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Abstract #46

Preliminary results from LEGEND: A phase 2 study of detalimogene
voraplasmid, a novel, investigational, non-viral genetic medicine
for high-risk non-muscle invasive bladder cancer (NMIBC)
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Introduction: Detalimogene voraplasmid (EG-70) is a novel, investigational, non-
viral genetic medicine for high-risk NMIBC, including BCG-unresponsive disease.
The phase | portion of LEGEND (NCT04752722) demonstrated a promising
safety profile and an overall complete response (CR) of 73% at any time. Phase 2
is ongoing; preliminary efficacy results of the pivotal cohort | (BCG-unresponsive
NMIBC with CIS) and safety for all cohorts are reported here.

Methods: Key eligibility criteria: =18 years; ECOG PS 0—2; high-risk NMIBC, £+
resected coexisting papillary (Ta/T 1) tumors, ineligible for/elected not to undergo
cystectomy. Cohorts: BCG-unresponsive with CIS (pivotal cohort |); BCG-naive
with CIS (cohort 2A); BCG-exposed with CIS (cohort 2B); BCG-unresponsive with
high-grade papillary disease without CIS (cohort 3). Patients received four doses, 50
mL intravesically at weeks 1,2, 5 and 6 of a |2-week cycle x four cycles. Primary
endpoint: CR rate at weeek 48; safety. Secondary endpoints: PFS; CR rate at week
12,24,36,and 96, % of patients with a durable CR at 12 months.

Results: As of September 13,2024, 2| patients were evaluable for efficacy in
cohort |.Inthe 42 safety-evaluable patients (all cohorts), treatment-related adverse
events were observed in 20 (47.6%; all G1/2), most commonly (=10%): dysuria
(21.4%); bladder spasm (19.0%); pollakiuria (I 1.9%); and fatigue (I1.9%). Overall
CR rate 71%; CR rate 67% at three months and 47% at six months.
Conclusions: Preliminary data from the pivotal phase 2 portion of LEGEND sug-
gest a promising safety/tolerability profile. Overall, 719% of patients achieved a CR,
with 67% achieving a CR at three months and 47% achieving a CR at six months.
Funding: enGene Inc.
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Mechanism of action and translation to the clinic of detalimogene
voraplasmid: A novel, investigational, non-viral genetic medicine
for non-muscle-invasive bladder cancer (NMIBC)
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Introduction: Detalimogene voraplasmid (EG-70) is a novel, investigational, non-
integrating, non-viral genetic medicine designed to elicit local stimulation of an
anti-tumor, intravesical immune response while mitigating risk of systemic toxicities.
LEGEND is an ongoing phase /2 study (NCT04752722) investigating safety and
efficacy of detalimogene in high-risk NMIBC.

Methods: Preclinical evaluation was conducted in vitro and in vivo in an orthotopic
syngeneic model of bladder cancer. Imnmunocompetent C57BL/6 mice received
two weekly intravesical instillations of a murine EG-70 surrogate (mEG-70). Efficacy
was assessed by flow cytometry, immunoassays, immunohistochemistry, biolumi-
nescence in vivo imaging, and overall survival. The phase | clinical LEGEND study
evaluated detalimogene in high-risk BCG-unresponsive NMIBC with carcinoma
in situ (CIS).

Results: Immune profiling revealed remodeling of the tumor microenvironment
from an immunosuppressive to a pro-inflammatory milieu. Accordingly, administra-
tion of MEG-70 was associated with a marked and dose-dependent reduction
in tumor burden. Over 90% of mEG-70-treated mice had durable anti-tumor
responses, as demonstrated by long-term disease-free survival, with no disease
relapse during the 100-day monitoring period.The anti-tumor immune response in
surviving tumor-free mice resulted in durable protection against subsequent tumor
re-challenge, and systemic immune memory.In phase | of LEGEND, detalimogene
was generally well-tolerated, with a complete response rate of 73% at any time
in patients with BCG- unresponsive NMIBC with CIS.

Conclusions: In a preclinical model, a mouse surrogate of detalimogene elicited a
durable, anti- tumor immune response and a marked, dose-dependent reduction
in tumor burden.The proposed mechanism of action of detalimogene has been
translated clinically into the phase | portion of the LEGEND study.

Funding: enGene Inc.
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Abstract #48

Effective criteria for identifying higher-risk small renal masses that
require treatment during active surveillance

David Dothan, Muammer Altok, Arun Menon, Tashionna White, Gaybrielle James, Bo Xu,
Michael Petroziello, Eric C. Kauffman

Roswell Park Comprehensive Cancer Center

Introduction: The oncologic safety of active surveillance (AS) for small renal mass
(SRM) patients has become increasingly clear; however; uniform agreement is still
lacking as to which tumor features indicate progression and should be used to
trigger delayed intervention (DI). Ideal progression criteria for intervention (PCl)
would selectively treat SRM with adverse pathology (15-25% of all SRM), given
a higher risk for metastatic potential. We previously described our AS experience
using predefined PCl to prospectively trigger DI. The current study aimed to
update our pathologic outcomes of DI nephrectomy cases in order to determine
the efficacy of our PCl thresholds for identifying SRMs with adverse pathology
for treatment.

