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IBCG Retreat 2024

Kelly Bree, MD Niyati Lobo, MD

MD Anderson Cambridge
Cancer Center, ' University Hospital,
Houston, TX | = ' UK

The annual International Bladder Cancer Group (IBCG) Retreat was held in
=3 Houston, Texas, from August 23-24, 2024. Co-chaired by Drs. Shilpa Gupta, Roger Li
g and Patrick Hensley, the event brought together over 90 international bladder
cancer clinicians, scientists and patient advocates, with IBCG representation
spanning five continents.

T

The aim of the retreat was to develop consensus statements on two disease
processes.

First, the group sought to define optimal sequencing of therapy in muscle-invasive
bladder cancer. Several phase 3 trials with perioperative immunotherapy offer an
opportunity for a paradigm change in both cisplatin-eligible and-ineligible patients.
Given the increasing interest in bladder preservation, there was debate
surrounding how best to define clinical complete response. However, the group
agreed that the current curative intent treatment of muscle-invasive bladder
cancer (MIBC) includes either radical cystectomy or trimodal therapy (TMT).

Wei Shen Tan,
MD, PhD

Emerging markers of response to therapy, including circulating tumor DNA (ctDNA)
and multi-parametric MRI using the VI-RADS scale, show promise and may aid in
patient selection for bladder sparing and adjuvant therapy moving forward.
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In Barcelona this past September, we witnessed another major milestone in the rapid
development of bladder cancer therapeutics. The practice changing data of the phase lll
NIAGARA trial showed that perioperative (neoadjuvant and adjuvant) durvalumab
(anti-PD-L1) plus neoadjuvant gemcitabine/cisplatin improved both event-free survival
(EFS) and overall survival (OS) vs chemotherapy alone, without jeopardizing the ability of
patients to pursue curative-intent radical cystectomy.

The NIAGARA trial, which enrolled over 1,000 patients, is the largest conducted trial in this
patient population, representing a “paradigm shift” in the management of localized
muscle-invasive bladder cancer (MIBC). It is impressive to see such a large trial conducted
in this therapy setting and patient population, while we had seen challenges in the accrual
Petros Grivas, of randomized trials in the past, example evaluating adjuvant chemotherapy. It is
MD PhD noteworthy that the trial’s accrual period included the Covidl9 pandemic, which
introduced major challenges and barriers in conducting clinical research globally.

Professor, Dept. of
Medicine, Division of
Hematology Oncology
Clinical Director,
Genitourinary Cancers

Bladder cancer accounts for many thousands of global deaths annually, representing a
major cause of mortality, morbidity, and economic burden in healthcare systems
worldwide. The conventional standard of care for MIBC involves neoadjuvant cisplatin-

Program University of based chemotherapy (in fit patients) followed by radical cystectomy and pelvic lymph node
Washington Professor, dissection in patients who pursue the surgical approach (not the bladder preservation
Clinical Research Division strategy). However, this approach has been associated with relatively high recurrence
Fred Hutch Cancer Center rates, underlining a significant and major need in this curable patient population. As we get
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IBCN 2024: Highlights

The IBCN 2024 occurred in Bern, Switzerland, from September 19th to September 21st,
2024. The even featured a keynote lecture on Friday morning by Niko Beerenwinkel,
Professor of Computational Biology ETH Zurich, on “Inferring Tumor Evolution from
Single-Cell Data.” Dr. Beerenwinkel discussed the evolutionary process of cancer, which can
be visualized through tumor phylogeny and cell lineage trees. Phylogenetic tree
reconstruction can be performed by using single-cell sequencing from a tumor biopsy. This
is a powerful tool applicable to bladder cancer that can help identify evolutionary
biomarkers and patient subgroups with similar tumor evolution patterns.

INTERNATIONAL
BLADDER CANCER
NETWORK

The highlight of day two was a thematic session discussing antibody-drug conjugates
(ADCs). Srikala Sridhar discussed the toxicity of different agents and ongoing clinical trials.
Markus Eckstein discussed mechanisms of resistance of ADCs, including target plasticity,

Amanda Myers,
MD microenvironment factors, and acquired or preexisting payload and binding site resistance
4

) mechanisms.
Fellow of Urologic

Oncology,
MD Anderson Cancer
Center, Houston, Texas

Several impactful abstracts were presented over the weekend, including the following
highlights:

