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Objectives 
• Review of Treatment Landscape 2022 (NMIBC/MIBC)

• Review of Novel Perioperative Approaches

• Review of Bladder Sparing Approaches

• Current Recommendations for Metastatic Setting

• Promising Agents In Advanced Urothelial Cancer
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Current Treatment Options for Metastatic Urotheial Cancer (mUC) June 2022

Shupta, G.  ASCO 2022
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Pembrolizumab for Treatment of Patient with 
BCG Unresponsive High Risk NIMBC: 

Over 2 Years’ Follow-Up of KEYNOTE-057

Balar AV, et al. Lancet Oncol. 2021 Jul;22(7):919-930. 
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N-803: First-in-Class IgG1-Fc IL-15 Cytokine Agonist

Chang, S. et al. GU ASCO 2022

Non – Muscle Invasive Bladder Cancer
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Efficacy Results Cohort B (Papillary)

Chang, S. et al. GU ASCO 2022

Non – Muscle Invasive Bladder Cancer
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Clinically Meaningful Efficacy Results Cohort A (CIS)

Chamie, K. et al. ASCO 2022

Non – Muscle Invasive Bladder Ca
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Rationale For Perioperative Chemotherapy For 
Muscle Invasive Bladder  Cancer

• Poor overall survival in general
• Few long-term survivors after metastasis
• Perioperative chemo provides an opportunity to treat occult 

micrometastases
• Improved survival



Study Name NCT Identifier No. Of Patients* Population Experimental Interventions Control

AMBASSADOR59 NCT03244384 739 Muscle-invasive UC or LN+ Adjuvant pembrolizumab Observation

CA017-07886 NCT03661320 976 MIBC, cisplatin eligible Pre-linrodostat + nivolumab + 
gemcitabine/cisplatin followed 
by pastcystectomy BMS-986205 
+nivolumab OR  pre-op 
linrodostat/placebo + nivolumab 
+ gemcitabine/cisplatin followed 
by postcystectomy BMS-986205 
placebo + nivolumab

Neoadjuvant 
gemcitabine/cisplatin

CA045-00987 NCT04209114 540 MIBC, cisplatin ineligible Radical Cystectomy alone

IMvigor01158 NCT04660344 495 MIBC with ctDNA+, 
postcystectomy

Adjuvant atezolizumab Placebo

KEYNOTE-86688 NCT03924856 870 MIBC, cisplatin eligible Pre-op pembrolizumab 
+ gemcitabine/cisplatin followe
d by postcystecomy
pembrolizumab

Pre- op placebo + gem/cis 
followed by postcystectomy
placebo

KEYNOTE-905/
EV-30389

NCT03924895 836 MIBC, cisplatin ineligible Pre-op pembrolizumab followed 
by postcystecomy, 
pembrolizumab OR peri-op 
enfortuman vedotin + 
pembrolizumab followed by 
postcystectomy, enfortumab
vedotin +pembrolizumab, 
followed by pembrolizumab 
alone

Radical Cystectomy
alone

KEYNOTE-B15/ EV-30490,91 NCT04700124 784 MIBC, cisplatin eligible Pre-op enfortumab vedotin
+pembrolizumab followed by 
postcystectomy, enfortumab
vedotin + pembrolizumab

Neoadjuvant
gemcitabine/cisplatin

NIAGARA92 NCT03732677 988 MIBC, cisplatin eligible Neoadjuvant 
gemcitabine/cisplatin + 
durvalumab

Neoadjuvant
gemcitabine/cisplatin

PROOF30293 NCT04197986 218 Invasive UC with susceptible 
FGFR3 alterations

Adjuvant infigratinib Placebo

Perioperative Trials in Urothelial Cancer 

Apolo, A. et al.  American Society of Clinical Oncology Educational Book 42 (May 24, 2022) 1-16.



Study Population Stage No. Of Patients Experimental 
Interventions

Control Follow-Up Outcomes

Stadler et al (2011)44 MIBC, radical 
cystectomy

p53+ and T1 and T2, pN 114 MVAC Observation 5.4 years 5-year recurrence rate 
20% (both arms); p=.62; 
HR, 0.78; 5-year OS, 
85% (both arms)

Cognetti et al
(2012)45

MIBC, 
radical cystectomy

pT2G3, N0-2; pT3-4, 
N0-2; or pN1-2, any T

194 Gem/cis Observation 35 months DFS, 42.3% VS 37.2%; 
P=.70; HR, 1.08; 
5-year
OS, 48.5% (both arms);
p=.24; HR, 1.29

Sternberg et al (2015)3 MIBC, 
radical cystectomy

pT3-4 and/or pN+ 284 Gem/cis, MVAC or
dd-MVAC

Observation 7 years PFS, 31.8% vs. 47.6%
p≤ .001; HR, 0.54;
median OS, 6.7 vs. 4.6
years; 5-year OS, 53.6% 
vs.47.7%; p=.13; HR, 
0.78