Methods: From January 2013 to April 2024, all PCl-free SRM patients presenting
to a single urologist at a comprehensive cancer center were recommended AS
using a predefined PCl panel. DI was recommended during AS only upon new
PCI development. PCl were defined prospectively as any SRM-related symptoms,
unfavorable biopsy histology, cT3a stage, or any of the following without benign
neoplastic biopsy histology: longest tumor diameter (LTD) >4 cm; growth rate
(GR) >5 mml/year for LTD up to 3 cm; and GR >3 mm/year for LTD over 3
cm. Rates of adverse pathology were retrospectively assessed for all AS patients
undergoing DI by either partial or radical nephrectomy.

Results: Of 388 SRM patients with 50 months median followup on AS, 67 (17%)
underwent DI, including 62 (92%) by partial (53,79%) or radical (9, 13%) nephrec-
tomy and five (7%) by cryoablation. All (62/62 100%) DI resection cases showed
malignant pathology, with histologic subtypes including clear-cell (52, 84%), papillary
(7, 1'19), chromophobe (2, 3%), and unclassified (I, 1.69%). Most (33/62, 53%) DI
resections contained adverse pathology, including 28 (45%) with grade =3 and
I'1 (179%) with pT3a.

Conclusions: Prospectively applied PCl defined herein appear to effectively iden-
tify high-risk SRM cases for DI conversion, given notably higher rates of adverse
pathology in DI resections relative to rates historically reported for SRM resec-
tions. PCl described herein should be studied further as a potential standard for
determining progression during AS.

Abstract #49

Applying user-centered design to optimize delivery of a post-
cystectomy remote monitoring program
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Introduction: The post-cystectomy period is defined by distinct characteristics
and challenges that render patients uniquely vulnerable. While remote monitor-
ing interventions show promise in improving clinical outcomes in some contexts,
such programs following cystectomy have not effectively reduced readmissions.
This may be because these programs are not tailored to the unique needs of
cystectomy patients.To overcome these barriers, we applied user-centered design
methods to incorporate patient feedback into a more useful remote monitoring
intervention prototype.

Methods: We recruited members of a bladder cancer survivorship group who
had undergone cystectomy to participate in user-centered design sessions to refine
a post-cystectomy remote monitoring prototype. Participants were provided access
to the prototype smartphone application and paired wearable device.We reviewed
key features of the program via think aloud and cognitive walkthrough protocols.
Participant feedback was organized by theme and frequency by two reviewers
using a hybrid deductive-inductive approach.

Results: We included 20 participants, 259 male, with a mean age of 68.8 years
old. Participants underwent cystectomy on average three years prior. Preliminary
analysis revealed three primary themes across participant feedback. First, people
were interested in receiving action-oriented guidance from the remote monitor-
ing program, especially when postoperative issues were identified: “Getting the
treatment, that's what's important. | need to know what to do. Especially in those
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first 30 days. In those first 30 days your mind is just...it's so stressful. It's so tressful”
(patient 1).Next, they discussed using the program for specific and provider-verified
recommendations. Finally, they valued visual progress indicators with educational
resources to help them monitor their recovery independently.

Conclusions: Integrating user-centered design into remote monitoring interven-
tion development s critical to creating a functional and supportive program that
engages and empowers patients following cystectomy. The initial feedback from
this study will inform ongoing iterative improvements in the intervention prototype,
ensuring it aligns with patient needs and is optimizing for long-term care.
Funding: 2024 Urology Care Foundation Research Scholar Award Program and
the American Urological Association Northeastern Section for KM, and NIH
DKITI0IT for KDS.
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Under-reporting of carcinoma in situ in patients with high-grade
papillary non-muscle- invasive bladder cancer (NMIBC)
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Introduction: Patients with high-grade Ta/T| NMIBC often have concomitant
carcinoma in situ (CIS); however, the rate is variable, and pathologists may not
examine every bladder biopsy once a high-grade papillary lesion is identified.
Newer drugs for patients with bacillus Calmette-Guérin-unresponsive NMIBC,
such as nadofaragene firadenovec-vncg (ADSTILADRIN®), have a label indication
for those with CIS + papillary tumors. Therefore, failure to report CIS may impact
access to therapy. We studied the incidence of CIS in a cohort of patients with
high-grade Ta/T| NMIBC in a private practice setting.

Methods: Pathology specimens from transurethral resections in 2024 from patients
at Arkansas Urology with a diagnosis of high-grade papillary NMIBC without CIS
were reviewed by one pathologist (AC), with review of all bladder biopsies and
incidence of CIS reported.

Results: There were 328 patient samples reviewed. Mean patient age was 73
years (range 47-93), and 80.5% were male. Presurgical diagnosis ICD-10 codes
indicated bladder malignancy (C67.x) or hematuria (R31.0), but only two cases
referenced CIS (D090). Overall, 84 cases (26%) showed CIS on re-review. Among
the five pathologists who initially reviewed the cases, CIS-positive rates varied from
0% (0/9) to 67% (20/30).