Comprehensive Genomic Characterization of Early-Stage Bladder Cancer

Philippe Lamy presented a study of comprehensive genomic characterization from 438 patients with NMIBC, including
cohorts from UROMOL (n=296) and Aarhus University Hospital (n=142). Whole exome sequencing, shallow whole exome
sequencing, and total RNA sequencing were performed. The most frequent mutations were seen in FGFR3, KDM6A, and
KMT2D. Whole genome doubling was found in 15% of tumors and associated with increased risk of progression. An
integrative clustering analysis comprised copy number alterations, mutations, and gene expression to develop new genomic
subtypes. This includes low-risk iClus1, 2, and 3, as well as iClus4, which is defined as high-risk. These groups improve risk
discrimination compared to previously used transcriptomic classes in NMIBC.

Correlation of Circulating Tumor DNA (ctDNA) Dynamics with Clinical Response in Muscle-Invasive Bladder Cancer (MIBC)
Patients Undergoing Trimodality Therapy (TMT)

Kent Mouw presented one of the first studies describing ctDNA dynamics following TMT. The study evaluated pretreatment
ctDNA results using the commercially available Signatera assay from 30 patients undergoing TMT. Of these, 22 patients had
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Promoting BCAN’s 2025 Walks to
End Bladder Cancer: Join the
Fight Against Bladder Cancer

Bladder cancer is one of the most common cancers in the United States, impacting approximately 83,000 Americans each
year. It is a disease that shocks not only the individuals diagnosed but

also their families, caregivers, and communities. For healthcare providers, medical researchers, and doctors, bladder cancer
deserves significant attention due to its prevalence and the urgent need for better treatments and outcomes.

One of the most impactful ways you can contribute to the fight against this disease is by supporting the Bladder Cancer
Advocacy Network’s (BCAN) 2025 Walks to End Bladder Cancer.

What is BCAN’s Walk to End Bladder Cancer?

BCAN’s Walk to End Bladder Cancer is an annual event that brings together thousands of

individuals nationwide to raise awareness and funds for bladder cancer research, education, and support. The Walks provide
a platform for patients, survivors, caregivers, doctors, researchers,

and supporters to unite and take a stand against bladder cancer.

In 2025, BCAN will host 19 Walks across the United States, including first-time events in Cleveland, Tampa, and St. Louis.
These Walks are a powerful way to amplify the voices of those affected by bladder cancer, raise much- needed funds, and
foster community support.
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in bladder cancer
State of art in 2024 and

challenges in Morocco

Karima Oualla, Mehdi Alem, Nawfel Mellas,
MD, MSc. MD MD

Medical Oncology Department, Hassan Il University Hospital
Sidi Mohamed Ben Abdellah University, Fes, Morocco

|. BACKGROUND

Bladder cancer treatment has evolved from traditional surgery and chemotherapy to include immunotherapy, targeted
therapies, and antibody drug conjugates. These therapeutic innovations, along with advances in surgical techniques and
multimodal approaches, continue to reshape clinical practice and improve outcomes for bladder cancer patients. However,
the high cost of these treatments poses a significant challenge in low-income countries such as Morocco.

[l. IMMUNOTHERAPY IN NON-METASTATIC BLADDER CANCER

Neoadjuvant cisplatin-based chemotherapy (NAC) with radical cystectomy (RC) improves overall survival (OS) versus RC
alone and has been the recommended treatment for muscle-invasive bladder cancer (MIBC) for the past 40 years'.

Perioperative immune checkpoint inhibitors (ICls) could improve long-term clinical outcomes by priming anti-tumor
immunity before surgery and eradicating micrometastatic disease.
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Systemic treatment in bladder cancer

State of art in 2024 and challenges in Morocco

promising results in terms of OS and PFS. However, in low- and middle-income countries, access to these innovations
remains limited or non-existent due to a number of factors, including prohibitive cost, lack of adequate reimbursement
systems and lack of specialized infrastructure®.

Scientific advances in oncology should benefit all patients, regardless of their country of origin or financial resources.
Unequal access to cutting-edge therapies for bladder cancer represents a major ethical and public health challenge.
Indeed, the World Health Organisation (WHO) emphasises the need for equity in healthcare and recommends concerted
efforts to facilitate access to essential medicines and new therapies in low- and middle-income countries?’. International
funding initiatives, partnerships between governments and the pharmaceutical industry, and differential pricing policies
could help to reduce this inequality??. In addition, the development of clinical research networks in countries with limited
resources could facilitate the introduction of innovative therapies by providing access to clinical trials.
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