POUT 38,47 UTUC following nephro-
ureterectomy

pT2-T4
pN0-N3 M0 or pT any 
N1-3 M0

261 Gem/cis or Gem/carbo Observation 48.1 months Nonsignificant 28% 
reduction in relative risk 
of death (HR, 0.72; 95% 
CI, 0.47-1.08; p= .11; 
adjusted HR, 0.79; 95% 
CI. 0.52-1.19; p=.26)

Imvigor 01046 MIBC, UTUC radical 
surgery +/- NAC

pT3-4a or pN+ or 
ypT2-4a or ypN+

809 Atezolizumab Observation 21 months Median DFS, 20.8 vs. 
10.8 months; HR for 
distant recurrence or 
death, 0.72; 95% CI, 
0.59-0.89

CheckMate-27455 MIBC, UTUC 
following radical surgery 
+/- NAC

PT3-4a or pN+ or 
ypT2-4a or ypN+

709 Nivolumab Placebo 21.9 months Median DFs, 19.4 VS. 
16.6 months; HR for 
recurrence or death, 
0.89; 95% CI 0.74-1.08

Phase III Randomized Adjuvant Trials in Urothelial CA

Apolo, A. et al. American Society of Clinical 203-824-7207 Oncology Educational Book 42 (May 24, 2022) 203-824-7207 1-16.



DF Bajorin et al. N Engl J Med 2021;384:2102-2114.

CheckMate 274 Adjuvant Nivolumab in MIBC

DF Bajorin et al. N Engl J Med 2021;384:2102-2114.

Disease-free Survival Metastasis Free Survival
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Perioperative Therapy in MIBC

NCCN, Bladder Cancer 2022. 
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Study EV-103 Cohort H: Neoadjuvant EV 
in cisplatin-ineligible MIBC Patients

Petrylak et al, GU ASCO 20222
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Study EV-103 Cohort H: Neoadjuvant EV 
in Cisplatin-Ineligible MIBC Patients

Petrylak et al. GU 2022



Muscle invasive UC
T2-T4a N0/N1 Mo

All subtypes if UC predom
Cisplatin fit

eGFR > 50ml/min/1.73m2

WHO PS 0-1

ADJUVANT

Durvalumab
1500mg q4w x 10

Perioperative Chemo-Immunotherapy with Durvalumab for MIUC

METHODS

Primary endpoint:
Event-free survival (EFSS) at 2 years

(event defined as: PD during neoadjuvant treatment,
Locoregional or metastatic recurrence or death)

Secondary endpoints: pCR (ypT0), pathological response rate
(PaR, ≤ypT1N0M0), EFS, RFS, OS, pattern of recurrence

Feasibility, adverse events (AEs), quality or resection
Cathoma et al. ASCO 2022

NEOADJUVANT

Cisplatin 70 mg/m2 d1
Gemcitabine 1000mg/m2d1,8

+
Durvalumab 1500mg q3w x 4

Start d1 cycle 2

Radical
Surgery
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Perioperative Chemo-Immunotherapy with Durvalumab for MIUC
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Slide 3

A Phase II Trial of Pembrolizumab + Gemcitabine Chemoradiation in 
Bladder Sparing Treatment of Bladder Cancer:

Balar, A. et al.  ASCO 2021
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Bladder-Intact Disease-Free Survival<br />All Patients (N=54)

A Phase II Trial of Pembrolizumab + Gemcitabine Chemoradiation in 
Bladder Sparing Treatment of Bladder Cancer:

Balar, A. et al.  ASCO 2021
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IMMUNOPRESERVE:  Trial Design

Del Muro, XG, et al.  ASCO 2021

DURVALUMAB 1500 mg IV
Q4W X 3 cycles

TREMELIMUMAB 75 mg IV

RADIOTHERAPY at doses of 46 Gy
to the minor pelvis and 64 Gy to the bladder
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Survival Analysis

Del Muro, XG, et al.  ASCO 2021
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S1806: Phase III Randomized Trial of Concurrent 
Chemoradiotherapy with or without Atezolizumab in 

Localized Muscle Invasive Bladder Cancer

National PI: Dr. Ashesh Jani, Winship Cancer Institute
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Chemotherapy vs. IO+/- Chemo in Front 
Line Setting

Apolo, A.  GU ASCO 2021
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Maintenance Avelumab after Platinum Based Chemotherapy 
Enhances Overall Survival: Javelin Bladder 100

Powles, T, et al. N Engl J Med 2020; 383:1218-1230

Overall Population PD-L1 Positive Population
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1st Line Systemic Therapy

NCCN, Bladder Cancer 2022. 
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Metastatic Subsequent Systemic Therapy

NCCN, Bladder Cancer 2022. 



28Winship Cancer Institute | Emory UniversityFriedlander et al, ASCO 2021.