Conclusions: Based on this single-center study, approximately one-quarter of
high-grade Ta/T | specimens may have initially unreported CIS. Good communi-
cation between urologist and pathologist is essential to request a specific ruling
out of CIS in all bladder fragments, as a diagnosis of CIS in addition to high-grade
papillary disease may impact therapeutic options for the patient according to FDA
labels and NCCN guidelines.

Funding: Ferring Pharmaceuticals, Inc.
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Comparing Al-dependent and Al-assisted approaches to extract
information about renal masses from radiology reports

Grace Maline, Yassamin Neshatvar, Hersh Chandarana, Rajesh Ranganath, Madhur
Nayan

NYU Grossman School of Medicine

Introduction: The natural history of suspicious renal masses remains poorly
characterized. Valuable data can be found in radiology reports, but non-manual
data extraction is challenging due to format inconsistencies. Artificial intelligence
(Al)-based approaches show promise to overcome these limitations. The objective
of this study was to better understand best use for Al-based approaches for renal
mass data extraction from radiology reports.

Methods: We identified CT, MR, and ultrasound reports potentially related to
suspicious renal masses from a multihospital academic network. Two extraction
strategies were compared: |) Al-dependent, where a pretrained large language
model (LLM) (ChatGPT-40) was applied to the full text of the report for mass
identification and extraction of characteristics (cystic vs. solid, multiplicity, and size);
and 2) Al-assisted, where reports were first segmented, followed by staged LLM
application to initially identify reports with masses and then extract characteris-
tics. We evaluated the impact of in-context examples (0, 10, 20, 30, 40, and 50
examples). Performance was benchmarked against manual review of 600 randomly
selected reports and assessed using F| score and accuracy.
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Results: Across all tasks, performance improved with examples in the range of
30-40 examples and then began to plateau or decrease. For detecting suspicious
renal masses, the Al-assisted strategy achieved an F| score of 0.934 and accuracy
of 0.970 with 40-shot examples, outperforming the Al-dependent approach (FI
0.910,accuracy 0.960).In classifying cystic masses, both approaches performed well,
with the Al-assisted method reaching an F| score of 0.750 and accuracy of 0.960
with 30-shot examples. Multiplicity detection favored the Al-assisted approach with
40-shot examples (FI 0.677,accuracy 0.973), compared to the Al- dependent (FI
0.667, accuracy 0.972).Tumor size extraction showed high performance across
strategies, with F| scores exceeding 0.882 and accuracy over 0.948.The Al-assisted
approach demonstrated greater stability across all tasks.

Conclusions: Al-based approaches demonstrated strong performance for extract-
ing information from radiology reports about suspicious renal masses. Performance
gradually improved with increasing in-context examples but then plateaued or
decreased with further examples. Furthermore, an Al-assisted, staged—extraction
approach generally outperformed a single-step, Al-dependent approach. Our find-
ings demonstrate how Al-based approaches can be optimized to extract informa-
tion from free-text clinical reports.These approaches show promise for large-scale
applications in characterizing the natural history of renal masses.

Funding: All publications and presentations involving use of CTSI resources must
cite the following grant number: NIH/NCATS ULITROO445.
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Poor glycemic control is associated with pathological upstaging
in renal cell carcinoma
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Introduction: Localized clinical stage T 1-T2 (cT I-T2) renal cell carcinoma (RCC)
is upstaged to pathological T3a in up to 19% of cases, which is associated with
a worse prognosis. Diabetes is a suggested risk factor for pathological upstaging,
yet the impact of glycemic control remains uncertain. We aimed to assess the
association between hemoglobin Alc (HbAIc) and pathological upstaging to T3a
in patients with cT -T2 RCC.

Methods: We conducted a single-center, retrospective cohort study of adult
patients treated with partial or radical nephrectomy from 2019-2022.We included
patients with HbA I ¢ within 90 days of preoperative imaging. Clinical and pathologi-
cal stages were assigned using imaging and pathology reports, respectively. Non-
RCC and non-cT -T2 RCC tumors were excluded. For patients with multiple
HbA I ¢, the values were averaged. Patients were categorized as normal (HbAlc
<5.7%), pre-diabetes (5.7-6.4%), well-controlled diabetes (6.5-6.9%), or poorly
controlled diabetes (=7%). We fit a logistic regression model to predict clinical
T1-T2 to pathological T3a upstaging, adjusted for HbA | c category, preoperative
clinical stage, days between imaging and surgery, body mass index (BMI), age, and
gender. Model performance was evaluated using the area under the curve (AUC).
Results: We identified 268 patients with cT |-T2 RCC. Of these, |68 (63%) were
male. The mean age was 64.5 years, and the mean BMI was 32.7. Most patients
had normal or prediabetic range HbA I ¢, with 75 (28%) and 92 (34%) in these
respective categories, while 39 (15%) had well-controlled diabetic range and 62
(23%) had poorly controlled diabetic range HbA | c. Based on preoperative imaging,
229 (85%) patients were clinical stage T |. Post-resection pathological upstaging to
T3a occurred in 46 (17%) patients. The model showed good discrimination (AUC
0.799). Significant predictors of upstaging were poorly-controlled diabetes (odds
ratio [OR] 3.47,95% confidence interval [Cl] 1.30-9.57) (Figure I), preoperative
clinical stage (OR 2.58,

