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1L, first line; AE, adverse event; EMA, European Medicines Agency; EU, European Union; 

EV, enfortumab vedotin; LA, locally advanced; mUC, metastatic urothelial carcinoma; 

P, pembrolizumab; PD-1/L1, programmed death-1/ligand-1.
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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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Rare histological subtypes/mixed 
histology in advanced UC

Clinical 

scenario 3



Poll: Vote via the Onomi app!

UC, urothelial carcinoma.

• Significantly

• Moderately

• Not at all

• Unsure/depends on the variant

4

Vote via the 

Onomi app

To what extent do variant histologies influence your 
treatment decisions in advanced UC?



Clinical guidelines are suited for tumours with UC-predominant 
histology

Figure adapted from Powles T et al. 2024.

*FDA approved and EMA approved;1,2 †Rechallenge with single-agent ICI is not encouraged without further evidence;1 ‡In tumours with selected FGFR DNA fusions and mutations;1 ¶ESMO-MCBS v1.1 was used to calculate scores for new 

therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-

forms);1 §This should be assessed within 10 weeks of completion of chemotherapy;1 ††Rechallenge with PBCT may be considered if progression occurred 12 months after the end of previous PBCT or 12 months after the end of previous 

PBCT and maintenance avelumab;1 ‡‡Platinum doublets to be considered if the treatment-free interval from the last PBCT is >1 year;1 ¶¶To be considered when other therapies are not available.1

1L, first line; Carbo; carboplatin; Cis, cisplatin; EMA, European Medicines Agency; ESMO, European Society for Medical Oncology; EV, enfortumab vedotin; FDA, US Food and Drug Administration; FGFR, fibroblast growth factor receptor; 

Gem, gemcitabine; ICI, immune checkpoint inhibitor; m, metastatic; MCBS, Magnitude of Clinical Benefit Scale; P, pembrolizumab; PBCT, platinum-based chemotherapy; UC, urothelial carcinoma.

1. Powles T et al. Ann Oncol 2024;35:485–490; 2. EMA. Summary of opinion. July 2024. Available at: ema.europa.eu/en/documents/smop/chmp-post-authorisation-summary-positive-opinion-padcev-ii-13_en.pdf. Last accessed: June 2025. 5
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If EV+P is unavailable 
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The ESMO Clinical Practice Guideline aligns with the EU regulatory approval for pembrolizumab ‘for the 1L treatment of unresectable or metastatic UC in adults’1,2



Clinical guidelines are suited for tumours with predominant 
UC histology

PBCT, platinum-based chemotherapy; UC, urothelial carcinoma.

Speaker’s own opinion. 6
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The ESMO Clinical Practice Guideline aligns with the EU regulatory approval for pembrolizumab ‘for the 1L treatment of unresectable or metastatic UC in adults’

• Clinical trials that change the guidelines usually 

exclude patients with non-UC-predominant histologies

• They often group ‘variant histology’ into a single 

category rather than splitting outcomes data into 

different variants

• Many variants exist, each with distinct prognoses, 

outcomes, and responses to PBCT or immunotherapy



Most common variant histologies in bladder cancer

Koehne EL et al. Clin Genitourin Cancer 2024;22:102100. 7

Distribution of histologic subtypes of bladder cancer in the study 

population within the National Cancer Database (n=4469)

31%

16%

17%

16%

17%

3%

Squamous Adenocarcinoma Neuroendocrine

Sarcomatoid Micropapillary Plasmacytoid



Neuroendocrine subtype

IO, immuno-oncology.

1. Alderson M et al. Bladder Cancer 2020;6:107–122; 2. Jung K et al. Clin Genitourin Cancer 2016;15:e337–e343; 3. Simon NI et al. Presented at ASCO 2024. Abstract TPS4629; 4. Gu Y et al. Cell Reports Med 2024;5:101824. 8

Key features:

• Aggressive tumour, but it often responds well 

to chemotherapy1

• Treatment for this histologic variant has been 

extrapolated from data on small cell lung cancer2

• Clinical trials are currently investigating the 

combinations of chemotherapy + IO or 

lurbinectedin + avelumab3,4

Neuroendocrine subtype1



Sarcomatoid subtype

IO, immuno-oncology; PD-L1, programmed death ligand 1. 

