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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.
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Meet The Professor with Dr Apolo

MODULE 1: Timing and Sequencing of Therapies for Metastatic Disease

MODULE 2: PET and MRI Imaging

MODULE 3: Case Presentations
• Dr Mar: A 64-year-old woman with muscle-invasive bladder cancer 
• Dr Gandhi: A 69-year-old man with muscle-invasive urothelial bladder carcinoma (UBC) 
• Dr Gupta: A 67-year-old man with metastatic bladder cancer
• Dr Guancial: A 69-year-old man with metastatic UBC – FGFR3 mutation, MSS, TMB low, PD-L1 negative
• Dr Guancial: An 82-year-old man with metastatic UBC – FGFR mutation 
• Dr Choksi: A 61-year-old woman with metastatic urothelial carcinoma – PD-L1 positive
• Dr Santiago: A 56-year-old man with metastatic urothelial carcinoma – PD-L1 negative 

MODULE 4: Journal Club with Dr Apolo

MODULE 5: Faculty Survey

MODULE 6: Reference Appendix
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JAMA Netw Open 2020;3(2):e200032 



Magnetic Resonance Image of the Knee and Ankle of an Individual 
with Cervical Cancer and Immune Checkpoint Inhibitor–Induced 
Inflammatory Arthritis

Subedi A et al. JAMA Netw Open 2020;3(2):e200032 



Magnetic Resonance Image of Bilateral Hands of an Individual with 
Thyroid Cancer and Inhibitor–Induced Inflammatory Arthritis

Subedi A et al. JAMA Netw Open 2020;3(2):e200032 
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Case Presentation – Dr Mar: A 64-year-old woman 
with muscle-invasive bladder cancer

• Presented with intermittent, painless gross hematuria

• CT A/P: Masses near right UVJ and bladder neck

• Cystoscopy and TURBT: High-grade urothelelial carcinoma invasive into the muscularis propria

• PET: Negative for adenopathy, distant metastases; GFR > 60

• Neoadjuvant cisplatin-based chemotherapy à Radical cystectomy (pT2pN2) à Close surveillance

Questions

• What is the best next step in her management?

• Would using PD-1/PD-L1 inhibitor therapy be appropriate for this patient?

• In the third-line setting for patients with metastatic urothelial carcinoma and an FGFR mutation, 
what treatment would you choose?

Dr Nataliya Mar



Case Presentation – Dr Gandhi: A 69-year-old man 
with muscle-invasive UBC

• Presented with hematuria and TURBT revealed 8-10-cm muscle-invasive 
bladder cancer

• Neoadjuvant gemcitabine/cisplatin

• Patient is scheduled for radical cystectomy

Questions

• Is adjuvant nivolumab worth the cost and toxicities? 

• What are your thoughts as to why a recent trial of adjuvant atezolizumab for muscle-invasive 
bladder cancer did not meet its primary endpoint while the trial of adjuvant nivolumab was 
positive?  

Dr Sunil Gandhi



Case Presentation – Dr Gupta: A 67-year-old man with 
metastatic bladder cancer

• 2017: Muscle-invasive bladder cancer, s/p gemcitabine/cisplatin and radical cystectomy

• 2019: Metastatic disease

• Patient intolerant to gemcitabine/cisplatin

• Pembrolizumab x 2 years à PD

• Enfortumab vedotin à PD within 6 months

• Sacituzumab govitecan, with grade 3 hypersensitivity reaction requiring EpiPen®, oxygen, steroids

Questions

• Have you seen hypersensitivity reactions to sacituzumab govitecan? Have you rechallenged 
patients with premedication, steroids, etc?