95% Cl 1.59-4.33), and, marginally, age at imaging (OR 1.04,95% Cl 1.01-1.09).
Conclusions: Poorly controlled diabetic range HbA | c is associated with increased
odds of pathological upstaging from clinical T1-T2 to pathological T3a. Therefore,
clinicians may consider adopting a lower threshold for transitioning from active
surveillance to intervention for patients with poor glycemic control and suspected
localized RCC.

Funding: Murali Kovvur was partially supported by the NIHT35 (DK06552 1) and
the Henry L. Hillman Foundation Fellows for Innovative Cancer Research programs.
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Abstract #52. Figure 1. Pathological T3a upstaging model (AUC=0.799).

Abstract #53

Automated extraction of pathologic stage for renal cell carcinoma
from the electronic medical record using a deep phenotype natural
language processing model
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Introduction: The electronic medical record (EMR) is being increasingly used in
health services research for large-scale datasets, compared to historic use of claims
data; however, manual extraction of cancer phenotypes from the EMR; including
tumor, nodes, and metastases (TNM) staging, is laborious and limited to use in
small datasets. We sought to determine the feasibility of using a deep-phenotype
(DeepPhe) natural language-processing model to assign pathologic TNM stage
using EMR data for renal cell carcinoma (RCC).

Methods: We identified a cohort of patients at a single institution between 2019-
2023 who underwent partial or radical nephrectomy for renal mass. Patients with
non-RCC histology or multiple tumors were excluded. Pathologic TNM stage was
obtained via expert manual review of EMR pathology reports.The DeepPhe natural
language-processing model was then applied to the same cohort, using clinical
documents and discrete EMR data to assign a pathologic TNM stage for RCC.
Cohen’s Kappa was then used to determine accuracy and interrater reliability of
DeepPhe in assigning pathologic stage, compared to expert manual review. Kappa
statistics were interpreted as follows: below 0.2 indicates poor agreement, 0.2-0.4
fair, 0.41-0.6 moderate, 0.61-0.8 substantial, and above 0.8 excellent agreement.
Additionally, given the ordinal nature of pathologic stage, we applied weights to
reflect the importance of close agreement, which provides partial credit for near
agreement.

Results: A total of 79 patients were included in the analysis, with a distribution of
pathologicT stages:pT | (n=34,43%),pT2 (n=10, 13%),pT3 (n=32,41%),and pT4
(n=3,4%).The overall Kappa for the entire cohort was high, with an unweighted
Kappa of 0.94 (95% confidence interval [CI] 0.87, 0.99) and a weighted Kappa
of 0.99 (95% Cl 0.99, 1.00), indicating excellent agreement between DeepPhe
and expert manual review. When stratified by pathologic T stage, concordance
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rates were |00% for each category. Additionally, detailed concordance rates across
specific pathologic substages (e.g, pT la, pT3a) showed near-perfect agreement
for most stages, with some variation within nodal staging (e.g, pT3aN|) showing
66.7% concordance.

Conclusions: The DeepPhe natural language-processing model demonstrates
high accuracy and reliability in determining pathologic stage for RCC using EMR
data. Implementing this model in large-scale projects with EMR data use may
substantially reduce or eliminate need for manual review. The DeepPhe system
can be found at https://deepphe.github.io.

Funding: NCI Grant U24CA248010.
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LEGEND: A phase |/2 study of detalimogene voraplasmid
intravesical monotherapy for patients with high-risk non-muscle-
invasive bladder cancer (NMIBC)
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of Texas Southwestern Medical Center, Dallas, TX; "University of Cincinnati Cancer
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Canada; *Mayo Clinic, Phoenix, AZ

Introduction: Detalimogene voraplasmid (EG-70) is a novel, investigational genetic
medicine for high-risk non-muscle-invasive bladder cancer (NMIBC) delivered intra-
vesically using a non-viral vector: It is designed to elicit local stimulation of anti-tumor
immune responses in the bladder without cellular integration, mitigating the risk of
systemic toxicity. The phase | (dose-escalation) portion of the first-in-human, phase
1/2, open-label, multicenter study of detalimogene (LEGEND; NCT04752722) is
complete.The phase 2 dose was identified, treatment was generally well-tolerated,
and the overall complete response (CR) rate was 73%. Here we describe the
ongoing phase 2 portion of the study, which opened in May 2023.

