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Front-Line Treatment of Metastatic Urothelial Bladder Cancer

Content Courtesy of Arlene Siefker-Radtke, MD. NCCN clinical practice guidelines in oncology. Bladder cancer — Version 3.2024.

Cisplatin eligible
• Enfortumab vedotin + pembrolizumab (category 1)
• DDMVAC (dose-dense methotrexate/vinblastine/doxorubicin/cisplatin) and gemcitabine/cisplatin 

(category 1)
• Gemcitabine/cisplatin + nivolumab (category 1)
Cisplatin ineligible
• Enfortumab vedotin + pembrolizumab (category 1)
• Gemcitabine and carboplatin
• Atezolizumab or pembrolizumab

– Those not eligible for any chemotherapy regardless of PD-L1 expression
Maintenance (in first response to platinum) 
• Avelumab

– Consider maintenance avelumab for patients with CR/PR or stable disease with platinum-
based chemotherapy (category 1)



FDA Approves Enfortumab Vedotin with Pembrolizumab for 
Previously Untreated Locally Advanced or Metastatic Urothelial 
Bladder Cancer
Press Release – December 15, 2023

“The Food and Drug Administration (FDA) approved enfortumab vedotin-ejfv in combination with 
pembrolizumab for patients with locally advanced or metastatic urothelial cancer (la/mUC). FDA 
previously granted accelerated approval to this combination for patients with la/mUC who are 
ineligible for cisplatin-containing chemotherapy.

Efficacy was evaluated in EV-302/KN-A39 (NCT04223856), an open-label, randomized trial of 886 
patients with la/mUC and no prior systemic therapy for advanced disease.

Statistically significant improvements in both OS and PFS were demonstrated for enfortumab 
vedotin-ejfv with pembrolizumab compared with platinum-based chemotherapy.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-enfortumab-vedotin-ejfv-pembrolizumab-
locally-advanced-or-metastatic-urothelial-cancer



2024;Abstract LBA530



EV-302/KEYNOTE-A39 Phase III Study Design

Kikuchi E et al. ESMO Asia 2023;Abstract 211MO; Van der Heijden MS et al. Genitourinary Cancers Symposium 2024;Abstract LBA530.

PFS = progression-free survival; OS = overall survival; ORR = overall response rate



EV-302/KEYNOTE-A39: Survival

Powles T et al. N Engl J Med 2024 March 7;390(10):875-88; Van der Heijden MS et al. Genitourinary Cancers Symposium 2024;Abstract LBA530.



EV-302/KEYNOTE-A39: Treatment-Related Adverse Events (TRAEs)

Powles T et al. N Engl J Med 2024 March 7;390(10):875-88; Van der Heijden MS et al. Genitourinary Cancers Symposium 2024;Abstract LBA530.

AESIs = adverse events of special interest; AEOSIs = AESIs with pembrolizumab



FDA Approves Nivolumab in Combination with Cisplatin and 
Gemcitabine as First-Line Therapy for Unresectable or Metastatic 
Urothelial Carcinoma
Press Release – March 6, 2024
“On March 6, 2024, the Food and Drug Administration approved nivolumab in combination with 
cisplatin and gemcitabine for first-line treatment of adult patients with unresectable or metastatic 
urothelial carcinoma (UC).

Efficacy was evaluated in CheckMate-901 (NCT03036098), a randomized, open-label trial enrolling 
608 patients with previously untreated unresectable or metastatic UC. Patients were randomized 
(1:1) to receive either nivolumab in combination with cisplatin and gemcitabine (up to 6 cycles) 
followed by nivolumab alone for up to two years or cisplatin and gemcitabine (up to 6 cycles). On 
both arms, patients discontinuing cisplatin were permitted to receive carboplatin. Randomization 
was stratified by tumor PD-L1 expression and presence of liver metastasis.

The major efficacy outcome measures were overall survival (OS) and progression-free survival 
(PFS), assessed by blinded independent central review using RECIST v1.1.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-nivolumab-combination-cisplatin-and-
gemcitabine-unresectable-or-metastatic-urothelial



van der Heijden MS et al. N Engl J Med 2023;389:1778-89; ESMO 2023;Abstract LBA7. 
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FDA Grants Accelerated Approval to Fam-Trastuzumab-
Deruxtecan-Nxki for Unresectable or Metastatic HER2-Positive 
Solid Tumors
Press Release – April 5, 2024
“…the Food and Drug Administration granted accelerated approval to fam-trastuzumab deruxtecan-nxki 
for adult patients with unresectable or metastatic HER2-positive (IHC3+) solid tumors who have received 
prior systemic treatment and have no satisfactory alternative treatment options.

Efficacy was evaluated in 192 adult patients with previously treated unresectable or metastatic HER2-
positive (IHC 3+) solid tumors who were enrolled in one of three multicenter trials: DESTINY-
PanTumor02 (NCT04482309), DESTINY-Lung01 (NCT03505710), and DESTINY-CRC02 (NCT04744831).

