
Novel Treatment 
Options in 

Non-Muscle Invasive 
Bladder Cancer 

(NMIBC)
Bassel Nazha, MD, MPH

Assistant Professor - GU Medical Oncology
Winship Cancer Institute of Emory University

July 20, 2023

@BasselNazha



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Disclosures:

Member of advisory board: Exelixis

Consultant: Cardinal Health

Educational Presentation: Intellisphere LLC

Paid Participant in Case Discussion:
 AmerisourceBergen, Targeted Oncology

2



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

NON-MUSCLE INVASIVE BLADDER CANCER - NMIBC

75% of bladder cancer cases

Tx: removal of all visible tumors

Intravesical BCG: cornerstone Tx

High-risk NMIBC unresponsive to BCG: notoriously difficult to treat

  Radical cystectomy is curative
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STAGES OF BLADDER CANCER
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Low Risk 

Intermediate Risk

High Risk
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STAGES OF BLADDER CANCER
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High Risk

High-grade

Recurrent-Large-Multiple

Cancer Specific 
Survival

T1 high-grade 
Bladder Cancer

= 

cT3b
Gleason Grade 5

12/12 positive cores
PSA 75

(courtesy: Navai, N MDACC)
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UROLOGISTS

Medical Oncologists 
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KEYNOTE 057: SINGLE ARM PHASE 2 STUDY OF PEMBROLIZUMAB FOR PATIENTS 
WITH HIGH-RISK NMIBC UNRESPONSIVE TO BCG
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KEYNOTE 057 COHORT A: CIS (+/- PAPILLARY DISEASE) COHORT
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N=102

19% complete response at 
12 months

No progression to MIBC
based on study 
assessments

↓ in number at risk:

Very few patients had a 
maintained CR beyond 18 months

Plimack E, Nov 2022
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January 8, 2020

Pembrolizumab for BCG-unresponsive, high-risk, NMIBC 
with CIS with or without papillary tumors who are ineligible 

for or have elected not to undergo cystectomy. 
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KEYNOTE 057 COHORT B: TA OR T1 (NO CIS) 
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KEYNOTE 057 COHORT B: TA OR T1 (NO CIS) 
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KEYNOTE 057 COHORT B: TA OR T1 (NO CIS) 
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NMIBC REFERRAL TO MED ONC
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62 y.o. man referred for recurrent CIS 
(with papillary tumor) urothelial bladder 
cancer without muscle invasion. 

s/p BCG-therapy
      intravesical docetaxel/gemcitabine
      repeat TURBT 

The patient declined radical cystectomy

Papillary tumor

Cystoscopy image curtsey: Meeks J MD, Research to Practice 2023
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WHAT WE TELL PATIENTS RE: PEMBROLIZUMAB IN NMIBC

Still need cystoscopies every 3 months

Appropriate for patients with poor bladder function

Very portable treatment option

24 months, potential side effects

Efficacy questions remain
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NMIBC IO TRIALS IN PROGRESS – SELECT PHASE III
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Plimack E, IO for Patients with Nonmetastatic Urothelial Bladder Cancer, 2022
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Narayan and Dinney, Urol Clin N Am 2020

NADOFARAGENE FIRADENOVEC
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Phase III
Single-arm

High-Grade
BCG-unresponsive 

NMIBC 

N=157

Cohorts

- CIS +/- Ta/T1

- High-grade Ta/T1

Nadofaragene Firadenovec

75 mL (3x1011 vp/mL)
 

once every 3 months

3, 6, and 9 months

- Cytology 

- Cystoscopy

12 months

- Cytology

- Cystoscopy

- Mandatory biopsy
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EFFICACY OF NADOFARAGENE FIRADENOVEC
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Patients who have achieved
HGRF survival at: (n, %)

CIS ± Ta/T1
(N=55)

HG 
Ta/T1 (N=35)

3 months 55 (100) 35 (100)

6 months 42 (76) 30 (86)

9 months 36 (66) 28 (80)

12 months 25 (46) 21 (60)

24% CR at 12 months for patients 
with CIS±Ta/T1 among the entire cohortNarayan V, 2023
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NADOFARAGENE FIRADENOVEC HAS A FAVORABLE SAFETY PROFILE
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Grade 1–2 Grade 3

TOTAL 103 (66%) 6 (4%)

Discharge around 
the catheter during 

instillation
39 (25%) 0

Fatigue 31 (20%) 0

Bladder spasm 24 (15%) 1 (1%)

Micturition urgency 22 (14%) 2 (1%)

Chills 18 (12%) 0
Dysuria 17 (11%) 0
Pyrexia 16 (10%) 0

Syncope 0 1 (1%)

Hypertension 2 (1%) 1 (1%)

Urinary 
incontinence 4 (3%) 1 (1%)

Majority of AEs are local, some are 
systemic

Low incidence of Grade 3 toxicities

No Grade 4/5 toxicities

2% treatment discontinuation due 
to AEs
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December 16, 2022

Nadofaragene firadenovec-vncg
 for BCG-unresponsive, high-risk, NMIBC with CIS with or 

without papillary tumors who are ineligible for or have elected 
not to undergo cystectomy. 
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REFERRAL TO MED ONC
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62 y.o. man referred for recurrent CIS 
(with papillary tumor) urothelial bladder 
cancer without muscle invasion. 

s/p BCG-therapy
      intravesical docetaxel/gemcitabine
      repeated TURBT 

The patient declined radical cystectomy

Image curtsey: Joshua J Meeks, MD, PhD 

✔Eligible for Nadofaragene 
Firadenovec
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HIGH-RISK NMBIC REMAINS AN AREA OF NEED
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Daneshmand S, AUA 2023
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TAR-200: SUSTAINED LOCAL RELEASE OF GEMCITABINE IN THE BLADDER
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Janssen; Daneshmand S, AUA 2023 
2023
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SUNRISE-1 (NCT04640623): PHASE 2B, RANDOMIZED, OPEN-LABEL STUDY
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Daneshmand S, AUA 2023
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SUNRISE-1 EFFICACY
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SUNRISE-1 SAFETY

Daneshmand S, AUA 2023
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Radical cystectomy

Pembrolizumab

Intravesical
Nadofaragene 

firadenovec
Intravesical 
Valrubicin

+
Intravesical

Gemcitabine/Docetaxel
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TAR-200 + IO
Radiation + IO

BCG + IO
Chemohyperthermia

Electromotive Drug 
Administration

Oncolytic 
adenovirus + IO

Patients with high-risk BCG-unresponsive NMIBC

now have more than one choice

Adapted from Narayan V 2023
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CONCLUDING THOUGHTS ON NMIBC (BCG-REFRACTORY)

Combination of intravesical and systemic Tx is a future direction 
for patients ineligible for or declining radical cystectomy

Role of IO (and medical oncologists) will grow

Randomized, multi-arm trials in NMIBC are ongoing

Escalation of therapy requires balancing potential benefit with 
clinical and financial toxicities
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Thank you

bassel.nazha@emory.edu

@BasselNazha
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