Methods: Eligibility criteria: age =18 years; ECOG PS 0—2; NMIBC + resected
coexisting papillary (Ta/T 1) tumors, ineligible for/elected not to undergo, cys-
tectomy; satisfactory bladder function with ability to retain study drug for =60
minutes. Cohorts: BCG-unresponsive with CIS (pivotal cohort |); BCG-naive with
CIS (cohort 2A) or BCG-exposed with CIS (cohort 2B); BCG-unresponsive with
high-grade papillary disease without CIS (cohort 3). Patients receive detalimogene
(dose: 0.8 mg/mL) in a volume of 50 mL intravesically at weeks 1,2, 5, and 6 in
a 12-week cycle x four cycles; patients with CR at end of fourth cycle enter
maintenance treatment (two instillations per cycle, at weeks | and 2 for up to
eight cycles). Phase 2 primary endpoints: efficacy (CR rate at week 48); safety.
Secondary endpoints: PFS; CR rate at weeks 12,24, 36, and 96; % of patients with
durable CR at 12 months. The phase 2 portion of the study is enrolling and will
recruit approximately 300 patients across all cohorts, from sites in the U.S., Canada,
Europe, and the Asia-Pacific region.

Results/Conclusions: To come

Funding: enGene Inc.
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Abstract #55

The HistoSonics Edison™ system for the treatment of primary
solid renal tumors using histotripsy: #HOPE4KIDNEY US

Phillip Rappold', Arun Rai?, Paul Laeseke®

'University of Rochester; ?Johns Hopkins Hospital; *University of Wisconsin
Introduction: Histotripsy is a novel treatment option that may have advantages
over existing kidney-directed therapies, including truly non-invasive therapy with-
out percutaneous devices, as well as precise and predictable treatment zones
guided by real-time imaging. Histotripsy results in homogeneous destruction of
the prescribed planned treatment volume (PTV) and preserves critical structures
within or adjacent to the treatment volume. The FDA cleared histotripsy for the
non-invasive destruction of liver tumors based on the safety and efficacy results
of the #HOPE4LIVER clinical trial in October 2023. The #HOPE4KIDNEY US
trial will evaluate the effectiveness and safety of histotripsy using the HistoSonics
Edison System for the destruction of kidney tissue by treating primary solid renal
tumors =3 cm (ClinicalTrials.gov: NCT05820087).

Methods: #HOPE4KIDNEY US is a prospective, multicenter, single-arm pivotal
trial designed to evaluate the effectiveness and safety of the HistoSonics Edison
System for the destruction of kidney tissue by treating primary solid renal tumors.
The primary effectiveness endpoint is primary technique efficacy at 90 days, defined
as the percentage of targeted tumors that were successfully eliminated after a
single histotripsy session as assessed by contrast enhanced MRI or CT and will
be centrally confirmed. Renal tumors must be <3 cm in maximum diameter; with
biopsy confirming pathology type. The primary safety endpoint is freedom from
index procedure related major complications, defined by Clavien-Dindo classifica-
tion grade 3 or higher up to 30 days after the histotripsy procedure. The trial is
powered to evaluate the co-primary endpoints of effectiveness and safety against
performance goals of 75% established from renal ablation literature; results must
be positive for both co-primary endpoints for the trial to be considered successful.
Total enrollment will be up to 68 subjects, targeting 54 evaluable subjects. Subjects
will have followup visits at 14, 30,90, and 180 days, and annually thereafter up to
five years post-procedure. #HOPE4KIDNEY US is sponsored and financed by
HistoSonics. Key trial eligibility criteria require subjects to be =22 years of age
and diagnosed with only one non-metastatic solid renal mass =3 cm confirmed
via CT or MRI. The subject must have an adequate acoustic window to visualize
the targeted tumor using the HistoSonics Edison System and the targeted tumor
with adequate margin (PTV) cannot overlap the renal pelvis, main renal vessel,
ureter, or other vital structures.

Results: Fifty-five subjects have been enrolled at 10 sites as of April 16,2025.
Conclusions: To come.

Abstract #56

Long-term outcomes of treatment of low-grade upper tract
urothelial carcinoma with UGN- 101, a mitomycin reverse thermal
gel

Joseph Brito', Brian Hu?, Nir Kleinmann?®, Jay D.Raman*, Hristos Kaimakliotis®, Alexander
Sankin®, Nirmish Singla’, Andrew Meads®, Brent Burger?, Sunil Raju?, Michael |. Louie®,
Karim Chamie?, Alon Weizer'®, David M. Albala'"'?'3, Mark Schoenberg®®