Dr Ranju Gupta



Case Presentation – Dr Guancial: A 69-year-old man 
with metastatic UBC – FGFR3 mutation, MSS, 
TMB low, PD-L1 negative

• Diagnosed with stage IV (pT3 cN2 cM0) right upper tract urothelial carcinoma
with extensive retroperitoneal, retrocrural and left supraclavicular lymphadenopathy, 
and hepatic metastases 

• Molecular analyses: FGFR3 mutation, PD-L1-negative, MSS, TMB-low

• Cisplatin/gemcitabine → 50% response

• Avelumab maintenance

Question

• Would you expect this patient to have less of a response to maintenance immune 
therapy given his next-generation sequencing profile?

Dr Elizabeth Guancial



Case Presentation – Dr Guancial: An 82-year-old man 
with metastatic UBC – FGFR mutation

• PMH: immune-related ulcerative colitis

• Presented with widespread metastatic disease, FGFR mutation-positive

• Carboplatin/gemcitabine → good response

• Rapid progression in the liver 3 months later

• Erdafitinib → 40% shrinkage in all tumors after 2 months of treatment
- Issues with high phosphorus levels and working with a nutritionist to keep levels within 

range

Question

• For patients with a partial response on erdafitinib, how far do you push it with the 
hyperphosphatemia before dose reducing the drug? 

Dr Elizabeth Guancial



Case Presentation – Dr Choksi: A 61-year-old woman 
with metastatic urothelial carcinoma – PD-L1 positive

• Followed by urologists for superficial bladder cancer since 2011
• 8/2021: Hematuria and blood clots à PET: Multiple lung, liver and osseous metastases, LAD
• Patient not interested in treatment with chemotherapy

• NGS: PD-L1-positive, TMB-low, MSS, FGFR wildtype, ATM and NTRAK negative
• Palliative RT to bladder for hematuria
• Hypercalcemia of malignancy à Zoledronic acid
• Single-agent atezolizumab, but hospitalized after 2 weeks with immunotherapy-related pneumonitis

- High-dose steroids, with clinical improvement

Questions
• Would you consider rechallenging her with immunotherapy after she recovers from the pneumonitis?

Dr Mamta Choksi



Case Presentation – Dr Santiago: A 56-year-old man 
with metastatic urothelial carcinoma – PD-L1 negative

Dr Ferdy Santiago• 1/2019 TURP: Invasive high-grade UBC, PD-L1-negative à palliative RT
• PET: Metastases to lung, LN, and bones
• Gemcitabine/cisplatin x 8 and zoledronic acid, with excellent response
• 12/2019 re-staging: Widespread PD
• Atezolizumab, with PD
• 3/2020: Enfortumab vedotin x 6 months, with improvement in disease, but developed rash 
• 10/2020: Paclitaxel on PD à improvement in disease
• 3/2021: Worsening of sacral mass à gemcitabine/cisplatin + palliative RT

Questions
• How do you differentiate the rash associated with enfortumab vedotin versus some other type of 

paraneoplastic rash? How do you mitigate this rash?
• Are there any trials looking at enfortumab or other later-line therapies before the use of 

immunotherapy?



Meet The Professor with Dr Apolo

MODULE 1: Timing and Sequencing of Therapies for Metastatic Disease

MODULE 2: PET and MRI Imaging

MODULE 3: Case Presentations
• Dr Mar: A 64-year-old woman with muscle-invasive bladder cancer 
• Dr Gandhi: A 69-year-old man with muscle-invasive urothelial bladder carcinoma (UBC) 
• Dr Gupta: A 67-year-old man with metastatic bladder cancer
• Dr Guancial: A 69-year-old man with metastatic UBC – FGFR3 mutation, MSS, TMB low, PD-L1 negative
• Dr Guancial: An 82-year-old man with metastatic UBC – FGFR mutation 
• Dr Choksi: A 61-year-old woman with metastatic urothelial carcinoma – PD-L1 positive
• Dr Santiago: A 56-year-old man with metastatic urothelial carcinoma – PD-L1 negative 

MODULE 4: Journal Club with Dr Apolo

MODULE 5: Faculty Survey

MODULE 6: Reference Appendix



Journal Club with Dr Apolo

Giannarini G et al. Urologists, you'll never walk alone! How novel immunotherapy and 
modern imaging may change the management of non-muscle-invasive bladder cancer. 
Eur Urol Oncol 2021;[Online ahead of print].