1. Alderson M et al. Bladder Cancer 2020;6:107–122; 2. Anraku T et al. BMC Urol 2023;23:38. 9

Key features:

• Characterised by malignant spindle cells with a 

non-specific morphologic appearance1

• Conflicting data about the role of neoadjuvant 

chemotherapy1 

• High PD-L1 expression and data suggesting 

activity of IO2

Sarcomatoid subtype1



Squamous cell carcinoma subtype

1. Alderson M et al. Bladder Cancer 2020;6:107–122; 2. UroToday. ASCO 2024: What Is Variant Histology Urothelial Cancer and What Are the Available Treatment Options? Available at: https://www.urotoday.com/conference-

highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html. Last accessed: July 2025. 10

Squamous cell carcinoma subtype1

Key features:

• Keratinisation and intracellular bridges1,2

• Aggressive; frequently presents at locally 

advanced stage2

• Lower response rate to chemotherapy 

(vs. cystectomy)1

https://www.urotoday.com/conference-highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html


Micropapillary subtype

HER2, human epidermal growth factor receptor 2. 

Alderson M et al. Bladder Cancer 2020;6:107–122. 11

Micropapillary subtype

Key features:

• Small nests of tumour cells within lacunae 

and without fibrovascular cores

• More likely to be diagnosed at an 

advanced stage

• HER2 overexpression



Patient profile: Jean

Fictitious patient case created for illustrative purposes.

BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group performance status; GFR, glomerular filtration rate; HbA1c, haemoglobin A1c; NA, not available.

Lifestyle: Former tobacco exposure

Employment status/job: Retired,

former fireman

Family history of cancer: None

Comorbidities: Moderate hypertension

Concomitant medications: Enalapril

Any other relevant medical history: 

NA

Habits: Physically active and 

volunteers in a non-profit 

organisation

Jean
• Male

• Age: 69 years

• ECOG PS: 1

• GFR: 67 ml/min

• BMI: 23 kg/m2

• HbA1c: 6.3%



Patient treatment/disease history

Carbo, carboplatin; Cis, cisplatin; CT, computed tomography; Gem, gemcitabine; LN, lymph node; MIBC, muscle-invasive bladder cancer; PBCT, platinum-based chemotherapy; PS, performance status; SCC, squamous cell carcinoma; 

SD, stable disease; SOC, standard of care; UC, urothelial carcinoma.

• Prior surgery/treatments: Diagnosis of MIBC with 30% UC and 70% of SCC

• CT scan showed initial enlarged pelvic LNs and in LN in the retroperitoneum

• Confirmation of mixed histology after second pathological assessments

• PS 1, creatinine clearance of 70 ml/min

• At this time: SOC was PBCT +/- avelumab

• Three cycles of CisGem was given and then three cycles of CarboGem

(moderate renal failure); SD was the best response

• After discussion with the patient, avelumab was initiated 

• New disease progression

• Liquid biopsy analysis found: FGFR3 R248C (2.2%), S249C (0.1%), MDM2

amplification, CDKN2A deletion



Potential treatment options

ADC, antibody–drug conjugate; EV, enfortumab vedotin; FGFR3, fibroblast growth factor receptor 3; PRMT5, protein arginine methyltransferase 5; TROP2, trophoblast cell surface antigen 2. 14

Erdafitinib or clinical trial testing specific FGFR3 inhibitor

EV

Clinical trial targeting PRMT5

Clinical trial with other ADC (e.g., TROP2)

After discussing with the patient, we started EV at 

standard dosing (1.25 mg/kg)



After 3 months: Moderate PD

FGFR, fibroblast growth receptor; PD, progressive disease. 15

Patient was switched to a pan-FGFR inhibitor with 

clinical progression



Current data on EV in variant subtypes

Cis, cisplatin; CPI, checkpoint inhibitor; EV, enfortumab vedotin; ORR, overall response rate; P, pembrolizumab; Sq, squamous; UC, urothelial carcinoma; VH, variant histology. 

