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Gemcitabine intravesical system: A bladder-sparing treatment option for
patients with HR NMIBC unresponsive to BCG treatment

There is a persistent need for tolerable, effective, and durable bladder-sparing therapies for patients with

BCG-unresponsive HR NMIBC with CIS?

* NMIBC accounts for “70% of all bladder cancer cases and ~50% of patients with HR NMIBC experience disease recurrence or
progression on BCG%3

* The standard of care for these patients is RC, a life-altering surgery with a high degree of morbidity and significant impacts on QoL*>

— RC has a post surgery mortality rate of 3—8%°

* Current treatment options for BCG-unresponsive HR NMIBC CIS have many challenges, including limited complete response rates and
response durability, systemic or immune-related toxicities, and reliance on BCG as combination therapy’

* For patients with BCG-unresponsive HR NMIBC with only papillary disease, there are no approved treatments

Gemcitabine intravesical system is a first-in-class intravesical drug-releasing system designed to provide sustained delivery of

gemcitabine in the bladder recently approved by the FDA for BCG-unresponsive NMIBC with CIS with or without papillary
diseasel-10

BCG, Bacillus Calmette-Guérin; CIS, carcinoma insitu; FDA, Food and Drug Administration; HR, high-risk; NMIBC, non—muscle-invasive bladder cancer; QolL, quality of life; RC, radical cystectomy.
1. Daneshmand S, et al. J Clin Oncol. 2025 Jul 30 101200JC02501651 doi: 10.1200/JCO-25-01651. 2. Cassel A, et al. World J Oncol 2019;10(3) 123—131 3. Sylvester RJ, et al. Eur Urol. 2006 49(3) 466 5. 4 EAU Guidelines. Edn. presented at the EAU
Annual Congress Madrid 2025. ISBN 978-94-92671-29-5. 5. AUA/SUO Guidelines. Available at: https. g/guideline - ity/gu ines/k Je -g

6. Marqueen KE, et al. JINCI Cancer Spectr. 2018;2:pky075. 7. ADSTILADRIN® (nadofaragene firadenovec- vncg) [prescrlbmg |nformat|on] Kastrup Denmark Fernng Pharmaceutlcals 2024 8 ANKTIVA®(nogapendek|naIfa inbakicept-pmin) [prescribing
information]. Culver City, CA, USA: Altor BioScience; 2024. 9. KEYTRUDA® (pembrolizumab) [prescribing information]. Rahway, NJ, USA: Merck & Co., Inc.; 2024. 10. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham,
PA: Janssen Biotech, Inc. 2025.
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How gemcitabine intravesical system works

Gemcitabine intravesical system leads to prolonged release of gemcitabine

* 77% of gemcitabine and its metabolite dFdU are excreted in urine by Day 7 and 99% are excreted by Day 21 of the

indwelling period?

—

Inserted in brief in-office procedure using a urinary catheter and stylet?

alf a dose is missed, it should be administered as closely as possible to the original treatment schedule. *Or until persistent or recurrent NMIBC, disease progression, or unacceptable toxicity.

dFdU, 2°-deoxy-2’, 2’-difluorouridine; NMIBC, non—-muscle-invasive bladder cancer; Q3W, every 3 weeks; Q12W, every 12 weeks.

1. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2025. 2. Instructions For Use INLEXZO™ (Gemcitabine intravesical system). Horsham, PA: Janssen Biotech, Inc. 2025.

Dosing schedule!

Insertion: Delivers 225 mg gemcitabine directly into the
bladder over a 3-week indwelling period

Initial treatment phase? Maintenance phase?®

Up to 18 monthsP
6 doses

Q3W >

Up to 6 months®
8 doses

Removal: Gemcitabine intravesical system is removed after
each 3-week indwelling period

Presented by Nicole Osimo at SUNA 2025; October 10-13, 2025; Louisville, KY, USA



Gemcitabine intravesical system SunRISe-1 study

SunRISe-1 (NCT04640623) is a Phase 2b study assessing gemcitabine intravesical system in patients with BCG-
unresponsive HR NMIBC, ineligible for/refused RC?