Girardi DM et al. Systemic therapy in bladder preservation. Urol Oncol 2020;[Online ahead 
of print].

Kelly K et al. Efficacy and immune-related adverse event associations in avelumab-treated 
patients. J Immunother Cancer 2020;8(2):e001427. 

Cordes LM et al. Neurotoxicities associated with checkpoint inhibitors: Two case reports 
and a review of the literature. Clin Case Rep 2019;8(1):24-32.

Noble CW et al. Ocular adverse events following use of immune checkpoint inhibitors for 
metastatic malignancies. Ocul Immunol Inflamm 2020;28(6):854-9. 



Journal Club with Dr Apolo (Continued)

Saoud R et al. Rapidly progressing urothelial carcinoma due to a rare TP53 (p.arg110pro) 
mutation: A case report and review of the literature. Res Rep Urol 2021;13:181-4. 

Sonpavde G et al. Five-factor prognostic model for survival of post-platinum patients with
metastatic urothelial carcinoma receiving PD-L1 inhibitors. J Urol 2020;204(6):1173-9. 
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Current and Emerging Treatment Strategies for Patients 
with Nonmetastatic Urothelial Bladder Cancer (UBC)



In general, would you recommend pembrolizumab to a 65-year-
old patient with BCG-unresponsive non-muscle-invasive UBC who 
is otherwise healthy and prefers not to undergo cystectomy?

Yes

Yes

No

No 



In general, would you recommend pembrolizumab to a 65-year-old 
patient with BCG-unresponsive non-muscle-invasive UBC who has 
significant comorbidities and is not a candidate for cystectomy? 

No

Yes

Yes

Yes



A 65-year-old man receives neoadjuvant dose-dense MVAC for muscle-invasive 
UBC and undergoes cystectomy, which reveals significant residual disease and a 
positive pelvic lymph node. PD-L1 = 80%. Regulatory and reimbursement issues 
aside, what adjuvant systemic therapy, if any, would you recommend? 

Nivolumab 

Nivolumab

Nivolumab

Nivolumab 

MVAC = methotrexate/vinblastine/doxorubicin/cisplatin



A 65-year-old man receives neoadjuvant dose-dense MVAC for muscle-invasive 
UBC and undergoes cystectomy, which reveals small amounts of residual disease
and  negative pelvic lymph nodes. PD-L1 = 80%. Regulatory and reimbursement 
issues aside, what adjuvant systemic therapy, if any, would you recommend? 

Nivolumab 

None

Nivolumab

None 



Optimizing the Selection and Sequencing of 
Therapy for Patients with Metastatic UBC



What would be your preferred first-line treatment regimen for 
a 65-year-old patient with de novo metastatic UBC? 

Cisplatin/gemcitabine à maintenance avelumab 

Cisplatin/gemcitabine à maintenance avelumab

Cisplatin/gemcitabine à maintenance avelumab 

Cisplatin/gemcitabine 



What would be your preferred first-line treatment regimen for 
an 80-year-old patient with de novo metastatic UBC who is not a 
candidate for cisplatin-based chemotherapy? 

Carboplatin/gemcitabine à maintenance avelumab 

Carboplatin/gemcitabine à maintenance avelumab

Carboplatin/gemcitabine à maintenance avelumab 

Carboplatin/gemcitabine à maintenance avelumab 



What would you generally recommend for a 65-year-old patient who 
experiences disease recurrence in the liver 9 months after cystectomy and 
adjuvant gemcitabine/cisplatin for muscle-invasive FGFR wild-type UBC?

Pembrolizumab 

Pembrolizumab

Pembrolizumab

Enfortumab vedotin



What would you generally recommend for a 65-year-old patient who 
experiences disease recurrence in the liver 9 months after cystectomy 
and adjuvant nivolumab for muscle-invasive FGFR wild-type UBC? 