"Yale School of Medicine, New London, CT; *Department of Urology, Loma
Linda University, Loma Linda, CA; *Department of Urology, Sheba Medical Center;
Ramat Gan, Israel; *Department of Urology, Penn State Health Milton S. Hershey
Medical Center, Hershey, PA; *Department of Urology, Indiana University School
of Medicine, Indianapolis, IN;*Department of Urology, Albert Einstein College of
Medicine, Bronx, NY; “The Brady Urological Institute, Johns Hopkins University,
Baltimore, MD; ®UroGen Pharma, Princeton, NJ; "Department of Urology, University
of California Los Angeles, Los Angeles, CA; '®Department of Urology, Division of
Columbia University at Mount Sinai Medical Center; Miami Beach, FL; ' Department
of Urology, Crouse Hospital, Syracuse, NY; '?Associated Medical Professionals,
Syracuse, NY; | 3Department of Urology, Downstate Health Sciences University, NY
Introduction: Endoscopically guided ablation is commonly used to treat low-grade
upper tract urothelial carcinoma (LG-UTUC). Long-term endoscopic surveillance
is needed due to the recurrent nature of UTUC. We report data from a nonin-
terventional five-year long-term followup (LTFU) study of patients who achieved
complete response (CR) following treatment with UGN-101,a reverse thermal gel
containing 4 mg mitomycin per mL, in the phase 3 OLYMPUS trial (NCT02793128).
Methods: Patients who participated in OLYMPUS and achieved a CR after six
once-weekly doses of UGN-101 were followed for up to 12 months after initial
CR Those still in response at |2 months could enroll in the LTFU study. Outcomes
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included Kaplan-Meier estimate of duration of response (DoR) and disease recur
rence/progression. Supervising physicians provided

semiannual updates on patients’ disease status.

Results: A total of 71 patients enrolled in OLYMPUS (68% male, 87% White,
median age 71 years),and 42 achieved CR ~3 months after study initiation. Among
41| patients followed after initial CR (one withdrew consent), including 20 who
entered the five-year LTFU, median followup was 28.1 months (95% CI |3.1-60.1)
and median estimate of DoR was 47.8 months (95% Cl |3.0-not estimable [NE]).
Among the 20 patients with LTFU, median followup was 53.3 months (95% Cl
27.9-72.8) and median DoR was NE (95% Cl 43.5-NE) due to a low event rate.
During LTFU, two (10%) patients experienced LG-UTUC tumor recurrence; three
(15%) died (unrelated to study treatment); and seven (35%) discontinued. Five
(25%) patients were in ongoing CR at the end of the five-year LTFU study with
the longest reported DoR of 82.6 months.

Conclusions: Patients with LG-UTUC who achieved CR after receiving treatment
with UGN-101 experienced clinically meaningful long-term response, with a median
estimate of DoR of 47.8 months. The ongoing uTRACT registry (NCT05874921)
is collecting real-world data in a larger patient population (n=400) to further
inform the use of UGN-101 in UTUC patients.

Funding: UroGen Pharma. Pharmaceutical/Biotech Company.

Abstract #57

PENELOPE: Tissue penetration of gemcitabine phosphate
metabolites following TAR-200 administration vs. standard
intravesical instillation in minipigs

oseph Jacob', Siamak Daneshmand?, Koen Wuyts®, Marc De Meulder’, Liesbeth
Vereyken’, Marjolein van Heerden®, Herman Borghys®, Geert Mannens?, Karen Daniel’,
Samuel Spigelman®

'Upstate Medical University, Department of Urology, Syracuse, NY; 2University
of Southern California, Norris Comprehensive Cancer Center, CA; *Preclinical
Sciences and Translational Safety, Janssen Research and Development, Beerse,
Belgium; *Oncology Discovery, Janssen Research and Development, MA; *Oncology
Global Medical Affairs, Janssen Research and Development, NJ

Introduction: TAR-200 is a novel intravesical (IVes) targeted releasing system
designed to provide local continuous/sustained release of gemcitabine within the
bladder, with potentially deep-tissue penetration. This preclinical study evaluated
the penetration of gemcitabine (dFdC) and its active metabolites, diphosphate and
triphosphate of dFdC (dFdCDPR dFdCTP), in bladder tissues up to 96 hours (h)
after TAR-200 administration or intravesical instillation.

Methods: Bladder tissue concentrations of gemcitabine and its active metabo-
lites were measured in five minipigs following gemcitabine administration either
by intravesical or TAR-200 instillation. Three animals received a two-hour bolus
intravesical instillation of 2 g free base-equivalent (FBE) of gemcitabine hydro-
chloride dissolved in saline (40 mg/mL), with tissue collection from one animal
at two hours, a second animal at 24 hours, and a third animal at 96 hours. The
TAR-200 delivery system, containing 225 mg FBE, was placed into the bladder of
two animals, where it remained until tissue collection at 48 hours and 96 hours,
respectively. At necropsy, samples of dome, left and right lateral wall, and trigone
were collected and the urothelium with underlying lamina propria were separated
from the muscle layer of the urinary bladder: Results were reported as the mean
of the four tissue samples collected.

Results: Following intravesical delivery of gemcitabine (two hours), total bladder
tissue concentrations of the active phosphorylated metabolites of gemcitabine
were high and were detected in all bladder layers but were virtually undetectable
in samples after 24 hours and 96 hours (Figure |1A). When delivered with the
TAR-200 system, gemcitabine active metabolites could be detected in all bladder
layers over the investigated indwelling period up to 96 hours (Figure |B).
Conclusions: Following administration of gemcitabine using the TAR-200 delivery
system, measurable levels of active phosphorylated metabolites were detected in all
bladder layers, including the urothelium/lamina propria and muscle at 48 hours and
96 hours. Comparatively, tissue exposure to gemcitabine delivered through a bolus
instillation over a two-hour indwelling period is limited by its short half-life (<3 hours),
with little evidence of gemcitabine active metabolites in bladder tissue by 24 hours.
Results of this study demonstrate that sustained local delivery of gemcitabine to the
bladder through the TAR-200 system can deliver active metabolites to all layers of
the bladder at least four days following TAR-200 placement.

