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JAVELIN Bladder 100

Benjamin Garmezy, MD
Powles et al. NEJM 2020.BSC, best supportive care; OS, overall survival; PFS, progression free survival



JAVELIN Bladder 100: ≥2 years of Follow-Up

Benjamin Garmezy, MD

mPFS: 5.5 vs 2.1 monthsmOS: 23.8 vs 15.0 months

Powles et al. JCO 2023.



JAVELIN Bladder 100

Benjamin Garmezy, MD Powles et al. NEJM 2020.



JAVELIN Bladder 100 PROs: Similar QOL with Avelumab vs BSC 

Benjamin Garmezy, MD Grivas et al. Eur Urol 2023.PRO, patient reported outcome; QOL, quality of life; BSC, best supportive care
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Seagen, 2022.



Rosenberg et al. ASCO Annual Meeting 2022.

EV-301: Enfotumab Vedotin in Previously Treated 
Advanced Urothelial Carcinoma



Powels et al. NEJM 2021.



Powles et al. GU ASCO 2021.

EV-301: Enfotumab Vedotin in Previously Treated 
Advanced Urothelial Carcinoma



EV-103: Enfortumab Vedotin +/- Pembrolizumab

Rosenberg et al. ESMO 2022.



PRESENTED BY:

EV-103: Pembrolizumab + Enfortumab Vedotin
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Benjamin Garmezy, MD

Cohort A:
1L Cis-ineligible aUC
ORR 73%; DCR 84%
CR 16%

Hoimes et al, JCO 2023

Cohort K: 1L Cis-ineligible aUC 
(EV + P arm; 65% ORR)

Rosenberg et al, ESMO 2022ORR, objective response rate



EV-103 Cohort K: Treatment-Related Adverse Events of Special Interest

O’Donnell P.H. et al. JCO.2023.
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Benjamin Garmezy, MD

Apr 3, 2023

• Cisplatin-ineligible patients
• Combination of dose escalation, cohort A, and cohort K
• 121 patients: ORR 68%, CR 12%
▪ Cohort A median DoR 25.6 months
▪ Cohort K median DoR not reached

ORR, objective response rate; DoR, duration or response



Van Der Heijden, ASCO GU 2022 TIP



Expression of Nectin-4 and PD-L1 in Bladder Cancer 
with Variant Histology

Case K et al. GU ASCO 2022.
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IMvigor130: a global, randomized, Phase III study (NCT02807636)
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IMvigor130: OS by Clinical Subgroup



Imvigor: Post-progression OS in patients with PD: by 
Chemotherapy Type



IMvigor 130: Post-progression OS in patients with PD: by PD-L1 
Status



Alva et al. ESMO 2020.
Powles et al. NEJM 2021.

Neither PFS or OS reached statistical 
significance via predetermined plan



Apolo et al. ASCO 2023.
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In combo with cisplatin?



Sacituzumab Govitecan (SG): Trop-2-Directed ADC

Pavone G et al. Molecules 2021.
Bardia A et al. Ann Oncol 2021.
Tagawa ST et al. J Clin Oncol 2021.

• SG is an 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.



TROPHY-U-01 Cohort 1: Prior Platinum and Immunotherapy

Petrylak et al. ASCO Annual Meeting 2020.
Tagawa ST et al. J Clin Oncol 2021.

• 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



TROPHY-U-01 Cohort 1: Prior Platinum and 
Immunotherapy

Tagawa ST et al. J Clin Oncol 2021.



TROPHY-U-01 Cohort 2: Platinum-Ineligible and CPI-exposed

Petrylak, D.P. et al. GU ASCO. 2023. Abstract #520



TROPHY-U-01 Cohort 3: SG + Pembro in pts with 
mUC who progressed after PLT-based regimens

Grivas et al. GU ASCO 2022.

• 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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Phase 3 THOR Study: Erdafitinib vs Chemotherapy of Choice in 
Patients with Advanced Urothelial Cancer and Selected FGFR 
Aberrations

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



THOR: Erdafitinib Significantly Improved Progression-Free 
Survival vs Chemotherapy

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



THOR: Overall Survival for Erdafitinib Was Superior to 
Investigator’s Choice of Chemotherapy

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



THOR: Overall Survival Benefit with Erdafitinib vs Chemotherapy 
Was Consistently Observed Across Subgroups

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



THOR: Objective Reponse Rate Was Significantly Higher for 
Erdafitinib vs Chemotherapy

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



THOR: The Safety Profiles Were Consistent With the Known 
Profiles of Erdafitinib and Chemotherapy (1/2)

Loriot, Y. et al. ASCO Annual Meeting. 2023. Abstract LBA4619



NORSE: Erdafitinib vs Erdafitinib + Cetrelimab

Siefker-Radtke, A.O. et al. ASCO Annual Meeting. 2023. Abstract #4504
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NORSE: Erdafitinib vs Erdafitinib + Cetrelimab

Siefker-Radtke, A.O. et al. ASCO Annual Meeting. 2023. Abstract #4504
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Disease Control Rate (DCR) in cisplatin ineligible
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In combo with cisplatin?

HER2?



Fan Y et al. Front Oncol. 2022.



HER2 Failures
• Trastuzumab  + Carboplatin, Paclitaxel, Gemcitabine

• 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

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



Trastuzumab Deruxtecan + Nivolumab

Galsky et al. GU ASCO 2022.

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

• CR 13.3%
• PR 23.3%
• SD 40%

• mPFS 6.9m
• mOS 11 m
• No previous IO
• Most common TEAEs: Nausea 

(73.5%), Fatgiue (52.9%), Vomitting 
(44.1%).

• ILD/Pneumonitis in 23.5%. 1 G5.



Disitamab vedotin

Sheng X et al. Clin Cancer Res. 2021.

• mPFS 6.9 months
• mOS 13.9 motns

43 Patients
• CR 0%
• PR 51%
• SD 40%

Duration of Response 6.9 m



Disitamab vedotin + Torpalimab

Sheng X et al. ASCO Annual Meeting 2022.
Sheng X et al. ASCO Annual Meeting 2023.

• Phase 1b/II Trial of 41 
patients

• 61% had NOT received 
prior systemic therapy

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

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

ASCO 2023: ORR 73.2%, CR 9.8%



Grivas et al. GU ASCO 2022.
Petrylak et al. ASCO Annual Meeting 2019.
Galsky et al. GU ASCO 2022.

Sheng X et al. ASCO Annual Meeting 2023.

MMAE Payload 
(Blocks polymerization of tubulin)

EV + PD1: OR 73% 

DV + PD1: OR 73% 

SG + PD1: OR 34% 

SN-38 Payload (Topo-1 inh)

T-Dxd + PD1: OR 37% 



Powles et al. ASCO GU 2023. TPS594

Phase 2: DV +/- Pembrolizumab



Thank you!

Please email me at: 
benjamin.garmezy@scri.com
bgarmezy@tnonc.com

Thank you to Molly Altman, Therapeutic Development at 
SCRI