Enfortumab vedotin

Enfortumab vedotin

Gemcitabine/cisplatin

Enfortumab vedotin



What would you generally recommend for a 65-year-old patient who 
experiences disease recurrence in the liver 9 months after cystectomy and 
adjuvant gemcitabine/cisplatin for muscle-invasive UBC who is found to have 
an FGFR3 mutation? 

Erdafitinib

Pembrolizumab

Pembrolizumab

Erdafitinib



What would you generally recommend for a 65-year-old patient who 
experiences disease recurrence in the liver 9 months after cystectomy and 
adjuvant nivolumab for muscle-invasive UBC who is found to have an 
FGFR3 mutation?

Erdafitinib 

Erdafitinib

Cisplatin/gemcitabine 

Cisplatin/gemcitabine 



What would you generally recommend as second-line therapy for a 
65-year-old patient with FGFR wild-type UBC metastatic to the liver 
whose disease progresses on first-line cisplatin/gemcitabine? 

Pembrolizumab 

Pembrolizumab

Pembrolizumab

Pembrolizumab 



What would you generally recommend as second-line therapy for a 65-year-old 
patient with metastatic FGFR wild-type UBC to the liver whose disease progresses 
on first-line cisplatin/gemcitabine followed by avelumab maintenance?

Enfortumab vedotin

Enfortumab vedotin

Enfortumab vedotin

Enfortumab vedotin



What would you generally recommend as second-line therapy for a 
65-year-old patient with FGFR3 mutation-positive UBC metastatic to 
the liver whose disease progressed on first-line cisplatin/gemcitabine? 

Erdafitinib 

Erdafitinib

Pembrolizumab

Pembrolizumab 



What would you generally recommend as second-line therapy for a 65-year-old 
patient with FGFR3 mutation-positive UBC metastatic to the liver whose disease 
progressed on first-line cisplatin/gemcitabine followed by avelumab maintenance? 

Erdafitinib 

Enfortumab vedotin

Erdafitinib

Enfortumab vedotin



Of enfortumab vedotin, erdafitinib and sacituzumab govitecan, 
which would you generally recommend first for a patient with 
metastatic UBC who is eligible to receive all 3 agents? 

Enfortumab vedotin

Enfortumab vedotin

Erdafitinib

Enfortumab vedotin



How frequently do you monitor blood glucose levels in your 
patients receiving enfortumab vedotin? 

Weekly 

I do not routinely monitor blood glucose levels in these patients

Weekly

Prior to each dose 



Based on available evidence and your own clinical experience, 
please list common clinically relevant adverse side effects 
associated with sacituzumab govitecan: 

Neutropenia, diarrhea 

Neutropenia, diarrhea, anemia

Neutropenia, diarrhea, fatigue

Neutropenia, diarrhea, abdominal cramping 



Meet The Professor with Dr Apolo

MODULE 1: Timing and Sequencing of Therapies for Metastatic Disease

MODULE 2: PET and MRI Imaging

MODULE 3: Case Presentations
• Dr Mar: A 64-year-old woman with muscle-invasive bladder cancer 
• Dr Gandhi: A 69-year-old man with muscle-invasive urothelial bladder carcinoma (UBC) 
• Dr Gupta: A 67-year-old man with metastatic bladder cancer
• Dr Guancial: A 69-year-old man with metastatic UBC – FGFR3 mutation, MSS, TMB low, PD-L1 negative
• Dr Guancial: An 82-year-old man with metastatic UBC – FGFR mutation 
• Dr Choksi: A 61-year-old woman with metastatic urothelial carcinoma – PD-L1 positive
• Dr Santiago: A 56-year-old man with metastatic urothelial carcinoma – PD-L1 negative 

MODULE 4: Journal Club with Dr Apolo

MODULE 5: Faculty Survey

MODULE 6: Reference Appendix



Nonmetastatic UBC



Lancet Oncol 2021;22:919-30



KEYNOTE-057: Response, Duration of Response and Summary of 
Adverse Events

Balar AV et al. Lancet Oncol 2021;22:919-30.