Funding: Janssen Research and Development, LLC, a Johnson and Johnson com-

pany.
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Abstract #57. Figure 1. Mean dFd(DP and dFdCTP concentrations in bladder tissue layers following gem-
citabine delivery by (A) intravesical instillation and (B) TAR-200.

Abstract #58

Impact of tumor burden or focality in recurrent low-grade
intermediate-risk non-muscle invasive bladder cancer on
durability of complete response to treatment with UGN-102
Sandip Prasad', Dimitar Shishkov?, Nikola V. Mihaylov’, Alexandre Khuskivadze?, Pencho
Genov*, Vasyl Terzi®, Max Kates®, Michael |. Louie’, Sunil Raju’, Brent Burger’, Andrew
Meads’, William C. Huang?, Joseph Jacob’

'Morristown Medical Center/Atlantic Health System and Garden State Urology,
Morristown, NJ; 2University Multiprofile Hospital for Active Treatment, Plovdiv,
Bulgaria, *Georgia Israel Joint Clinic Gidmedi, Tbilisi, Georgia; *University Multiprofile
Hospital for Active Treatment Kanev, Ruse, Bulgaria; *Multiprofile Hospital for Active
Treatment, Varna, Bulgaria; ¢johns Hopkins Medical Institutions, Baltimore, MD;
’UroGen Pharma, Princeton, NJ; SN'YU Grossman School of Medicine, New York,
NY; 'SUNY Upstate Medical University

Introduction: In the single-arm ENVISION pivotal phase 3 study (NCT05243550)
patients with low-grade intermediate-risk non-muscle-invasive bladder cancer
(LG-IR-NMIBC) were treated with UGN-102, a reverse thermal hydrogel contain-
ing mitomycin. Complete response rate (CRR) at three months was 79.6%, with
an 80.6% probability of remaining in response 18 months later by Kaplan-Meier
estimate. Here, we present an analysis evaluating if tumor focality or tumor burden
influenced response rate and/or durability.

Methods: A total of 240 patients with recurrent LG-IR-NMIBC received at least
one dose of UGN-102; 95% (228) received all six doses. Three months after the
first dose, patients were examined for the presence of bladder cancer using cys-
toscopy, urine cytology, and for-cause biopsy. Patients achieving complete response
(CR) underwent followup with surveillance cystoscopy/cystology. In prespecified
subgroups, comparisons of patients with tumor burden (calculated as the sum of
the diameters of all visible tumors) =3 cm vs. >3 cm and solitary vs. multifocal
tumors were performed for CRR at three months and hazard ratios (HRs) of
duration of response (DoR) at |8 months after achieving CR. For the compari-
son of CRR, p-values were calculated using Fisher's exact test. HRs of DoR were
calculated using a Cox proportional hazards model, and p-values calculated using
a log-rank test. Subgroup comparisons were not powered to identify a difference
and p-values were unadjusted for multiple comparisons.

Results: CRR at three months was 82.7% vs.73.8% for patients with tumor burden
=3 cm and >3 cm, respectively. Of patients with CR at three months with tumor
burden <3 cm and >3 cm, 18.2% vs. 25.8%, respectively, experienced either recur-
rence of LG disease, progression (either stage or grade), or death 18 months after
CR. In patients with multifocal vs. solitary tumors, three-month CR

was 79.4% vs. 82.5%; recurrence rates were 21.5% vs. 15.2%. DoR HRs were not
statistically significant for any comparison made.
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Conclusions: The CRR and DoR were robust in all subgroups and no significant
differences were observed based on tumor burden or focality. Study limitations
were the small sample size of comparator groups, and single-arm study design.
UGN-102 is potentially a valuable non-surgical treatment option for many patients
with LG-IR-NMIBC.

Funding: UroGen Pharma.

Abstract #58. Table 1

(R at 3 months (R ratio Recurrence within | DoR HR
(95% C1) 18 months after (R | (95% Cl)
p p
Tumor
burden 0.715
<3 m 82.7% (148/179) | 1.12 18.2% (27/148) |(0.325, 1.575)
>3 m 73.8% (31/42) (0.92, 1.36) | 25.8% (8/31) p=0.40342
p=0.1945¢
Tumor count
Multifocal | 79.4% (158/199) | 0.96 21.5% (34/158) | 1.442
Solitary | 82.5% (33/40) (0.82,1.13) | 15.2% (5/33) (0.564, 3.687)
p=0.8292° p=0.4412°

3-month CR patients only. bNominal, Fisher's exact test for CRR ratio, and log-
rank test for DoR HR.