UroToday. ASCO 2024: What Is Variant Histology Urothelial Cancer and What Are the Available Treatment Options? Available at: https://www.urotoday.com/conference-highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-

what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html. Last accessed: July 2025. 16

Publication Population Total ORR (%) VH response

Phase II Pure UC 84, UC/Sq 15, UC/VH 26 44 Not reported

Phase I N=155 43 Not reported

Phase III
N=301 EV

229 UC / 45 with VH
40.6 Not reported

Post-CPI 62 UC, 12 UC/Sq, 15 UC/VH 52 Not reported

Phase II EV+P Cis-ineligible EV-103 Cohort A 15 UC, 8 UC/Sq, 22 UC/VH 73 Not reported

EV +/-P  Cis-ineligible EV-103 Cohort K
76 EV+P

73 EV

64.5 (EV+P)

45.2 (EV)
Not reported

Phase III 1L EV-302 379 UC, 50 UC/VH, four pure VH 67.7 (EV+P) Not reported

Table is for illustrative purposes only; Direct comparisons should not be made 

https://www.urotoday.com/conference-highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html


Current data on EV in variant subtypes

EV, enfortumab vedotin; NE, neuroendocrine; ORR, observed response rate; pHV, pure histology variant; RWE, real-world evidence; UC, urothelial carcinoma; VH, variant histology.

Jindal T et al. Presented at ASCO 2024. Abstract 652. 17

Analysis of the UNITE RWE study: Multi-site retrospective study of patients with advanced UC treated with 

targeted agents, including EV

Variant ORR (%)

UC 

predominant 

(<50% HV), n

ORR (%)

HV 

predominant 

(50–99% HV), n

ORR (%)

pHV

(100% HV), 

n

ORR (%)

Squamous (n=94) 47 (36/76) 70
55 

(31/56)
17 33 (5/15) 7 0 (0/5)

Micropapillary (n=41) 35 (12/34) 35
38 

(11/29)
6 20 (1/5) 0 -

Plasmacytoid (n=23) 53 (9/17) 18 64 (9/14) 2 NE 3 0 (0/3)

Sarcomatoid (n=21) 47 (8/17) 15 38 (5/13) 4 100 (3/3) 2 0 (0/1)

Adenocarcinoma/glandular (n=9) 56 (5/9) 8 63 (5/8) 1 0 (0/1) 0 -

NE/small cell (n=9) 0 (0/8) 3 0 (0/3) 4 0 (0/3) 2 0 (0/2)

Nested (n=2) 50 (1/2) 1 0 (0/1) 1 100 (1/1) 0 -

Lipid cell variant (n=1) 100 (1/1) 1 100 (1/1) 0 - 0 -

Any VH 44 (72/164) 151
50 

(62/125)
35 36 (10/28) 14 0 (0/11)



Current data on EV+P in variant subtypes

*Between 1 June 2023, and 8 August 2024.

1L, first-line; EV, enfortumab vedotin; mUC, metastatic urothelial carcinoma; NA, not available; ORR, objective response rate; OS, overall survival; P, pembrolizumab; PFS, progression-free survival; UC, urothelial carcinoma; VH, variant histology.

UroToday. ASCO 2025: Impact of Histological Subtypes in Patients Receiving First-Line Treatment with Enfortumab Vedotin/pembrolizumab in Advanced Metastatic Urothelial Cancer. Available at: https://www.urotoday.com/conference-

highlights/asco-2025/asco-2025-bladder-cancer/160989-asco-2025-impact-of-histological-subtypes-in-patients-receiving-first-line-treatment-with-enfortumab-vedotin-pembrolizumab-in-advanced-metastatic-urothelial-

cancer.html?tmpl=component&print=1. Last accessed: July 2025. 18

Single-centre retrospective cohort study: Patients with mUC who received 1L treatment with EV+P*

Patients with transitional UC or other non-squamous/glandular histologies were significantly more likely to respond to treatment

compared with those with any degree of squamous or glandular differentiation (p=0.001).

