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1. Petrylak et al. ASCO 2015; 2. Sharma et al. ASCO 2016; 3. Plimack et al. 
ASCO 2015

4. Massard et al. ASCO 2016; 5. Apolo et al. ASCO 2016 

ADC in platinum 
advanced bladder 
cancer 

Enfortumab 
Vedotin

Sacituzumab 
Govitecan

(n=113)

Disitamab 
Vedotin
(n=109)

T-DXD
(n=16)

 BT8009
(n=45)

BL-B01D1
(n=27)

Target NECTIN-4 TROP-2 HER-2 HER-2 NECTIN-4 HER3/EGFR

Payload MMAE TOPO-1 MMAE TOPO-1 MMAE TOPO-1

Biomarker selection None None 1-3+ 3+ None None 

Randomised phase III 
studies 

301,302,303,304 
VOLGA TROPICS-4

1st line R3 
(China and 

Global)
None 1st line R3

Global
Planned 
(China)

Grade 3+ TRAEs 51% 65% 45% 45-55% 22% 52%

Response rates in 
platinum-refractory 
disease 

41% 28% 50% 56% 45% 41%

Response rates in 
combination with PD-1 
therapy 

68% (420) 34% (41) 75% (20) 36% (26)





NECTIN-4 as a biomarker for enfortumab vedotin and pembrolizumab vs chemotherapy in the EV302 study. 



Consistent PFS Benefit with EV+P Across Nectin-4 and PD-L1 Subgroups



NECTIN-4 amplification and response to EV monotherapy 

Klumper JCO 2024



Neoadjuvant durvalumab/tremelimumab/enfortumab vedotin resulting in high ctDNA clearance 
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4 cycles of neoadjuvant therapy was associated with 
 responses but also 8% treatment-related deaths  

Sacituzumab Govitecan alone and with PD-1 therapy  
Platinum refractory UC monotherapy  

Platinum refractory UC combination with PD1 
inhibitor    



McGregor B 
ESMO 23  

Enfortumab vedotin with Sacituzumab vedotin in pretreated 
advanced urothelial cancer 
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C005
(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.22.02912



Disitamab Vedotin plus Toripalimab in muscle invasive bladder cancer 
(MIBC): data on 31/47 patients  

14
Xinan Sheng, MD

 Pathologic Response
Evaluable Patients

N=31

pCR (ypT0N0), n (%) 19 (61.3)
95% CI 42.2, 78.2 

pPR (<ypT2, and N0), n (%) 23 (74.2)
95% CI 55.4, 88.1 

EFS Subgroup Analysis for pCR Rate
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R
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• The median event-free survival (EFS) follow-up was 5.4 months. 
The median EFS not yet mature and EFS rate at 12 months was 
85.0% (95%CI: 64.0%, 94.0%).

• The median DFS and OS not yet mature and will be reported later.
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Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

A Phase 2 study of T-DXd in patients with HER2-expressing 
solid tumours in 2L and later patient population 

1. Meric-Bernstam, ASCO 2023 (Oral 
presentation; Abstract LBA3000)
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BT8009 (zelenectide pevedotin) = peptide drug conjugate

Phase 1/2 DURAVELO
ORR = 45%

Torras et al. ESMO 2024

• Small conjugated molecule

• Short linear peptides into a stabilized bi-cyclic structure using a 
central chemical scaffold

• BT-8009 can quickly leave the vasculature and distribute rapidly to 
target tissues and tumors, enabling delivery directly to the required 
site of action



DURAVELO-2 STUDY (NCT04561362)

Loriot et al, ASCO 2024



1. Petrylak et al. ASCO 2015; 2. Sharma et al. ASCO 2016; 3. Plimack et al. 
ASCO 2015

4. Massard et al. ASCO 2016; 5. Apolo et al. ASCO 2016 

ADC in platinum 
advanced bladder 
cancer 

Enfortumab 
Vedotin

Sacituzumab 
Goveitcan

(n=113)

Disitamab 
Vedotin
(n=109)

T-DXD
(n=16)

 BT8009
(n=45)

BL-B01D1
(n=27)

Target NECTIN-4 TROP-2 HER-2 HER-2 NECTIN-4 HER3/EGFR

Payload MMAE TOPO-1 MMAE TOPO-1 MMAE TOPO-1

Biomarker selection None None 1-3+ 3+ None None 

Randomised phase III 
studies 

301,302,303,304 
VOLGA TROPICS-4

1st line R3 
(China and 

Global)
None 1st line R3

Global
Planned 
(China)

Grade 3+ TRAEs 51% 65% 45% 45-55% 22% 52%

Response rates in 
platinum-refractory 
disease 

41% 28% 50% 56% 45% 41%

Response rates in 
combination with PD-1 
therapy 

68% (420) 34% (41) 75% (20) 36% (26)



21





Where to explore new ADC

Neoadjuvant  

Monotherapy all comers

1st line vs EVPctDNA positives   

2nd line post EVP 
vs platinum 

therapy

3rd line post EVP 
and platinum vs 

paclitaxel 

Monotherapy 
biomarker driven 

Combinations 

SG TDXD

DVNECTIN-4 bicycle 

EGFR/HER3 TOPO-1
Other 

TROP-2/TOPO-1 
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Which of the following is likely to have the biggest impact on 
bladder cancer care in the future?

1. Sacituzumab Govitecan 
2. Disitamab Vedotin 
3. T-DXD
4. BT8009 (bicycle)
5. BL-BO1D1 (HER3/EGFR)
6. D-DXD or another TROP-2 ADC

Audience Question