The major efficacy outcome measure in all three trials was confirmed objective response rate (ORR), and 
an additional efficacy outcome was duration of response (DOR). All outcomes were assessed by 
independent central review (ICR) based on RECIST v1.1. In DESTINY-PanTumor02, ORR was 51.4% (95% 
CI: 41.7, 61.0) and median DOR was 19.4 months (range 1.3, 27.9+). In DESTINY-Lung01, ORR was 52.9% 
(95% CI: 27.8, 77.0) and median DOR was 6.9 months (range 4.0, 11.7+). In DESTINY-CRC02, ORR was 
46.9% (95% CI: 34.3, 59.8), and DOR was 5.5 months (range 1.3+, 9.7+).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-fam-trastuzumab-
deruxtecan-nxki-unresectable-or-metastatic-her2



Incidence of HER2 Alterations in Solid Tumors

Oh DY, Bang YJ. Nat Rev Clin Oncol 2020;17:33-48. 



HER2 Expression in Locally Advanced or Metastatic UBC

Scherrer E et al. Front Oncol 2022 October 21:12:1011885. 

• HER2 IHC not typically assessed as part of standard clinical care

• No standardized criteria for defining HER2 expression

• Systematic literature review of reported HER2 status in locally advanced or metastatic UBC

• A significant proportion of patients with locally 
advanced or metastatic UBC have tumors with HER2 
expression based on predefined criteria

• HER2+ (IHC 3+ OR IHC 2+ / ISH+): 12.3% weighted avg 
(6 studies, N = 971 pts)

• HER2 low (IHC 2+/ISH- OR IHC 1+): 47.9% weighted 
avg (4 studies, N = 275 pts)

Content Courtesy of Evan Y Yu, MD, adapted 



HER2 as a Therapeutic Target in UBC

Trastuzumab deruxtecan + nivolumab

Disitamab vedotin (RC48-ADC)

Tucatinib basket 
trial with enough 
responses to go 
on to Stage 2 of 
design.

Objective response rate 36.7%

Galsky MD et al. Genitourinary Cancers Symposium 2022;Abstract 438.



J Clin Oncol 2024;42(1):47-58. 



Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 

DESTINY-PanTumor02: Response to Trastuzumab Deruxtecan 
in HER2-Expressing Solid Tumors



Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 

DESTINY-PanTumor02: Adverse Events in Patients with Bladder Cancer



JCO Oncol Pract 2023;19:539-46.

JCO Oncol Pract 2023;19:526-7.



The Five “S” Rules: Strategies to Minimize the Risk and Impact of 
Insterstitial Lung Disease (ILD)

Tarantino P, Tolaney SM. JCO Oncol Pract 2023;19:526-7. 



J Clin Oncol 2024 April 20;42(12):1391-402.

(RC48-C005 and RC48-C009)



Disitamab Vedotin: Response in a Combined Analysis of 2 Phase II Trials 

Sheng X et al. J Clin Oncol 2024 April 20;42(12):1391-402.



Sheng X et al. J Clin Oncol 2024 April 20;42(12):1391-402.

Disitamab Vedotin: Safety in a Combined Analysis of 2 Phase II Trials 

TRAE = treatment-related adverse event



www.clinicaltrials.gov; Accessed May 2024

Ongoing Phase III Trial of Disitamab Vedotin/Pembrolizumab versus 
Chemotherapy for Previously Untreated Locally Advanced or 
Metastatic UBC (LA/mUC) That Expresses HER2

NCT05911295

Courtesy of Evan Yu, MD
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Consulting Faculty Comments

Integration of tissue and ctDNA testing 
into the management of UBC

Jason Hafron, MD

ctDNA = circulating tumor DNA



Appendix



Nonmetastatic UBC



High-Risk Non-Muscle-Invasive Bladder Cancer (NMIBC)

• High-risk (HR) NMIBC is defined as any carcinoma in situ (CIS), T1 
tumor, and/or high-grade Ta tumor

• Standard-of-care therapy for HR NMIBC is TURBT and intravesical 
Bacillus Calmette-Guérin (BCG)
- Although there is a high rate of complete response (70%) to initial 

therapy, most patients with high-risk disease do not maintain 
response

l 30% of patients experience recurrence within 1 year
l 40% of patients at high-risk progress to muscle-invasive 

disease
l 20% - 30% of patients progress to metastatic disease

• BCG unresponsive disease – standard of care is cystectomy
• With the lack of a suitable comparator, single-arm designs testing 

novel agents are thought to be acceptable in the BCG-unresponsive 
population

• World-wide BCG shortage

Cumberbatch MGK et al. Eur Urol 2018;74:784-95. NCCN Guidelines: Bladder Cancer (Version 3.2024). 
Hemdan T et al. J Urol 2014;191:1244. Herr HW et al. Urol Oncol 2015;33:108.e1-4. Anastasiadis A et 
al. Ther Adv Urol 2012;4:13-32. Babjuk M et al. Eur Urol 2017;71:447-61. Courtesy of Arjun V Balar, MD



Treatment Options for Nonmetastatic Bladder Cancer

Bedke J et al. Urol Oncol 2023 December;41(12):461-75.