Transitional UC 

predominant 

(n=37)

Transitional UC 

<50% VH 

(squamous/ 

glandular) (n=6)

Transitional UC 

>50% VH 

(squamous/ 

glandular) (n=6)

Micropapillary 

variant (n=7)
Other VHs (n=8)

ORR (%) 57.6 (15/26) 16.6 (1/6) 0 (0/11) 57.1 (4/7) 25 (2/8)

PFS (12 m) (%) 45.9 (17/37) NA 30.7 (4/13) 42.8 (3/7) 12.5 (1/8)

OS (12 m) (%) 56.7 (21/37) NA 38.4 (5/13) 57.1 (4/7) 37.5 (3/8)



Nectin-4 expression in molecular subtypes

MIBC, muscle-invasive bladder cancer; mUC, metastatic urothelial carcinoma; ns, not significant.

1. Loriot Y et al. Nat Commun 2024;15:8603 (suppl); 2. Chu CE et al. Clin Cancer Res 2022;27:5123–5130; 3. Rodler S et al. Cancers 2022;14:4411. 19

Expression of Nectin-4 across the consensus molecular 

subtypes of MIBC and association with luminal markers2

Expression of Nectin-4 according to 

subtype in MIBC/mUC (N=98)1

(n=529)

(n=133)

Nectin-4 expression (H-score) in different 

variant histologies of bladder cancer3

****= p < 0.001

LumNSBa/Sq LumP LumU NE-like Stroma-rich

p=3.24 e-14

LumNSBa/Sq LumP LumU NE-like Stroma-rich

p=1.19 e-16

LumNSBa/Sq LumP LumU NE-like Stroma-rich

p=2.33 e-7

LumNSBa/Sq LumP LumU NE-like Stroma-rich

p=3.56 e-22
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Expression differences of Nectin-4, TROP-2, and HER2 
in UC

HER2, human epidermal growth factor receptor 2; Nectin-4, Nectin cell adhesion molecule-4; TROP-2,  trophoblast cell surface antigen 2; UC, urothelial carcinoma. 

Fan Y et al. Front Oncol 2022;2:858865. 20

Expression differences of Nectin-4, TROP-2, and HER2 4 in conventional UC and histologic variants



Summary

ADC, antibody–drug conjugate; UC, urothelial carcinoma. 

1. Vlachou E et al. Am Soc Clin Oncol Educ Book 2024;44:e438640; 2. Alderson M et al. Bladder Cancer 2020;6:107–122; 3. UroToday. ASCO 2024: What Is Variant Histology Urothelial Cancer and What Are the Available Treatment Options? Available 

at: https://www.urotoday.com/conference-highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html. Last accessed: July 2025; 4. Kwon W-A et al. 

Biomedicines 2025;13:86; 5. Speaker’s own opinion. 21

Patients should be referred to specialised centres that offer pathological review, molecular 

profiling and membrane protein profiling5

Non-urothelial bladder cancer subtypes are uncommon and present a substantial challenge for 

clinicians, primarily because of the scarcity of prospective data and their frequent exclusion from 

conventional UC trials1

Each non-urothelial subtype exhibits distinct histological and clinical characteristics that often lead 

to more aggressive courses and poorer prognoses than conventional UC2

There is an emerging role of immunotherapy and ADCs with variable efficacy in different 

histological subtypes2–4

There is a critical need for inclusive clinical trials and subtype-specific analyses.2 Analyses of 

the impact of variant histologies should be conducted in Phase III trials at a minimum5

https://www.urotoday.com/conference-highlights/asco-2024/asco-2024-bladder-cancer/152654-asco-2024-what-is-variant-histology-urothelial-cancer-and-what-are-the-available-treatment-options.html


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-2025-00030

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