
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 cell death protein 1/ligand 1.
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professionals only. 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.

http://www.lareb.nl/
http://www.mhra.gov.uk/yellowcard
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Patient profile: Mr D.A.

Fictitious patient case created for illustrative purposes – outcomes may vary.

BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group performance status; GFR, glomerular filtration rate; HbA1c, glycated haemoglobin; PPI, proton pump inhibitor.

Lifestyle: Limited physical activity due to chronic 

back pain

Employment status/job: Retiree

Family history of cancer: Mother died of breast 

cancer

Comorbidities: 

Mild hypertension, gastritis

Concomitant medications:

Aspirin, amlodipine, PPIs, painkillers for 

back pain

Any other relevant medical history:

Stable angina, back pain due to herniated 

lumbar disc

Mr D.A.
• Male

• Age: 78 years old

• ECOG PS: 1

• GFR: 48 mL/min/1.73m2

• BMI: 30 kg/m2

• HbA1c: 5.3%
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Mr D.A.: Presentation and diagnosis 

Fictitious patient case created for illustrative purposes – outcomes may vary. 4
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Initial presentation

July 2024

Haematuria



Mr D.A.: Presentation and diagnosis 

Fictitious patient case created for illustrative purposes – outcomes may vary. 

CT, computed tomography; TURB, transurethral resection of bladder tumour. 5

Initial presentation

July 2024

Haematuria

Baseline CT: 

Para-aortic/inter-aortocaval nodes 

(22 mm), pelvic node (13 mm), 

hepatic and pulmonary metastases

PG
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12 August 2024

TURB: Urothelial carcinoma



Mr D.A.: Treatment

Fictitious patient case created for illustrative purposes – outcomes may vary. 

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis. 6

PG
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Treatment

10 October 2024

EV (1.25 mg/kg) + 

P (200 mg IV) 

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Mr D.A.: Treatment

Fictitious patient case created for illustrative purposes – outcomes may vary. 

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis. 7
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December 2024

Grade 1 skin rash 

managed 

with corticosteroids

10 October 2024

EV (1.25 mg/kg) + 

P (200 mg IV)

Treatment

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Mr D.A.: Treatment

Fictitious patient case created for illustrative purposes – outcomes may vary.

CT, computed tomography; EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis. 8

PG
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13 April 2025

CT scan showed 

complete response

December 2024

Grade 1 skin rash 

managed 

with corticosteroids

10 October 2024

EV (1.25 mg/kg) + 

P (200 mg IV)

Treatment

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).
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Why was EV+P initiated?

EV, enfortumab vedotin; P, pembrolizumab. 9



Why EV+P?

PG
Job code: MAT-NL-PAD-2025-00035

• Indicated as 1L SOC for patients with unresectable/mUC who are 

eligible for PBCT (based on EV-302 data)1,2

• Patient had aggressive disease with multi-site metastases

• Aim: Rapid control with a tolerable regimen

• Considered patient's preserved performance status and 

organ function

Fictitious patient case created for illustrative purposes – outcomes may vary. 

1L, first-line; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; P, pembrolizumab; PBCT, platinum-based chemotherapy; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis.

1. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics; 2. Powles T et al. N Engl J Med 2024;390:875–888. 10

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Prior to initiation, Mr D.A. was educated about the importance 
of early identification and management of skin reactions

HCP, healthcare professional; OTC, over-the-counter.

1. Pace A et al. Clin J Oncol Nurs 2021;25:E1–E9; 2. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics; 3. Lacouture ME et al. Oncologist 2022;27:e223–e232.

Topics for patient education1–3

11

Advice on promptly reporting new 
or changing skin reactions to HCPs, 
particularly symptoms of serious 
skin reactions

Symptoms of serious skin reactions
(e.g., itch or rash that continues to 
worsen or comes back after treatment; 
blistering/peeling skin; sores/ulcers 
around the mouth, nose, throat or 
genitals; fever/flu-like symptoms; 
swollen lymph nodes)

Importance of skin protection, 
including covering exposed skin with 
clothing or hats and using sunscreen

Appropriate use of skincare 
products (e.g., hypoallergenic
make-up, avoidance of OTC 
acne medications)

Daily prophylactic use of gentle, 
unscented moisturisers, creams 
or emollients

PG
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Given that EV binds to Nectin-4 expressed on skin cells,1,2 

skin reactions can occur during treatment with EV 

Images reproduced from Lacouture ME et al. 2022.2

EV, enfortumab vedotin; MMAE, monomethyl auristatin E. 

1. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics; 2. Lacouture ME et al. Oncologist 2022;27:e223–e232. 12

• Nectin-4 is physiologically expressed on keratinocytes

(A) and skin appendages (sweat glands and hair 

follicles) (B) and mediates cell–cell adhesion2

Mechanism of skin toxicity by EV is presumed to be:

1. Through direct cytotoxicity by the delivery of MMAE1,2

AND/OR

2. Through inhibition of cell–cell adhesion by the binding 

of EV to Nectin-41,2

Nectin-4 staining in the epidermis (A) 

and sweat glands (B)2 

EV mechanism of action2

PG
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Skin reactions are also associated with immunotherapy, 
including pembrolizumab

AGEP, acute generalised exanthematous pustulosis; DRESS, drug reaction with eosinophilia and systemic symptoms; HLA, human leukocyte antigen; ICI, immune checkpoint inhibitor; IgA, immunoglobulin A; 

irAE, immune-related adverse event; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis. 

1. Watanabe T & Yamaguchi Y. Front Immunol 2023;14:1071983; 2. Juan-Carpena G et al. Actas Dermosifiliogr 2022;113:376–387. 13

Mechanisms of cutaneous irAEs1:

1. Activation of T cells against common 

antigens in tumour cells and normal tissues

2. Increased release of inflammatory 

cytokines and antibodies

3. Association with specific HLA variants 

and organ-specific irAEs

4. Acceleration of medication-induced 

drug eruptions

ICIs stimulate the immune system → as a consequence of this stimulus, 

diverse autoimmune or autoinflammatory events can be triggered1

Inflammatory eruptions Immunobullous eruptions Others

Maculopapular rash Bullous pemphigoid Hair alterations: 

Alopecia areata

Pruritus Others: 

- Dermatitis herpetiformis

- IgA dermatosis

- Epidermolysis bullosa 

acquisita

Nail alterations

Psoriasiform eruption Keratinocyte 

proliferation:

Actinic keratosis, 

carcinomas…Lichenoid eruption

Eczematous eruption

Serious adverse skin 

reactions (SJS/TEN 

DRESS/AGEP)

Pigmentary 

alterations: Vitiligo

Main types of cutaneous irAEs:2

PG
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Clinical timeline

Fictitious patient case created for illustrative purposes – outcomes may vary. 

CR, complete response; EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis; TURB, transurethral resection of bladder tumour. 14

Job code: MAT-NL-PAD-2025-00035

GD

Haematuria

Jul 

2024

Aug

2024

Sep

2024

Apr

2025

Dec

2024

TURB Started

EV+P

Skin toxicity CR

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Skin toxicity details

Fictitious patient case created for illustrative purposes – outcomes may vary.

AE, adverse event; CR, complete response; EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis; TURB, transurethral resection of bladder tumour. 15

Job code: MAT-NL-PAD-2025-00035
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AE presentation:

Onset: Day 15 of Cycle 3

Grade 2: Dry and scaly eruption

Classification: Pruritic

Patient was not pyrexic

Management:

No dose interruption initially

Started topical steroids, 

switched to low-dose 

prednisone for 5 days

Resolved by start of Cycle 4

Haematuria

Jul 

2024

Aug

2024

Sep

2024

Apr

2025

Dec

2024

TURB Started

EV+P

Skin toxicity CR

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Key steps

ROS, reactive oxygen species; UVA, ultraviolet A; UVB, ultraviolet B.

1. Speaker’s clinical experience; 2. Solésence. SPF, UVA, UVB: What protection do I need? Available at: SPF, UVA, UVB: What protection do I need? – Solésence. Last accessed: June 2025. 16
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STEP 1:1 Understand the skin type

• Oily

• Dry

• Combination 

STEP 2:1 Choose the correct emollient 

based on ceramides and oil-based body 

detergent

• Oily skin (acne signs): Ceramides in gel 

applied several times

• Dry and combination: Ceramides in cream 

in spring and summer, balm in winter

STEP 3:1,2 Protect the skin from the sun 

UVB UVA

https://solesence.com/spf-uva-uvb-what-protection-do-i-need/


Grading of skin toxicities

ADLs, activities of daily living; BSA, body surface area; CTCAE, Common Terminology Criteria for Adverse Events.

US Department of Health and Human Services. Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0. Available at:

https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_5x7.pdf. Last accessed: June 2025. 17

Grade Symptoms (CTCAE v5) BSA %

1
Pruritus, burning 

and/or tightness 

<10% of BSA with/without 

symptoms 

2 Pruritus, burning and/or 

tightness 

10–30% of BSA with/without 

symptoms 

>30% of BSA with/without mild 

symptoms

3 Limiting self-care and ADLs 
>30% of BSA with moderate or 

severe symptoms

Job code: MAT-NL-PAD-2025-00035

GD

https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_5x7.pdf


Practical way to assess BSA: The rule of nine

BSA, body surface area.