TURBT = transurethral resection of bladder tumor



Interplay Between Immune Checkpoint Inhibitors and BCG in NMIBC

Hannouneh ZA et al. Cancer Med 2023 December;12(24):21944-68.



Key Ongoing Phase III Trials of Anti-PD-1/PD-L1 Antibodies for NMIBC

www.clinicaltrials.gov. Accessed May 2024. Roupret M et al. ASCO 2019;Abstract TPS4589. DeSantis M et al. GU Cancers Symposium 2019;Abstract TPS500. 
Shore ND et al. GU Cancers Symposium 2024;Abstract TPS722. Kamat AM et al. GU Cancers Symposium 2022;Abstract TPS597. 

Protocol n Randomization

Estimated 
primary 

completion

ALBAN 
(NCT03799835)

516
(actual)

• Atezolizumab + BCG (induction and maintenance)
• BCG alone (induction and maintenance) April 2024

POTOMAC 
(NCT03528694)

1,018
(actual)

• Durvalumab + BCG (induction only)
• Durvalumab + BCG (induction and maintenance)
• BCG alone (induction and maintenance)

October 2024

KEYNOTE-676 
(NCT03711032)

1,405
(estimated)

A – 430
B – 975

Cohort A – recurrent after BCG
• Pembrolizumab + BCG (induction and full maintenance)
• BCG alone (induction and maintenance)

December 
2025Cohort B – BCG-naïve 

• Pembrolizumab + BCG (induction and reduced maintenance)
• Pembrolizumab + BCG (induction and full maintenance)
• BCG alone (induction and full maintenance)

BCG = Bacillus Calmette-Guérin 



Components of TAR-200

Daneshmand S et al. Urol Oncol 2022;40(7):344e1-9.

TAR-200, a gemcitabine-releasing 
intravesical system, is formed into a 
“pretzel”-like configuration within the 
bladder.

TAR-200 …
A. Consists of a small, flexible silicone 

tube filled with gemcitabine
B. Is designed to release drug directly 

inside the bladder over the indwelling 
period

C. Is inserted using a urinary placement 
catheter



TAR-200: A Novel Drug Delivery System for Sustained Local 
Release of Gemcitabine in the Bladder

TAR-200 Two Minitablet 
Design

Osmotic tablets

Gemcitabine tablets

TAR-200 Osmotic 
System

Solid 
drug core

Semi-permeable 
polymer (silicone) tubeOrifice

Grimberg DC, et al. Eur Urol Focus 2020;6:620-2; Daneshmand S, et al. Urol Oncol 2022;40:344.e1-
344.e9; Tyson MD, et al. J Urol 2023:209:890-900. Courtesy of Sia Daneshmand, MD



SunRISe: Ongoing Studies of TAR-200-Based Therapy for Bladder Cancer

www.clinicaltrials.gov. Accessed May 2024. Necchi A et al. ESMO 2023;Abstract LBA105. Williams SB et al. ASCO 2021;Abstract TPS4586. 
Necchi A et al. ESMO 2023;Abstract 2407TiP. Psutka SP et al. GU Cancers Symposium 2023;Abstract TPS584.

Protocol Disease setting n Randomization
Primary 

endpoint
Estimated primary 

completion

SunRISe-1 
(NCT04640623)

NMIBC 
unresponsive to 
BCG

200
• TAR-200
• TAR-200 + cetrelimab
• Cetrelimab

CR Nov 2026

SunRISe-2 
(NCT04658862)

MIBC not 
receiving RC 550 • TAR-200 + cetrelimab

• CRT BI-EFS Dec 2026

SunRISe-3 
(NCT05714202)

BCG-naïve high-
risk NMIBC 1,050

• TAR-200
• TAR-200 + cetrelimab
• BCG

EFS Sep 2029

SunRISe-4 
(NCT04919512)

MIBC scheduled 
for RC 160 • TAR-200 + cetrelimab

• Cetrelimab pCR Dec 2026

NMIBC = non-muscle-invasive bladder cancer; MIBC = muscle-invasive bladder cancer; BCG = Bacillus Calmette-Guérin; CR = complete response; 
RC = radical cystectomy; CRT = chemoradiation therapy; BI-EFS = bladder intact event-free survival; pCR = pathologic CR



HER2-Positive UBC



Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 

DESTINY-PanTumor02: Progression-Free Survival (PFS) Outcomes 
in Bladder Cancer



Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 

DESTINY-PanTumor02: Overall Survival (OS) Outcomes in Bladder Cancer



Justin F Gainor, MD
Karen Reckamp, MD, MS

Moderator
Neil Love, MD

Faculty 

Year in Review: 
Targeted Therapy for Non-Small Cell Lung Cancer

A Multitumor CME/MOC-Accredited Live Webinar

Wednesday, May 8, 2024
5:00 PM – 6:00 PM ET



Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
for 5 minutes after the meeting ends.

CME credit information will be emailed to each 
participant within 5 business days.


