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Bladder Cancer
Can we finally make a difference ???

 From NeoAdjuvant to Adjuvant to Metastatic, 
and there is still a Chance of Cure!!!



Disclosures

• Consultant for AstraZeneca, Eli Lilly, EMD Serono, Exelixis, Genentech, Merck, and Seagen.

This presentation and/or comments will be free of any bias toward or promotion of the above referenced companies or their 
product(s) and/or other business interests.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic, 
therapeutic and/or research related content.

This presentation has been peer-reviewed and no conflicts were noted. 

The off-label/investigational use of Durvalumab, Tremelimumab, Tiragolumab, Atezolizumab, and Enfortumab Vedotin 

will be addressed. 



Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

This presentation is dedicated solely to research or other issues that do not contain a direct patient care component. 

https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241


Agenda

• NEOADJUVANT:  Current SOC and Ongoing Needs / Studies

• ADJUVANT: Making science to make a difference!

• METASTATIC: Finally a step forward



Basic Principle in Urothelial Cancer
Treat based on Cisplatin Eligibility

For Neoadjuvant-Adjuvant-1st Line Metastatic

1. Creatinine Clearance > 60   (Adjusting to Cr Cl 40-60)

2. Neuropathy  grade <2  (Subjective grade 1  vs 2)

3. Ototoxicity grade <2 (Subjective need vs use hearing aids)

4.   NYHA class <3 

5.   ECOG 0-1



Current SOC In Cisplatin EligibleNEOADJUVANT

GC: Gemcitabine    
        Cisplatin

MVAC: Methotrexate
              Vinblastine
              Anthracycline
              Cisplatin

GETUG/AFU VESPER Ph III

500 patients randomized to
 ddMVAC * 6cy  vs GC * 4cy

5yr OS
64% in dd MVAC vs 56% in GC

5yr DFS
72% in dd MVAC vs 59% in GC

MULTICENTER RANDOMIZED PHASE III TRIAL OF DOSE DENSE 
MVAC OR GC IN PERIOPERATIVE CHEMOTHERAPY FOR 

MUSCLE INVASIVE BLADDER CANCER 
GETUG/AFU VESPER PH III

                   ASCO 2023



NEOADJUVANT CISPLATIN ELIGIBLE TRIALS



What is the SOC in Cisplatin Ineligible?

• Bladder Sparing: Chemo Radiation

• Surgical Candidates: Radical Cystectomy & LN Dissection  Adjuvant Tx

Neoadjuvant therapy is the SOC in MIBC
 If that holds true for CISPLATIN ELIGIBLE, 
 is probably true for CISPLATIN INELIGIBLE 

IF we can give Effective Drugs Safely



Gao et al 2020 
Pathologic Responses post cystectomy

Overall Survival Relapse Free Survival

NEOADJUVANT



J Clin Oncol. 40, 2022 (suppl 6; abstr 435)

EV-103 Cohort H: Neoadjuvant Enfortumab Vedotin 
in patients Cisplatin Ineligible MIBC 

NEOADJUVANT



Enfortumab Vedotin With or Without Pembrolizumab 
in Cisplatin Ineligible Untreated Advanced Bladder Cancer

O’Donnell et al, J Clin Oncol 2023



Response rates for Durvalumab vs Durvalumab/Tremilimumab    
vs Chemo in front line Urothelial Cancer (DANUBE trial)



BUILDING UP0N PAST KNOWLEDGE 



Phase 3 Study of Durvalumab (D) + Tremelimumab (T) +
 Enfortumab Vedotin (EV) or D + EV In Neoadjuvant Cisplatin-Ineligible 

Muscle-Invasive Bladder Cancer (VOLGA) 

NEOADJUVANT



ADJUVANT
CURRENT SOC

5-yr DFS 62% Chemo vs 45% Surveillance

HR = 0.55 (95% CI, 0.38 to 0.80, P = .001)
5-yr OS  66% Chemo vs 57% Surveillance
HR = 0.68 (95% CI, 0.46 to 1.00, P 5 .049) 



ADJUVANT
CURRENT SOC



ADJUVANT 
UPDATES

GU ASCO 2024

AMBASSADOR: Phase 3 Randomized Adjuvant Study of 
Pembrolizumab in Muscle-Invasive and Locally Advanced Urothelial 

Carcinoma (MIUC) vs Observation



ADJUVANT 
UPDATES

GU ASCO 2024

AMBASSADOR: Adjuvant Pembrolizumab in Muscle-Invasive and 
Locally Advanced Urothelial Carcinoma (MIUC) vs Observation