Barton-Burke M et al. Nurs Clin North Am 2017;52:83–113. 18

Job code: MAT-NL-PAD-2025-00035
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Failure of Steps 1 and 2: Dry and scaly eruption

Always refer to your local SmPC for EV and for P.
Speaker’s own image.

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; SmPC, Summary of Product Characteristics; TEN, toxic epidermal necrolysis.

Speaker’s clinical experience 19

• Dry and scaly eruption

• Image: forearm with dry, erythematous skin and diffuse 

scaling

• Suggestive of Grade 1–2 xerotic eczema-like rash

Job code: MAT-NL-PAD-2025-00035

GD

Management:

Oil-based detergent, balm emollient; 

however, if rhagades, use fusidic acid 

+ betamethasone cream and 

fitostimoline spray

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Failure of Steps 1 and 2: Infections

Speaker’s own images.

Speaker’s clinical experience. 20

Job code: MAT-NL-PAD-2025-00035

GD

Tinea pedis by Candida Tinea incognita

Pyoderma

Tinea corporis by Candida



• Phototoxicity1

• Suggestive of Grade 1–2 solar erythema and 

occasionally Grade 31

Failure of Step 3: Phototoxicity

Always refer to your local SmPC for EV and for P.
Speaker’s own images.

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; SmPC, Summary of Product Characteristics; TEN, toxic epidermal necrolysis.

1. Speaker’s clinical experience; 2. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics. 21

Job code: MAT-NL-PAD-2025-00035
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Management:1,2

Sunscreen, high-dose vitamin D 

and perhaps steroid 

(topical or oral)

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Additional example: Severe bullous eruption – EV or P?

Speaker’s own images.

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis.

Speaker’s clinical experience. 22
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Clinical appearance: Extensive erythema with presence of

vesicles, bullae and superficial ulcerative lesions, mainly on the

foot and ankle1

Associated symptoms: Pain, pruritus, impaired mobility 

due to discomfort1

Grading: Grade 3 skin toxicity 

Widespread lesions requiring systemic intervention, 

potential risk of secondary infection and significant impact 

on quality of life1

Management (example):1

• Due to attribution of skin toxicity to EV, EV was 

temporarily discontinued

• Systemic corticosteroids (prednisone 0.5–1 mg/kg)

• Local care with antiseptics and topical agents

• Dermatology referral

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Permission granted for use of images.

EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis.

Brower B et al. Front Oncol 2024;14:1326715. 23

EV skin reactions most commonly present 

in intertriginous, flexural and acral areas, 

with skin that is often fragile, thin and friable

P skin reactions often do not affect skin integrity;

involved areas depend on the type of skin reaction

Erythema in large folds in a patient 

with EV-induced skin toxicity

Key:

Areas where EV-related skin reactions would typically present

Areas where P-related skin reactions would typically present

Pruritus:

Trunk and scalp

Psoriasiform 

reactions:

Extensor surface of 

extremities

Bullous reactions:

Trunk and extremities 

(rare only in folds)

Maculopapular rash:

Trunk and extremities

EV-associated skin reactions P-associated skin reactions

Job code: MAT-NL-PAD-2025-00035

GD

Clinical presentation of skin toxicities

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN 

(predominantly during the first cycle of treatment).



Finding bullae should not always remind you 
of pemphigoides

Speaker’s own images.

Speaker’s clinical experience. 24

Control symmetry and pattern of lesions

Job code: MAT-NL-PAD-2025-00035

GD



Pruritus assessment

Speaker’s own images.

AD, atopic dermatitis. 

Speaker’s clinical experience. 25

Job code: MAT-NL-PAD-2025-00035
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Duration (>6 weeks vs. <6 weeks)

Non-dermatological pruritus or associated with lesions

Pemphigoides preliminary phase Prurigo nodularis in AD



Anti-pruritic tips

Always refer to your local SmPC for EV and for P.
Image freely available from AdobeStock.com.

EV, enfortumab vedotin; P, pembrolizumab.

Speaker’s clinical experience. 26

Job code: MAT-NL-PAD-2025-00035
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Classics: Corticosteroids, calcineurin 

inhibitors

Alternative topicals: 5% boric acid, 

menthol

Antihistamines: Hydroxyzine, cinnarizine

Depo formulations of steroids

\



Skin toxicity with EV and P 

AE, adverse event; EV, enfortumab vedotin; P, pembrolizumab; SJS, Stevens–Johnson syndrome; SmPC, Summary of Product Characteristics; TEN, toxic epidermal necrolysis.

