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Perioperative Therapy
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GETUG-AFU V05 VESPER Trial

Pfister C et al. JCO 2022.

• 88% received NAC
• 84% received GC x 4
• 60% received ddMVAC x6

• Adjuvant Chemo
• 81% received GC x 4
• 40% received ddMVAC x6

Did NOT reach 
primary endpoint
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Research Frontier:
EV-103 Cohort H: Neoadjuvant Enfortumab Vedotin

• 22 patients treated (68.2% cT2, 68.2% pure urothelial histology)
• 36.4% pCR, 50% pathological downstaging
• No surgical delays
• Cohort L, added in adjuvant treatment as well (x6 cycles)
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CheckMate 274 (Adjuvant Nivolumab)

Bajorin DF et al. NEJM 2021.
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Metastatic Urothelial Carcinoma
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Cisplatin or Carboplatin 
Chemotherapy

(Cis preferred)

PD-1/PD-L1 Inhibitors
(2nd Line or Maintenance)

(1st: If Cis ineligible and PDL1+)

Enfortumab Vedotin

Erdafitinib
(FGFR mut)

Sacituzumab
Govitecan

CLINICAL TRIALS
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JAVELIN Bladder 100: Avelumab Maintenance

Powles T et al. NEJM 2020.
Powles T et al. ASCO Annual Meeting 2022
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CONSORT and DRD biomarker

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Progression Free Survival (PE) and Overall Survival (Secondary EP)
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Progression Free Survival (PE) and Overall Survival (Secondary EP)

*adjusted for minimization factors
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BAYOU: Phase 2 Study Design

Rosenberg et al. GU ASCO 2022.
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BAYOU: Select Baseline Characteristics in (IIT Population) 

Rosenberg et al. GU ASCO 2022.
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BAYOU: PFS

Rosenberg et al. GU ASCO 2022.
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EV-301: Enfortumab Vedotin in Previously Treated Advanced Urothelial 
Carcinoma

Powles et al. GU ASCO 2021.
Rosenberg et al. ASCO 2022.

Update at 24 months – ASCO 2022:
• mOS: 12.9 vs 8.9 m (HR 0.70)
• mPFS: 5.6 vs  3.7 m (HR 0.63)
• No new safety signals
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EV-201: Cohort 1: Enfortumab Vedotin Phase II Trial

Petrylak et al. ASCO Annual Meeting 2019.

• Patients treated with prior 
Chemo and IO

• 92 of 110 patients evaluable
• Target lesions reduced in 84%
• ORR 55%

• 56% in IO responders
• 41% in IO non-responders
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EV-301: Enfortumab Vedotin in Previously Treated Advanced Urothelial 
Carcinoma

Powles et al. NEJM 2021.
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EV-301: Enfortumab Vedotin in Previously Treated Advanced Urothelial 
Carcinoma

Powles et al. GU ASCO 2021.
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Enfortumab Vedotin Skin 
Toxicity

Lacouture et al, The Oncologist, 2022.
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Expression of Nectin-4 and PD-L1 in bladder 
cancer with variant histology.

Case K et al. GU ASCO. 2022.
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EV-103: Cohort A: Enfortumab Vedotin + Pembrolizumab

Petrylak et al. ASCO Annual Meeting 2019.

• 45 patients
• Front-line Cis-ineligible 
• ORR 73.3%
• 17.8% CR
• mDOR: 25.6 months
• mPFS 12.3 months
• mOS 26.1 months

Phase 3 EV-302 is randomizing EV + P vs Gem + cis/carbo in front-line aUC
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Sacituzumab Govitecan (SG): Trop-2-Directed ADC

• SG is a novel ADC composed of Trop-2 antibody 
coupled to SN-38, the active metabolite of 
irinotecan

• SG was granted FDA –accelerated approval for 
patients with locally advanced or mUC who have 
previously received a platinum-chemotherapy 
and a CPI.

• In the mUC cohort (N=45) of IMMU-132-01 with 
a median of 2 prior therapies, SG showed an 
ORR of 29% and median DOR of 12.9 months.2

• In the Phase 2 registrational TROPHY-U-01 
study, SG monotherapy resulted in 27% ORR 
and a median DOR of 7.2 months in heavily 
pretreated patients with mUC (N-113; cohort 1). 3

1. Pavone, G. et al. Molecules. 2021.
2. Bardia, A. et al. Ann Oncol. 2021.
3. Tagawa, ST. et al. J Clin Oncol. 2021.
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TROPHY-U-01 Cohort 1
Prior Platinum and IO

• 113 patients

• ORR 27.4%, including 6 CR (5.3%) and 25 PR 
(22.1%)

• Median DOR 7.2 mo (95% CI, 4.7 – 8.6m)

• mPFS 5.4mo (95% CI, 3.5 - 7.2 m; range 2.4 - 8.9) 

• mOS 10.9mo (95% CI 9 - 13 m; range 3.8 -19.8

1. Petrylak, DP. ASCO.2020 (Abstract 5027)
2. Tagawa, ST. et al. J Clin Oncol. 2021.
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TROPHY-U-01 Cohort 1

Tagawa, ST. et al. J Clin Oncol. 2021.
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Early Results of TROPHY-U-01 Cohort 3: SG in combo with 
Pembro in pts with mUC who progressed after PLT-based 
regimens

Presented by Petros Grivas at GU ASCO 2022. 
Abstract #434

Overall Response and Best % Change From Baseline in Tumor Size

• Treatment-related Gr 3-4 AEs in 59% of patients. 39% of pts had SG 
dose reduction due to TRAE. 