Here we present data in patients with CIS £ papillary disease (Cohort 2) and patients with papillary-only disease (Cohort 4)2

Population: 4 A Cohort 2.
* Aged 218 years Primary end point
* HR NMIBC CIS (* papillary * Overall complete

disease) Cohort 2 (N=85 response rate
Gemcitabine intravesical

e Persistent or recurrent disease
within 12 months of completion

Gemcitabine intravesical

system monotherapy system dosing:

Enrollment completed

Key secondary end points

of BCG Q3W (indwelling) for the * Duration of response
* Unresponsive to BCG23 and not first 24 weeks; * Overall survival
receiving RC then Q12W through » Safety
Week 96
Population: Cohort 4 (N=52) Cohort 4:
« Papillary-only HR NMIBC Gemcitabine intravesical Primary end point

(no CIS)® system monotherapy

* Disease-free survival
Enrollment completed \_ J

The clinical data cutoff was March 31, 2025. E
aCohort 1 (TAR-200 + cetrelimab [N=53]) and Cohort 3 (cetrelimab monotherapy[N=28]) not presented here. PPatients with BCG-unresponsive papillary-only HR NMIBC (high-grade Ta, any T1) per protocol amendment4.

BCG, Bacillus Calmette-Guérin; CIS, carcinoma in situ; HR, high-risk; NMIBC, non—-muscle-invasive bladder cancer; Q3W, every 3 weeks; Q12W, every 12 weeks; RC, radical cystectomy. I
1. Daneshmand S, et al. J Clin Oncol. 2025 Jul 30 101200JC02501651 doi: 10.1200/JCO-25-01651. 2. Lerner SP, et al. Urol Oncol. 2009;27:155—-159. 3. US Food and Drug Administration. Available at: https://www fda.gov/media/101468/download. E
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Sunrise-1 Cohort 2 and 4: Key efficacy results

Cohort 2

(Gemcitabine intravesical system monotherapy in
patients with CIS + papillary disease)

82 .4% of patients achieved a complete

response (ie, cancer was not detectable) following
treatment

5 2 . 9% of patients who responded

were responsive to treatment for at least 12
months

The median time that cancer remained
undetectable was 25.8 months

CIS, carcinoma insitu.
Daneshmand S, et al. J Clin Oncol. 2025 Jul 30 101200JC02501651 doi: 10.1200/JCO-25-01651.

Cohort 4

(Gemcitabine intravesical system monotherapy in
patients with papillary disease only)

More than half of the participants did not have the cancer return

85.3%

of patients were
disease-free after
6 months

70.2%

12 months

Proportions of patients who were disease-free after 12 months were similar for

those with bladder cancer growing on the surface of the bladder lining (Stage Ta) and

those with bladder cancer that has started to grow beneath the bladder lining and
into the connective tissue (Stage T1)
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SunRISe-1 Cohort 2 and 4: Key safety data

In SunRISe-1 Cohort 2 and 4, most side effects were mild to moderate symptoms of the lower urinary tract
(Grade 1 or 2) that were managed symptomatically and of short duration (~3 weeks)?!

There were no deaths that resulted from treatment in either cohort!

Common side effects (215%)?! Key safety considerations?
0% 1 44y * Risk of bladder perforation
40% 40% . . .
40% A during insertion
F 31% 29%
= 30% 1 25% 23% * Risk of metastatic bladder cancer with
= 21% °
g o | 17% delayed cystectomy
& 14%
10% - * MRI scans under certain conditions
0% * Embryo-fetal toxicity - pregnancy test
Frequent Painful urination Overwhelming Urinary tract Blood in urine ired
urination need to urinate infection require
B Cohort 2 (N=85) N Cohort 4 (N=52) E’F‘HE
]
MRI, magnetic resonance imaging. ir i
1. Daneshmand S, et al. J Clin Oncol. 2025 Jul 30 101200JC02501651 doi: 10.1200/JCO-25-01651. 2. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2025. 5 E -
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Gemcitabine intravesical system requires a simple
outpatient procedure??

2 v

Quick and convenient No extended monitoring Complete system
* Inserted during brief in-office * Patients can return home immediately * Uses co-packaged urinary
procedure without need for « No need to hold bladder catheter and stylet

general anesthesia after insertion * Room temperature storage

* Can beinserted by any
trained HCP

* Nurses and APPs play a crucial role in supporting patients receiving gemcitabine intravesical system treatment and
managing AEs

* Here we report insights gathered from nurses and APPs with experience using gemcitabine intravesical system in the
urology clinic during the SunRISe-1 trial

3
A0

AE, adverse event; APP, advanced practice provider; HCP, healthcare professional.
1. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2025. 2. Instructions For Use INLEXZO™ (Gemcitabine intravesical system). Horsham, PA: Janssen Biotech, Inc. 2025. "
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Nurses and APPs facilitate the patient experience through patient
education, coordination of care and AE management

Coordination of care

.