Brower B et al. Front Oncol 2024;14:1326715. 27

EV-related and P-related skin reactions may sometimes present similarly; 

therefore, attribution of either drug to an AE may not always be clear1

If drug attribution is possible:1

Indicated dose modifications 

should be applied to the 

relevant drug, according to the 

SmPC guidance

If drug attribution is not possible:1

Consider withholding both drugs

If drug attribution is unclear:1

Refer to a dermatologist

Always refer to the Summary of Product Characteristics

Job code: MAT-NL-PAD-2025-00035

PG

PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Time to onset of skin toxicities

EV, enfortumab vedotin; ICI, immune checkpoint inhibitor; P, pembrolizumab; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis.

1. Brower B et al. Front Oncol 2024;14:1326715; 2. Kawsar A et al. Br J Dermatol 2023;189:3–10; 3. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics. 28

Severe skin reactions with EV+P3

Median time to onset: 1.7 months (range: 0.1–17.2)

1 2 3Month

EV-associated skin lesions can present within the first cycle of treatment 

but may also occur later1

ICI-associated maculopapular rash presents early appearance (from 3 to 6 weeks)2

and bullous skin reactions present delayed onset (from 2 to 27 months) and 

may even present after the finalisation of the immunotherapy2

Job code: MAT-NL-PAD-2025-00035
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PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Red flag symptoms for severe skin reactions:

SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis.

PADCEV™ (enfortumab vedotin). Summary of Product Characteristics. 29

• Rash or itching that continues to get worse or 

comes back after treatment

• Skin blistering or peeling

• Painful sores or ulcers in mouth, nose, throat or 

genital area

• Fever or flu-like symptoms

• Swollen lymph nodes

Job code: MAT-NL-PAD-2025-00035
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PADCEV (enfortumab vedotin) can cause severe skin reactions, including SJS and TEN (predominantly during the first cycle of treatment).



Management approach

*Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events Version 5.0 (NCI-CTCAE v5.0) where Grade 1 is mild, Grade 2 is moderate, Grade 3 is severe and Grade 4 is life-threatening. †Up to a 

maximum of 125 mg for patients weight ≥100 kg.

AESI, adverse event of special interest; SJS, Stevens–Johnson syndrome; TEN, toxic epidermal necrolysis. 

PADCEV™ (enfortumab vedotin). Summary of Product Characteristics; 2. Brower B et al. Front Oncol 2024;14:1326715. 30

Job code: MAT-NL-PAD-2025-00035
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AESI Severity* Dose modification

Skin reactions

Suspected SJS or TEN or bullous lesions

Severe cutaneous adverse reactions, including SJS and 

TEN, with fatal outcome have also occurred in patients 

treated with EV, predominantly during the first cycle of 

treatment

Immediately withhold and refer to specialised care

Confirmed SJS or TEN:

Grade 4 or recurrent Grade 3
Permanently discontinue

Grade 2 worsening

Grade 2 with fever

Grade 3

• Withold until Grade ≤1

• Referral to specialised care should be considered

• Resume at same dose level or consider dose reduction 

by one dose level

EV dose modifications can assist in managing skin reactions and may allow patients to remain 

on treatment and continue to benefit from EV2

SmPC management guidance1



Patient case study: Outcomes and key learnings 

Fictitious patient case created for illustrative purposes. 

Speaker’s own opinion. 31
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Skin toxicity was 
manageable

Treatment continued 
without dose reduction

Complete radiological 
response

Key insight: Managing 
toxicity appropriately enables 

continued therapy



Conclusions

EV, enfortumab vedotin.

1. Speaker’s own opinion; 2. Brower B et al. Front Oncol 2024;14:1326715; 3. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics. 32

Educate clinical teams to differentiate between EV-related and immune-related rash2

Job code: MAT-NL-PAD-2025-00035

In some cases, EV dose reductions will be sufficient to mange skin reactions2

Educate patients and caregivers on prevention and early symptom reporting2

Be aware of early-onset rashes, especially with any red flag symptoms1–3

Involve dermatologists early for severe, unclear or persistent cases2



Discussion points for the group

EV, enfortumab vedotin; P, pembrolizumab. 33

How do you educate patients before 

initiating EV+P?

Do you use prophylactic topical agents?

When do you refer to dermatology?

Would you have continued therapy in this patient?

Job code: MAT-NL-PAD-2025-00035



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

Job code: MAT-NL-PAD-2025-00035

https://www.ema.europa.eu/en/documents/product-information/padcev-epar-product-information_en.pdf
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