CR at 3 months: 41%
Median duration of CR: 16.2 months

Serious AEs: 8%
AEs leading to treatment interruption: 13%
IRAEs: 22%
Grade 3/4 IRAEs: 3%



Pembrolizumab for the Treatment of Patients with 
High-Risk (HR) Non-Muscle-Invasive Bladder 
Cancer (NMIBC) Unresponsive to Bacillus 
Calmette-Guérin: Extended Follow-Up of 
KEYNOTE-057 Cohort A

Balar AV et al.
Genitourinary Cancers Symposium 2021;Abstract 451.



Extended Follow-Up of KEYNOTE-057: Response, Time to Response 
and Recurrence of High-Risk NMIBC in Patients Who Experienced CR

Balar AV et al. Genitourinary Cancers Symposium 2021;Abstract 451.

CR: 40.6%



FDA Approves Nivolumab for Adjuvant Treatment of Urothelial 
Carcinoma
Press Release – August 19, 2021
“The Food and Drug Administration approved nivolumab for the adjuvant treatment of patients 
with urothelial carcinoma (UC) who are at high risk of recurrence after undergoing radical 
resection.

This is the first FDA approval for adjuvant treatment of patients with high-risk UC. The results 
supporting this approval also supported the conversion of nivolumab’s accelerated approval for 
advanced/metastatic UC to a regular approval.

Nivolumab was investigated in CHECKMATE-274 (NCT02632409), a randomized, double-blind, 
placebo-controlled trial in patients who were within 120 days of radical resection of UC of the 
bladder or upper urinary tract (renal pelvis or ureter) at high risk of recurrence. Patients were 
randomized (1:1) to receive nivolumab 240 mg or placebo by intravenous infusion every 2 weeks 
until recurrence or until unacceptable toxicity for a maximum treatment duration of 1 year.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-nivolumab-adjuvant-treatment-urothelial-carcinoma



First Results from the Phase 3 CheckMate 274 Trial 
of Adjuvant Nivolumab vs Placebo in Patients Who 
Underwent Radical Surgery for High-Risk Muscle-
Invasive Urothelial Carcinoma (MIUC)

Bajorin DF et al.
Genitourinary Cancers Symposium 2021;Abstract 391.



CheckMate 274: Disease-Free Survival in the ITT and PD-L1 ≥1% 
Populations  

Bajorin DF et al. Genitourinary Cancers Symposium 2021;Abstract 391.





PURE-01: Recurrence-Free Survival (RFS) by ypTypN Stage

Bandini M et al. Ann Oncol 2020;31(12):1755-63.

RFS 12-mo 24-mo 

Overall (n = 126) 90.5% 78.3%

ypT0ypN0 (n = 55) 95.9% 95.9%

ypT1/a/isypN0 
(n = 25) 89.8% 74.9%

ypT2-4 ypN0
(n = 28) 92.9% 78.8%

ypTanyN+ (n = 18) 74.9% 39.3%



Avelumab (A) as the Basis of Neoadjuvant 
Chemotherapy (NAC) Regimen in Platinum Eligible 
and Ineligible Patients (pts) with Non-metastatic 
Muscle Invasive Bladder Cancer (NM-MIBC)

Martinez Chanza N et al.
ESMO 2021;Abstract 659MO.

Mini Oral Session – Genitourinary Tumors – Nonprostate
Saturday September 18, 2021



Optimizing the Selection and Sequencing of Therapy 
for Patients with Metastatic UBC



N Engl J Med 2020;383:1218-30.



JAVELIN Bladder 100 Primary Endpoint: Overall Survival 

Powles T et al. N Engl J Med 2020;383:1218-30.

