, pembrolizumab.

Speaker’s own opinion. 9

Advisory panel

N=8

Experts from the EU and US

Advisor selection

• Involvement in the EV-301 

and/or EV-302 trials;

• And/or a high level of 

experience 

prescribing EV+P

The panel was presented with several different clinical 

scenarios of patients with mUC that HCPs may 

find challenging:

• Impaired renal function

• Frailty

• Hyperglycaemia/diabetes

• Obesity

• Peripheral neuropathy

• Skin reaction

• Ocular disorder
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Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; PN, peripheral neuropathy; QoL, quality of life; SmPC, Summary of Product Characteristics.

Advisory panel recommendations.

Baseline assessment Monitoring during treatment

• Baseline neurological assessment

o Focus on how PN impacts patients’ daily 

activities (through assessment of fine motor 

skills, gait, and balance)

• Include a complete medical history and 

assessment of any risk factors that may impact 

PN, such as older age, spinal involvement of 

mUC, or diabetes

• Educate patients on the signs and symptoms 

of PN

• Patients with Grade 2 PN should not be treated 

with EV+P until PN has resolved to Grade ≤1

• Repeat baseline assessment(s) on Day 1 and 

Day 8 of each cycle prior to administering EV+P

• At each visit, monitor for:

o New or worsening symptoms

• Impact of PN on QoL and daily activities

10
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Peripheral neuropathy



Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

EV, enfortumab vedotin; P, pembrolizumab.

Advisory panel recommendations. 11

Baseline assessment Monitoring during treatment

• Assessment of the skin

o Including medical history, visual assessment, 

and photographs (if necessary)

• Educate patients to monitor and immediately 

report ‘red flag’ symptoms such as fever, malaise, 

or mucosal involvement

• Repeat baseline assessment(s) on Day 1 and 

Day 8 of each cycle prior to administering EV+P

• Monitor throughout treatment
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Skin reaction



Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

BMI: body mass index; EV, enfortumab vedotin; P, pembrolizumab.

Advisory panel recommendations. 12

Baseline assessment Monitoring during treatment

• Blood glucose, HbA1c, BMI, and renal and liver 

function tests

• Repeat baseline assessment(s) on Day 1 and 

Day 8 of each cycle prior to administering EV+P

• Monitor throughout treatment

• Control blood glucose levels throughout 

treatment: blood glucose levels to be assessed 

prior to treatment at each visit, and HbA1c every 

12 weeks

• For patients at high risk of developing 

hyperglycaemia (e.g., high BMI, concomitant 

corticosteroids), monitor closely
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Diabetes/Hyperglycaemia



Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

AE, adverse event; EV, enfortumab vedotin; P, pembrolizumab.

1. Advisory panel recommendations; 2. Bellera CA, et al. Ann Oncol 2012;23:2166–2172. 13

Baseline assessment Monitoring during treatment

• For patients ≥75 years of age, perform geriatric 

assessment using the G8 geriatric screening tool 

and clarify the underlying cause of frailty2

• For very frail patients, discuss each case with the 

geriatric team to consider initiating supportive 

care versus initiating EV+P

• At each visit, assess for AEs and overall health

Job code: MAT-NL-PAD-2025-00032

Frailty1



Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

*Enfortumab vedotin has not been evaluated in patients with end stage renal disease (creatinine clearance <15 mL/min).

AE, adverse event; BMI: body mass index; EV, enfortumab vedotin; GFR: glomerular filtration rate; P, pembrolizumab.

Advisory panel recommendations. 14

Impaired renal function*

Baseline assessment Monitoring during treatment

• Assess GFR/serum creatinine levels • Repeat baseline assessment(s) on Day 1 (and 

Day 8 for patients of concern) of each cycle prior 

to administering EV+P

Job code: MAT-NL-PAD-2025-00032

Baseline assessment Monitoring during treatment

• Assess BMI

• Examine skin integrity and wound healing

• Examine skin integrity and wound healing 

throughout treatment

• For patients with high BMI: close monitoring

Obesity



Expert Opinion Piece: Key insights

Refer to the EV Summary of Product Characteristics for detailed information on management.

EV, enfortumab vedotin; P, pembrolizumab.

Advisory panel recommendations. 15

Job code: MAT-NL-PAD-2025-00032

Baseline assessment Monitoring during treatment

• Assess risk factors • Monitor for ocular disorders that are worsening or 

failing to improve/resolve

Ocular disorders



Expert Opinion Piece: Concluding thoughts

AE, adverse event; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; SmPC, Summary of Product Characteristics; SOC, standard of care.

Advisory panel recommendations. 16

All patients with mUC should 

have the opportunity to 

receive SOC treatment

➢ No evidence-based 

criteria are established 

for EV+P

Most patients with 

unresectable/mUC can 

receive EV+P

The most urgent clinical need 

was considered to treat the 

cancer itself in most cases

The importance of deciding 

if treating any comorbidity 

should be prioritised at the 

cost of delaying treatment 

with EV+P

Clinical judgement and 

discussion with patients are 

crucial to ensuring that patients 

receive optimised treatment

For patients who are frail 

and/or with baseline 

comorbidities, follow the 

SmPC guidance and initiate 

EV+P at the full, 

recommended dose, and 

dose-adjust EV if required

Job code: MAT-NL-PAD-2025-00032

Medical education on optimal EV+P use (including monitoring and AE management) is crucial 

to maximise the likelihood of sustained clinical benefit



Summary

1L, first line; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; PBCT, platinum-based chemotherapy; SOC, standard of care.

1. Thomas VM et al. JAMA Netw Open 2024;7:e249417; 2. Speaker’s own opinion; 3. European Association of Urology. Muscle-invasive and metastatic bladder cancer. Available at: https://www.uroweb.org/guidelines/muscle-invasive-and-

metastatic-bladder-cancer. Last accessed: June 2025; 4. Powles T et al. Ann Oncol 2024;35:485–490; 5. Apolo AB et al. ESMO Open 2024;9:103725; 6. PADCEV  (enfortumab vedotin). Summary of Product Characteristics. 17

Using a 1L treatment that offers longest overall survival is of critical importance, rather than reserving it 

for later use1,2 All patients with mUC should have the opportunity to receive SOC treatment2

Best practice is to initiate EV+P at the recommended starting dose, per the respective SmPCs, with 

appropriate dose modifications applied when clinically required6

Currently, EV+P is the preferred 1L therapy in multiple treatment guidelines for patients with 

unresectable/mUC who are eligible for PBCT3,4

Job code: MAT-NL-PAD-2025-00032

Appropriate clinical assessment at treatment initiation is important to ensure that comorbidities and 

frailty are adequately considered in patient care2

Clinical judgment and open dialogue are crucial to ensure that each patient receives the most 

appropriate and effective treatment2



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 

EMA, European Medicines Agency; aPI, abbreviated Prescribing Information; 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
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NL aPI

Footnotes



Footnotes
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