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Société Internationale d'Urologie (SIU) announced that IBCG will hold a Masterclass in
Non-Muscle Invasive Badder Cancer at the 44" Congress to the held from October 23 to
26, 2024 inNew Delhi, India.

Title-International Badder Caner Groy (IBG5)Masterclassin Non -Muscle Invasive
Bladder Cance (NMIBQ

Chair - Shilpa Gupta, MD

Clevland Clinic  Foundation - Ohio, USA

Panel Members

Ashish Kamat, MD Andrea Necchi, MD Gagan Prakash, MD

MD Anderson Cancer Center  SanRa “aele Researc Hospital Tata Memorial Centre
Houston, US Milan, ltaly Mumbai- India

Instruc Yonal Caurse Descrip Yon

NMIBC is a common and high burden bladder cancer state, and an unmet need exists to advance
treatments and maintain quality of life of patients worldwide. The IBCG Masterclass in NMIBC will
review the risk classification of NMIBC, its nuances and how to select patients for the right approach and
go over the novel treatments and strategies to allow bladder preservation for BCG-unresponsive NMIBC.
Dr. Gupta will present clinical cases for discussion with panelists, to get a global perspective on how
experts would manage a clinical case.
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Bladder cancer is a critical health challenge globally with major burden on patients and
families worldwide (estimated 82,290 new cases and 16,710 attributable deaths
expected in 2023 in the US only ). At the very exciting GU ASCO 2024 symposium, we
saw intriguing data, including from practice-impacting trials, along with a broad
repertoire/wide spectrum from biomarker-based studies with translational impact, from
outcome studies to other interesting, but non-practice-changing trials. We highly
encourage readers to review the virtual program, including presentations and
discussions. Below, | highlight two key presentations (not an exhaustive list).

The Ambassador (Alliance A031501) Phase 3 trial data was presented by Dr. Andrea
Apolo and colleagues (abstract LBA531 ). Eligible patients with muscle-invasive
urothelial carcinoma (MIUC) of the lower or upper tract, who were 4-16 weeks post
Petros Grivqs, radical surgery, e.g., cystectomy or (nephro)ureterectomy, with the following pathologic

MD. PhD findings were included:
1 4

Professor, Department of
Medicine, Division of
Hematology and Oncology
Clinical Director,

e After neoadjuvant chemotherapy: >ypT2-4 and/or ypN+ stage
e Cisplatin-ineligible or -refusing patients: >pT3 and/or pN+ stage

Genitourinary Cancers Patients were randomized 1:1 to pembrolizumab for up to a year vs observation (active
Program, University of surveillance); dual primary endpoints were disease-free and overall survival. Key
Washington secondary endpoints were survival by PD-L1 status and toxicity/safety. Overall, 702 of
Professor, Clinical the planned 734 patients were enrolled (the trial closed early due to the FDA approval of
Research Division, Fred adjuvant nivolumab in MIUC in August 2021). At a median follow-up of 22 months,
Hutchinson Cancer Center pembrolizumab prolonged Disease Free Survival (DFS) in the intent-to-treat population

from 14 to 29 months (HR 0.69, 95% Cl 0.54-0.87, p = 0.001). The DFS benefit was noted
regardless of PD-L1 expression. In exploratory subgroup analyses, the DFS benefit appeared significant in patients with
bladder cancer but remained uncertain in those with upper tract primary tumors (HR 1.05, 95% ClI 0.61-1.82). This subset
was underpowered with a low number of patients and events. This challenge of an underpowered subset analysis for upper
tract tumors was also noted in the Checkmate 274 trial and underscores the need for dedicated upper tract trials, e.g.,
EA8192, POUT, and PROOF-302. At the time of presentation, the interim Overall Survival (OS) analyses did not show any
benefit with adjuvant pembrolizumab (HR 0.98, 95% Cl 0.76-1.26, p = 0.88). While the OS data is based on an interim
analysis (not final), it seems unlikely that a significant OS benefit will be shown in this trial. However, OS can be impacted by
censoring, “drop out” rate, crossover to checkpoint inhibitor before recurrence, access to subsequent/salvage therapies
upon recurrence, and duration of follow-up, among other factors. Further follow-up continues for final survival analyses,
ctDNA analyses, and additional correlative biomarkers. Overall, the results support adjuvant pembrolizumab as a new
therapeutic option for patients with MIUC with a high recurrence risk, and relatively align with the findings from the
Checkmate 274 trial (as opposed to the IMvigor010 trial).
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Data from the EV-302 trial had been presented at the 2023 ESMO Congress, and we saw updated results also across patient
subsets at the GU ASCO 2024 symposium. EV-302 has been an international, Phase 3, randomized clinical trial of 886 patients
with previously untreated advanced/metastatic urothelial carcinoma, eligible for platinum-based chemotherapy, who were
randomized (1:1) to gemcitabine + (cisplatin or carboplatin) for up to six cycles or enfortumab vedotin (EV) + pembrolizumab
(P). Co-primary endpoints were Progression Free Survival (PFS) and OS; secondary endpoints included Overall Response Rate
(ORR) and safety. A median PFS of 12.5 vs 6.3 months (HR 0.45, 95% Cl 0.38—0.54) and a median OS of 31.5 vs 16.1 months
(HR 0.47, 95% ClI 0.38-0.58) strongly favored EV/P. ORR was 68% and 44%, while >G3 therapy-related adverse events
occurred in approximately 56% and 70% with EV/P and platinum-based chemotherapy, respectively. Only about a third of the
patients received switch maintenance anti-PD-L1 before progression, and 60% received anti-PD-L1 at any point in time in the
chemotherapy group. The data was very impressive and transformative with subsequent regular FDA approval of EV/P for
patients with advanced/metastatic urothelial carcinoma regardless of cisplatin eligibility (December 2023). At the GU ASCO
2024 symposium, we saw that the survival benefit strongly favored EV/P across several patient subsets as presented by Dr.
Michiel Van der Heijden and colleagues (abstract LBA530). The data was also placed in context with other first-line trials that
had met their primary endpoints, e.g., Checkmate 901 and JavelinBladder100. Access to EV/P outside the US was also
discussed in detail, especially in the context of broad efforts to reduce geographical disparities in accessing life-prolonging
therapies. The issue of disparities and the need for diversity, equity, and inclusion across genitourinary oncology (GU) was
also the theme of the exceptional keynote lecture by Dr. Cheryl T Lee (Charting new paths: Increasing patient representation
in genitourinary malignancy trials).

Several other sessions, podium/poster presentations, and discussions were outstanding and worth reviewing in the virtual
platform. We thank all the presenters, discussants, chairs, and moderators, as well as the patients, families, and advocates
for their vital role in the studies and the progress made.

Copyright © 2024. IBCG. All Rights Reserved. Newsletter Volume 1, 2024 1 6