Overall PD-L1-positive

Avelumab 21.4 mo NE

Control 14.3 mo 17.1 mo

Hazard ratio 
(p-value)

0.69 
(p = 0.001)

0.56 
(p < 0.001)



Voluntary Withdrawal of Durvalumab Indication for Advanced 
Bladder Cancer in the United States
Press Release – February 22, 2021

“The voluntary withdrawal of the durvalumab indication in the US for previously treated adult 
patients with locally advanced or metastatic bladder cancer [was announced today]. This 
decision was made in consultation with the Food and Drug Administration (FDA).

In May 2017, durvalumab was granted accelerated approval in the US based on promising 
tumor response rates and duration of response data from Study 1108, a Phase I/II trial that 
evaluated the safety and efficacy of durvalumab in advanced solid tumors, including 
previously treated bladder cancer. Continued approval was contingent on results from the 
DANUBE Phase III trial in the 1st-line metastatic bladder cancer setting, which did not meet its 
primary endpoints in 2020. The withdrawal is aligned with FDA guidance for evaluating 
indications with accelerated approvals that did not meet post-marketing requirements, as part 
of a broader industry-wide evaluation. This withdrawal does not impact the indication outside 
the US and does not impact other approved durvalumab indications within or outside the US.”

https://www.astrazeneca.com/media-centre/press-releases/2021/voluntary-withdrawal-imfinzi-us-bladder-indication.html



Ongoing Phase III Trials of Immunotherapy Combinations for UBC

www.clinicaltrials.gov. Accessed September 2021.

Trial identifier N Setting Treatment arms

POTOMAC 
(NCT03528694) 1,019

High-risk, 
BCG-naïve, 

non-muscle invasive

• Durvalumab + BCG (induction + 
maintenance)

• Durvalumab + BCG (induction only)
• BCG

NIAGARA
(NCT03732677) 1,050

Neoadjuvant/
adjuvant, 

muscle invasive

• Chemotherapy + durvalumab → surgery → 
durvalumab 

• Chemotherapy alone → surgery 

NILE 
(NCT03682068) 1,292 Unresectable, 

first line

• Durvalumab + standard chemotherapy
• Durvalumab + tremelimumab + standard 

therapy
• Standard chemotherapy



Antibody-Drug Conjugates in UBC

Courtesy of Matthew Galsky, MD.



FDA Grants Regular Approval to Enfortumab Vedotin-ejfv for 
Locally Advanced or Metastatic Urothelial Cancer
Press Release – July 9, 2021

“The Food and Drug Administration approved enfortumab vedotin-ejfv, a Nectin-4-directed 
antibody and microtubule inhibitor conjugate, for adult patients with locally advanced or 
metastatic urothelial cancer who

• have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 
(PD-L1) inhibitor and platinum-containing chemotherapy, or

• are ineligible for cisplatin-containing chemotherapy and have previously received one or more 
prior lines of therapy.

Trial EV-301 was an open-label, randomized, multicenter trial required to confirm the clinical 
benefit of the 2019 accelerated approval. 
Efficacy for patients ineligible for cisplatin-containing chemotherapy was evaluated in Cohort 2 
of EV-201, a single-arm, multi-cohort, international trial in 89 patients with locally advanced or 
metastatic urothelial cancer who received a prior PD-1 or PD-L1 inhibitor and were ineligible for 
cisplatin-containing chemotherapy.”

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



Enfortumab Vedotin: Nectin-4-Targeted Therapy

Courtesy of Jonathan Rosenberg, MD



N Engl J Med 2021;384(12):1125-35.



EV-301: Survival and Response Analyses

Powles T et al. N Engl J Med 2021;384(12):1125-35.

EV
(n = 301)

Chemo
(n = 307)

ORR 40.6% 17.9%

DCR 71.9% 53.4%

Incidence of treatment-related adverse 
events was similar in the 2 groups: 
• 93.9% versus 91.8%

Incidence of events of Grade 3 or higher 
was also similar in the 2 groups:
• 51.4% versus 49.8%



EV-301: Enfortumab Vedotin Safety Analysis 

Powles T et al. N Engl J Med 2021;384(12):1125-35.