• No treatment-related death occurred.
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TROPHY-U-01 

Presented by Scott Tagawa at GU ASCO 2022
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Erdafitinib

Loriot et al. NEJM 2019.
D’Angelo A er al. Expert Rev Clin Pharmacol. 2020.

• FDA approved for patients with 
susceptible FGFR3 or FGFR2 
alterations that have progressed 
following platinum
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Erdafitinib

Loriot et al. NEJM 2019.

Update 2022:
Siefker-Radtke et al, 
The Lancet Oncology

• ORR 40% 
(40/101)

• No new safety 
signals
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Erdafitinib

Loriot et al. NEJM 2019.
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Erdafitinib

Loriot et al. NEJM 2019.
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Research Frontiers:
HER 2 Targeting
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• Trastuzumab  + Carboplatin, Paclitaxel, Gemcitabine
o 22.7% suffered cardiac toxicity, 2 deaths

• Platinum/Gemcitabine ± Trastuzumab: No PFS difference (10.2 vs 8.2 m)
• Lapatanib: 3% PR as single-agent
• Lapatanib as maintenance post-chemo (Phase III). No PFS or OS benefit
• Afatanib: 21.7% had a 3 month PFS  
• TDM1 basket study without much efficacy in urothelial cancer
• Tucatanib + Trastuzumab basket study ongoing

HER2 Failures

Hussain MH et al. JCO 2007.
Oudard S et al. European Journal of Cancer. 2015.
Wulfing C et al. Cancer. 2009
PowelsvT et al. JCO. 2017.
Hyman DM et al. Cancer Res. 2017
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Trastuzumab Deruxtecan + Nivolumab (DS8201-a-U105)

Trastuzumab deruxtecan (T-DXd) (DS-8201; ENHERTU®) 

Galsky et al. GU ASCO 2022.

• Cohort 3, UC HER2 IHC 2/3+ (n=30)
• ORR 36.7%

o CR 13.3%
o PR 23.3%
o SD 40%

• mPFS 6.9m
• mOS 11 m
• No previous IO
• Most common TEAEs: Nausea (73.5%), 

Fatgiue (52.9%), Vomitting (44.1%).
o ILD/Pneumonitis in 23.5%. 1 G5.
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Disitamab vedotin (RC-48)

• mPFS 6.9 months
• mOS 13.9 motns

43 Patients
• CR 0%
• PR 51%
• SD 40%

Duration of Response 6.9 m

Sheng X et al. Clin Cancer Res. 2021.
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• Phase 1b/II Trial of 41 
patients
o 61% had NOT received 

prior systemic therapy

o 54% HAD visceral 
metastases; 24% had liver 
mets

o HER2 IHC 2/3+ in 59%; 
PD-L1 CPS ≥10 in 32%

Disitamab vedotin (RC-48) + Toripalimab (anti-PD1)

Sheng X et al. ASCO 2022. .
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MMAE Payload 
(Blocks polymerization of tubulin)

EV + PD1: OR 73% 

RC-48 + PD1: OR 72% 

SG + PD1: OR 34% 

SN-38 Payload (Topo-1 inh)

Dxd Payload (Topo-1 inh)

T-Dxd + PD1: OR 37% 
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Research Frontiers:
TKI + IO
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Cosmic-021 Cohort 2: Cabozantinib + Atezolizumab in 
patients previously treated with platinum

Pal SK et al. ASCO 2020.

Cabozantinib 40 mg QD PO +
Atezolizumab 1200 mg Q3W IV

(N = 30)

Single-arm Phase 1b

Patients with locally advanced or metastatic UC with transitional cell histology, radiographic evidence of 
progression on/after platinum-containing CT, and no prior ICIs or cabozantinib (N = 30)
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COSMIC-021 Cohort 2 Expansion: Efficacy

• Median PFS: 5.4 mos (95% CI: 1.5-7.6)
• 27% with response
• Reduction in target lesion size observed in 

16 (53%) patients
• No association between PD-L1 expression 

and tumor response based on preliminary 
data

Pal SK et al. ASCO 2020.
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COSMIC-021 Cohorts 3, 4, 5

Pal SK et al. ASCO 2022.
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Thank You!

Please email me at 
Benjamin.Garmezy@sarahcannon.com


