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Objectives

• Historical Perspective

• Scientific basis of systemic therapy

• Novel Trials/Therapies in BCG Naïve NMIBC
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The History…

1893 1960s 1980s 2000s Now

Graft-versus-Leukemia 
Effect 

BCG in bladder cancerColey’s toxin Monoclonal antibodies 
and Checkpoint 

Inhibitors

ADC Combinations and 
Cellular Therapies
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The Genetic Basis of Bladder Cancer 

Segatto, N. et al., Frontiers in Molecular Biosciences 2021.
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FGFR Gene Alterations Present in Multiple Tumor Histologies 

Bladder 
N=245

Cervical (Squamous) 
N=190

Uterine
N=522

Lung (Squamous)
N=477

Ovarian
N=566

Esophageal (Squamous)
N=100

Head & Neck (Squamous)
N=512

Copy # >4

Figure at left, Parker BC and Wang W. Chin J Cancer. 2013;32(11):594-603.
Figure at right, Janssen analysis of publicly available genetic alteration results; Janssen data on file.
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Tumor Mutational Burden and Response Rate to PD-1 
Inhibition

Yarchoan et al. NEJM 2017
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Urothelial 
carcinoma-specific 
antitumor T-cell 
immunity cycle

• Tumors maintain an 
immunosuppressive

• via PD-L1/PD-1 binding

• Inhibiting:  

• T-cell migration, proliferation 
and secretion of cytotoxic 
mediators

Kim  JW, Tomita Y, Trepel J and  Apolo AB Current Opinion in Oncology  2015
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Mechanism of Action of Immune Checkpoint Inhibitors

The immune 
checkpoint blockade 
ensures the activation 
of T cells and favors 
antitumor activity.

Roviello, G. et al. Cancers 2021.
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Metastatic Urothelial 
Carcinoma
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Clinical Studies of PD-1/PD-L1 Inhibitors in UC

Aggen, D.H., et al. J for ImmunoTherapy of Cancer 2017.
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“Established” Targets in Urothelial Carcinoma

Fan et al. Front Oncol 2022.
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Key ADCs in Metastatic Urothelial Cancer
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Rationale for Combining ADC with ICI

• Pre-clinical evidence suggests ADCs have 
immunomodulatory activity.
• Induce immunogenic cell death

• Recruit T cells to the tumor microenvironment

• Activate dendritic cells

• This provides a strong rationale for testing 
ADC combination strategies with immune 
checkpoint inhibitors.
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The Evolving Treatment Landscape of Metastatic 
Urothelial Cancer

Roviello, G., et al. Nature Reviews Urology 2024.
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What is the Future of Bladder Cancer Trials?
On the Horizon:

• Novel ADCs (TROP2, HER2, NECTIN4, etc)

• Novel Immunotherapy post Pembrolizumab 

• ADCs moving earlier into the perioperative and NMIBC space

• Trials dedicated to Variant Bladder Histology

• Subcutaneous Administration IO

Further Away:

• Bispecifics and CART/NK cells

• Radioligands 

• Trial collaboration incorporating real world “community” 
Bladder Cancer patients
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Disitamab Vedotin (RC48): HER2 MMAE ADC

Sheng et al, ASCO 2022.
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Disitamab Vedotin (RC48): HER2 MMAE ADC

Sheng et al, ASCO 2022.

mPFS 5.9m; mOS 14.2m
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Disitamab Vedotin + Torpalimab (anti-PD1)

Sheng et al, ASCO 2022.

61% had not received prior systemic therapy
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IO Combos: Is MMAE Special?

EV + PD1: ORR 67% 

DV + PD1: ORR 72% 

SG + PD1: ORR 34% 

T-Dxd + PD1: ORR 37% 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 2022.
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LIVIGNO-3:  Livmoniplimab (anti-GARP-TGF-β) in Combination with 
Budigalimab (anti-PD-1) versus Chemotherapy in Patients with mUC

clinicaltrials.gov NCT06632951

Livmo Mechanism of Action

Dandamudi, D.B. et al., ASCO 2024.

We are participating in the SCRI network!



CONFIDENTIAL – Contains proprietary information. 

Not intended for external distribution. 21

Scientific Targets in NMIBC

Audisio, A; Buttigliero, C;Delcuratolo MD et al. Cells 2022,11, 357
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Expression of Nectin-4 and PD-L1 in Variant Histology

Case et al., ASCO 2022
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Treatment Options for BCG Unresponsive NMIBC

De Santis, M. et al. ESMO 2024.
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Research Efforts in NMIBC

Oncology/Pipeline & clinicaltrials.gov.

Ph3 Moonrise-1 Study Design

Considerations include:
• There is a lack of data with 

neoadjuvant chemotherapy

• How to manage Erdafitinib toxicity 

early on

• Collaboration with urology groups

• Requirement for research biopsy could 

be problematic
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Subcutatenous 
Administration of IO
Although subcutatenous administration of 
immunotherapy gives patients more treatment options, 
there are concerns with patients not being seen as 
frequently by clinical staff during the duration of their 
therapy.

Subcutaneous formulations of 
Nivolumab and Pembrolizumab are 
available.

Pfizer’s Subcutaneous PD-1 Blocker, 
Sasanlimab in the Phase 3 CREST trial in 
HR NMIBC achieved significant efficacy. 

Much to be seen with standard of care in 
the use of subcutaneous IO 
formulations.
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SCRI: Can we Partner with You?

Research 

Physicians 
Trials Actively

Enrolling

Registered 

Patients 

Participating in 

Trials Yearly*

*Based on combined annual data from 2019 to present

Locations States

IN

Enrollments by Phase/Type

Early-Phase 
Legacy SCRI

Multi-Phase 
Legacy SCRI

Multi-Phase
Legacy USOR

1,500 3,000 4,500Our research network touches 1 in 5 patients with 

cancer through our affiliated sites
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Thank you!

Mark.Fleming@USONCOLOGY.COM
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