ORR: 73.3%
CR: 17.8%
ORR Liver Mets: 57.1% 
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Overall Response and Best % Change From Baseline in Tumor Size

Trophy-U-01: Sacituzumab Govitecan Plus Pembrolizumab 
in mUC Patients After Platinum Regimens

Grivas, P. et al. GU ASCO 2022
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Cabozantinib comparison arm trial design1

Jones, R. ASCO 2022

Cabozantinib Maintenance After Chemo in UC
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Cabozantinib Maintenance After Chemo in UC

Jones, R. ASCO 2022
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COSMIC-021 Study Design for UC Cohorts 3, 4, and 5 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Pal, S. et al. ASCO 2022
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Tumor Response per Investigator by RECIST v1.1

Pal, S. et al. ASCO 2022



Winship Advanced Urothelial Cancer Trials
First Line 

Non-Metastatic
First Line

Metastatic
≥ 2nd Line

Metastatic/Advanced

Phase II 
Alliance                                    

A031702 (ICONIC);
Ipilimumab, 

Cabozantinib + 
Nivolumab

Phase Ib
Seattle Genetics                   

SGN22E-002;                    
ASG-22CE 

(enfortumab
vedotin) + 
pembro

Unresectable mUBC; 
ineligible for dx 

progression on cis/gem; 
not tx’d w/PD-1 or PD-L1; 

ECOG 0 – 2
Open Cohorts:

Cohort K: EV+pembro vs 
EV monotherapy (1L 
cisplatin-ineligible mUC) 

Cohort L: 
EV x 3 cycles -> surgery -> 
EV x 6 cycles 

squamous or sarcomatoid
differentiation or mixed 
cell types are eligible; 
neoadj. tx > 12 mos. post 
recurrence OR adj. tx
>12mos. post cystectomy 
w/ recurrence are ok; 
ECOG ≤2. Excluded: prior 
EVO/ MMAE based ADCs, 
prior T-cell receptor 
inhibitors, prior PD-(L)1 
inhibitor for any 
malignancy

Phase III
Seattle Genetics

SGN22E-003; 
EVO + Pembro

vs. 
Gem + Cisplatin  
or Gem + Carbo

Phase II
U of Chicago

13-0540;     
Afatinib

ECOG 0-1; EGFR, 
HER2, ERBB3, or 
ERBB4  mutation +; 
prior platinum-
based regimen in 
perioperative or 
metastatic setting; 

Open Cohorts:
bladder/urachal 
squamous cell; variants 
including plasmacytoid, 
sarcomatoid, and rare GU
- Tx naïve or post-mult. 

Tx’s.
- RECIST measurable 

lesion
- Archival tissue for 

central path review 

Phase II
U. of Utah

HCI-17-GU-10 
(PemCab); 

Cabozantinib + 
Pembrolizumab

- Cisplatin 
ineligible

Recurrent/Metastatic 
Urothelial Carcinoma; 
ECOG ≤2 / KPS ≥60%; 
for 1st line (not 
eligible for cisplatin) 
or 2nd line 
(progressed on 
platinum); RECIST 
measurable lesion 

Phase II
Winship 5200-

20;
Propranolol HCl

+ 
Pembrolizumab

urothelial carcinoma 
(incl. squamous 
differentiation or 
mixed cell types); 
progressed on CPI; 
ineligible for OR 
progressed on 
platinum tx; ECOG 
≤2; RECIST 
measurable lesion;  
review excluded 
lesion locations

Phase I/Ib
Winship 

5259;
Cabozantinib
+ Enfortumab
Vedotin (EV)

Phase II
EA8185;

ChemoTX + 
Durvalumab
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Conclusions
• Continued Advances in BCG Unresponsive Disease

• Multiple Novel Perioperative Approaches in Urothelial Cancer

• Promising Options and Data for MIBC Patients Utilizing Chemoradiation  

• Systemic Therapy with Maintenance IO after Platinum Remains 1st Line SOC

• Aggressive Efforts for Novel Combinations with Some Success (IO/EV/SG)

• Refer For Clinical Trials For Urothelial Cancer Patients
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Patient Case
A 62-year-old male with hx of HTN and pre-diabetes presents with hematuria. He has a 
cystoscopy and  is diagnosed with high grade muscle invasive urothelial  cell carcinoma 
of the bladder. Imaging shows no obvious metastases, but suspicious left pelvic lymph 
nodes and perivesicular thickening. Creatinine was normal. The patient was started on 
Gemcitabine/Cisplatin neoadjuvant therapy and completed 6 cycles. He subsequently 
underwent cystectomy that showed pT3N1 disease. Repeat imaging showed no 
metastases.  

He presents for f/u 2 months following the cystectomy. He recovered well and PS 
remained at 1. The next best step for this patient would be: 

a. Additional 2 cycles of Gemcitabine/Cisplatin
b. Adjuvant Nivolumab
c. Surveillance scans q 6 months
d. Enfortumab Vedotin
e. Adjuvant Avelumab
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