DISEASE FREE SURVIVAL



ADJUVANT 
UPDATES

GU ASCO 2024

AMBASSADOR: Adjuvant Pembrolizumab in Muscle-Invasive and 
Locally Advanced Urothelial Carcinoma (MIUC) vs Observation

DISEASE FREE SURVIVAL PER PD-L1 STATUS



ADJUVANT 
UPDATES

GU ASCO 2024

AMBASSADOR: Adjuvant Pembrolizumab in Muscle-Invasive and 
Locally Advanced Urothelial Carcinoma (MIUC) vs Observation

OVERALL SURVIVAL



ADJUVANT CLINICAL TRIAL
Lessons from the past

ADJUVANT



ADJUVANT
MAKING
HISTORY

IMVIGOR 011

MODERN



Treating Metastatic Bladder Cancer
a 10 year journey

Merck 361 : Pembrolizumab & Chemo
                           vs Pembro vs Chemo 

IMVIGOR 130: Atezolizumab & Chemo
                             vs Chemo vs Atezo

DANUBE: Durvalumab & Tremelimumab
                    vs Durvalumab vs Chemo

EV 302 : Enfortumab Vedotin & 
Pembro vs cis/carbo & gem

Checkmate 901 : Cis/Gem  vs
Nivolumab & Cis/Gem



FIRST LINE



Big Step Forward!
FIRST LINE

EV-302 A Phase III study of Enfortumab Vedotin & 
Pembrolizumab vs Gemcitabine + Cisplatin / Carboplatin



EV-302 A Phase III study of Enfortumab Vedotin & 
Pembrolizumab vs Gemcitabine + Cisplatin / Carboplatin
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EV-302 A Phase III study of Enfortumab Vedotin & 
Pembrolizumab vs Gemcitabine + Cisplatin / Carboplatin

FIRST LINE



October 18, 2023



Phase 2 Study Evaluating the Efficacy & Safety of Disitamab Vedotin in HER-2 expressing Urothelial Ca

Koshkin V, Powles T, Iyer G, Loriot Y, Drakaki A, Duran I,De Santis M, Retz M, Jain R, Chan S, Ichimaru M, Galsky M

 HER-2 overexpression correlates with poor outcome in UC
 No HER-2 directed tx approved for UC in USA
 Phase1B/II DV in HER2 expressing UC : ORR of 51 %
 DV has breakthrough designation in China for gastric and UC
 DV & Pembro in HER2 untreated UC

Phase 2 Study Evaluating efficacy and safety of Disitimab Vedotin with or without Pembrolizumab in patients 
with Her2 Urothelial Cancer
Matsubara N, Powles T, Rosenberg J, Koshkin V, Brown J, Aragon-Ching J,Drakaki A, O’Donnell P, Yu E, Campbella M, Krieger L, Chan S, Sokolowski K, Galsky M. 



Phase 3 open-label, randomized, controlled study of disitamab vedotin with 
pembrolizumab versus chemotherapy in untreated locally advanced or 

metastatic urothelial carcinoma that expresses HER2 
(DV-001; Trial in Progress).

What’s Next



Challita-Eid et al, Cancer Res 2016

What’s Next



ONGOING



Targeted 
SOC

*Activating mutations common (~86%) in low grade, early stage bladder tumors
*TCGA: ~12% with mutations in MIBC
*FGFR 3 mutations/fusions(~21%) in advanced UC, UTUC - high-grade, invasive
*ERDAFITINIB: oral, potent pan FGFR inhibitor 
   - 99 pts / 40% RR



ONGOING LOXO-FG3-22001 : AN OPEN-LABEL, MULTICENTER STUDY OF 
LOXO-435 (LY3866288) IN ADVANCED SOLID TUMOR

MALIGNANCIES WITH FGFR3 ALTERATIONS



GU ONCOLOGY PROGRAM: Meet the Team

John Shen, MD Nicholaos
 Palaskas, MD, PhD

Alexandra 
Drakaki, MD, PhD

John Lee, 
MD, PhD

Adam Singer, 
MD, PhD

Data Managers 
Jaelyn Abad
Sam Xiong

Lucia Verdugo

Coordinators(SM/WW)
Whitney Vuong

Sandy Hernandez
Rosa Vazquez

Chris Hannigan
Cynthia Avina
Annabel Liu

Coordinators Satellites 
Glaucia Vazquez
Margarita Torres

Jacob Medina
Maria Mejia

Mashal Chhotani
Yuritzi Palma

Regulatory 
Soheila Abbassi

Michelle Poblete
Sarah Rosales

Research 
Assistants

 Parker Sundeen

Lidia Lopez, NP



Sometimes there is only one chance for 
CURE

Let’s Make a Change Together

Thank you  
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