* Schedule and confirm all necessary appointments in advance
* Follow up with patients who miss or reschedule appointments

Ensure continuity and adherence to treatment schedule by proactively managing patient appointments

/Patient education

Prepare the patient on insertion/removal
procedure and potential AEs

* Share educational materials (pamphlets,
FAQs)

o

* Explain appointment process and duration m

N
O

/

GE management

Early AE detection helps prevent
complications

Assign an oncology navigator reachable via
phone, email, or EMR for timely support

Check in with patients during the first treatment
week

Provide guidance/interventions at first sign of

Ksymptoms

AE, adverse event; APP, advanced practice provider; EMR, electronic medical record; FAQ, frequently asked question.
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Roles and clinical practice experiences of nurses and APPs
in the gemcitabine intravesical system patient journey?!?

(see MRI Safety Information)

Minitablets
(may appear fused)

Pre-procedure preparation

* Educate patients on what to
expect and AE management

* Alleviate concerns on infection
and impact on QoL

* Provide guidance on self-care

* Consultation with nurses and if
required APPs and/or urologists

AE, adverse event; APP, advanced practice provider; Qol, quality of life.
1. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2025. 2. Instructions For Use INLEXZO™ (Gemcitabine intravesical system). Horsham, PA: Janssen Biotech, Inc. 2025.

Gemcitabine intravesical
system insertion

Via a urinary catheter in a brief
in-office procedure

Can be performed by an APP
(after minimal training)
or urologist

Nurses help prepare patients,
and address any questions

Follow-up

Nurses report AEs, schedule
appointments, consult with the
patients and wider-care team

APPs involved in AE management

Urologist available for
consultation if required
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Gemcitabine intravesical system
removal

* Via cystoscope and grasping
forceps

* Can be performed by an APP
(after minimal training)
or urologist

* Nurses help prepare patients,
and address any questions
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Gemcitabine intravesical system clinical management
recommendations?

General

Counsel on potential on lower
urinary tract symptoms

Screen for pre-existing lower
urinary tract symptoms

Consume 21500 mL of non-
alcoholic, non-caffeinated liquid
each day

Use a heat pack for mild pain

Advise on over-the-counter pain
medications

‘®

Lower urinary tract symptoms
dysuria/pain, overreactive bladder

* Avoid irritants such as spicy food
and citrus

¢ Consider common treatments? for
symptom management —if no
clinical improvement within 72 hrs
consider removing gemcitabine
intravesical system until resolution

* For pain, follow the WHO
3-step analgesic ladder?

aeg, Alpha-blocker, antispasmodics, phenazopyridine, NSAIDS, amitriptyline.
NSAID, non-steroidal anti-inflammatory drug; WHO, World Health Organization.

1. Pradere B, et al. Curr Opin Urol. 2025. In Press. 2. World Health Organization Analgesic Ladder. Accessed September 15, 2025. https://professionals.wrha.mb.ca/old/professionals/files/PDTip_AnalgesicLadder.pdf.

Urinary tract infections
with/without fever

» Start appropriate antibiotics — if
no improvement within 72 hrs
consider removing gemcitabine
intravesical system until resolution

* For cases of urosepsis consider
removing gemcitabine intravesical
system once clinically stable and
restart following resolution
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Blood in urine (hematuria)

Encourage adequate hydration

Continue treatment for
macroscopic cases but
remove/delay for complicated
cases or if no improvement, until
resolution

If persistent, perform cystoscopy
to evaluate tumor

Consider invasive intervention as
clinically indicated




Conclusions

* Gemcitabine intravesical system requires a simple outpatient procedure that is quick and convenient. It was recently
approved by the FDA for treatment of patients with BCG-unresponsive NMIBC with CIS based on SunRISe-1 Cohort 2
results:?

— A high complete response rate of 82.4% and more than half of patients (52.9%) responded to treatment for at least 1
year

* Data from Cohort 4 (patients with papillary disease only) also support the efficacy and safety of gemcitabine
intravesical system monotherapy where treatment with gemcitabine intravesical system helped 85.3% and 70.2% of
patients remain disease-free for at least 6 and 12 months, respectively?

* Gemcitabine intravesical system monotherapy was well tolerated in both cohorts'2

* Nurses and APPs play a critical role in coordination of care, patient education, and AE management during
gemcitabine intravesical system therapy

* Recommendations for management of AEs includes common treatments for lower urinary tract symptoms, antibiotics
for urinary tract infections, and adequate hydration3

30
12 IE. -

AE, adverse event; APP, advanced practice provider; BCG, Bacillus Calmette-Guérin; CIS, carcinoma insitu;-FDA, Food and Drug Administration; NMIBC, non—muscle-invasive bladder cancer.
1. INLEXZO™ (Gemcitabine intravesical system) [US Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2025. 2. Daneshmand S, et al. J Clin Oncol. 2025 Jul 30:101200JC02501651. doi: 10.1200/JCO-25-016.

3. Pradere B, et al. Curr Opin Urol. 2025. In Press.
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