Abstract #59

Outcomes of robot-assisted radical cystectomy for de novo muscle
invasive bladder cancer versus progression of non-muscle invasive
bladder cancer

Mohammad Khan, Dawod Abdelhaq, Saffa Rehman, Yakov Klugman, Grace Harrington,
Nicholas Cordero, Ali Ahmad, Ava Giangrasso, Jordan E. Carlson, Muhsinah Howlader,
JorDan Whitt, Helen Cui, Zhe Jing, Qiang Li, Ahmed A. Hussein, Khurshid Guru
Roswell Park Comprehensive Cancer Center; Buffalo, NY

Introduction: We aimed to investigate the oncologic outcomes of robot-assisted
radical cystectomy (RARC) for de novo muscle-invasive bladder cancer (dnMIBC)
vs. MIBC after progression of non-muscle-invasive bladder cancer (pMIBC).
Methods: We conducted a retrospective review of our quality assurance RARC
database between 2005 and 2024. Patients with =cT2 were identified and divided
into dnMIBC (=cT2 on their first transurethral resection [TURBT]) vs. those with
pMIBC (progressed to =cT2 from NMIBC). Kaplan-Meier method was used to
depict recurrence free (RFS), disease specific (DSS), and overall survival (OS).
Results: A total of 416 patients underwent RARC (77% had dnMIBC and 23%
pMIBC). Patients with dnMIBC had =pT3 more frequently (53% vs. 40%, p=0.037),
but with similar variant histology involvement (53% vs. 42%, p=0.083), pN+ (31%
vs. 25%, p=0.255) and positive margins (9% vs. | 19, p=0.563). pMIBC group
exhibited similar RFS, DSS, and OS if they received cystectomy directly (p=0.855
for RFS, p=0.488 for DSS, and p=0.840 for OS); however, the pMIBC group tend
to benefit more from neoadjuvant chemotherapy (NAC) if administrated. With
NAC, pMIBC group showed better five-years RFS and DSS but didn't reach statisti-
cal significance (RFS: 81% vs. 65%, log rank p=0.094; DSS: 89% vs. 73%, log-rank
p=0.053) (Figures 1,2, 3).

Conclusions: Patients who progressed to MIBC from NMIBC seem to have a
better response to NAC than patients with de novo MIBC.

Funding: Roswell Park Alliance Foundation.
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Abstract #59. Figure 1. Recurrence-free survival.
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Abstract #59. Figure 2. Disease-specific survival.
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Abstract #60
Does second-look TURBT for high-risk non-muscle-invasive
bladder cancer improve response to adjuvant intravesical therapy? o

Yakov Klugman, Nicholas M. Cordero, Grace Harrington, Mohammad Khan, Jor'Dan
Whitt, Ava Giangrasso, Saffa Rehman, Jordan E. Carlson, Imad Shaheed, Zhe Jing, Qiang
Li, Khurshid Guru, Ahmed A. Hussein

Roswell Park Comprehensive Cancer Center

Introduction: We aimed to investigate whether second-look transurethral resec-
tion (re-TURBT) of Bladder Tumor (TURBT) for high-risk non-muscle-invasive
bladder cancer (NMIBC) improves response to adjuvant intravesical therapy (IVT).
Methods: We conducted a retrospective review of our quality assurance TURBT
database between 2000 and 2024. All patients with high-risk NMIBC who received
IVT were included in the study. Re-TURBT was defined as TURBT within eight
weeks of the initial TURBT. Patients were divided into those who received re-

Sunival Probability

TURBT vs. those who did not. Patients were followed as per AUA/SUO/EAU —

guidelines with cystoscopy and urine cytology every three months for the first 00

two years, then every six months for years 3-5, then annually thereafter. Annual o | = 28 1w o w o =
upper tract imaging was also performed. Kaplan-Meier method was used to depict 0 s 12 18 2 P 3
high-grade recurrence free survival (RFS). Manths after Initial Treatment

Results: A total of 551 patients were included in the study; 36% received re- [Second Look Mo ——— ¥es]

TURBT. The median time between initial and re-TURBT was 6.0 weeks (IQR

4.1-7.4 weeks). Indications for re-TURBT included incomplete resection (10%), Survival Rate

absence of detrusor in specimen (36.5%),T| high-grade disease (32.5%), CIS Group Months after TURBT

disease (5.5%), and Ta high-grade (15.5%). Re-TURBT patients who received IVT 12 24 36

exhibited improved HGRFS of 68% and 54% at one and three years, respectively, shuithalhisens ) oD || <D || Sk

compared to 60% and 37% for those who did not receive re-TURBT (log rank Second\Pock IV Gy || sz || e

p<0.01) (Figure I).

Conclusions: Patients with high-risk NMIBC who received a re-TURBT prior to
IVT exhibited improved HGRFS compared to those who received IVT without
re-TURBT; 62% of re-TURBT were found to have residual disease, of whom 7%
upstaged.

Funding: Roswell Park Alliance Foundation.

Abstract #60. Figure 1. High-grade recurrence-free survival.
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