Study EV-103: Update on Durability Results and 
Long Term Outcome of Enfortumab Vedotin + 
Pembrolizumab in First Line Locally Advanced or 
Metastatic Urothelial Carcinoma (la/mUC)

Friedlander TW et al.
ASCO 2021;Abstract 4528.



EV-103: Enfortumab Vedotin + Pembrolizumab Cohorts

Friedlander TW et al. ASCO 2021;Abstract 4528.

• Dosing: Enfortumab vedotin on days 
1 and 8 and pembrolizumab on day 1 
of every 3-week cycle

• Primary endpoints: Adverse events, 
laboratory abnormalities

• Key secondary endpoints: Dose-
limiting toxicities, ORR, duration of 
response, progression-free survival, 
OS 



EV-103: Best Overall Response per RECIST

Friedlander TW et al. ASCO 2021;Abstract 4528.



EV-103: Updated Overall Survival

Friedlander TW et al. ASCO 2021;Abstract 4528.

Median survival 26.1 
months with a median 
follow-up of 24.9 months 



FDA Grants Accelerated Approval to Sacituzumab Govitecan for 
Advanced Urothelial Cancer
Press Release – April 13, 2021

“The Food and Drug Administration granted accelerated approval to sacituzumab
govitecan for patients with locally advanced or metastatic urothelial cancer (mUC) who 
previously received a platinum-containing chemotherapy and either a programmed death 
receptor-1 (PD-1) or a programmed death-ligand 1 (PD-L1) inhibitor.

Efficacy and safety were evaluated in TROPHY (IMMU-132-06; NCT03547973), a single-
arm, multicenter trial that enrolled 112 patients with locally advanced or mUC who 
received prior treatment with a platinum-containing chemotherapy and either a PD-1 or 
PD-L1 inhibitor. Patients received sacituzumab govitecan, 10 mg/kg intravenously, on days 
1 and 8 of a 21-day treatment cycle.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-sacituzumab-govitecan-advanced-
urothelial-cancer



J Clin Oncol 2021;39(22):2474-85.

of



TROPHY U-01 (Cohort 1): ORR, Duration of Response and Survival

Tagawa ST et al. J Clin Oncol 2021;39(22):2474-85; Loriot Y et al. ESMO 2020;Abstract LBA24.

Median PFS: 5.4 mo Median OS: 10.9 mo

ORR: 27% (31/113)

Median DOR: 7.2 mo
Median time to onset of response: 1.6 mo



FDA Grants Breakthrough Therapy Designation to Disitamab
Vedotin for HER2-Positive Locally Advanced or Metastatic 
Urothelial Carcinoma
Press Release – September 30, 2020

“The FDA has granted disitamab vedotin (RC48) a breakthrough therapy designation for the 
treatment of patients with HER2-positive locally advanced or metastatic urothelial carcinoma 
following treatment with platinum-based chemotherapy, according to the company developing the 
antibody-drug conjugate (ADC).

The designation will expedite the development and review of disitamab vedotin in this setting. 
Phase 2 data presented at the 2019 ASCO Annual Meeting showed that the ADC achieved a 
confirmed objective response rate of 51.2%, with confirmed responses reported in 22 of 43 
patients. The best overall response was a partial response in 26 patients. An additional 13 patients 
reached stable disease for a disease control rate of 90.7%.

The median progression-free survival (PFS) was 6.9 months, with a 6-month PFS rate of 56.9%. The 
6- and 12-month overall survival rates were 85.2% and 59.6%, respectively. Of note, the confirmed 
objective response rate was 62.5% in patients with prior anti–PD-1/PD-L1 treatment and 56.8% in 
patients with visceral metastases.”

https://www.urologytimes.com/view/disitamab-vedotin-granted-fda-breakthrough-therapy-designation-in-bladder-cancer



Disitamab Vedotin: A Novel HER2-Targeted ADC

Wang J et al. ASCO 2021;Abstract 1022.



FGFR3 Genomic Alterations in Muscle-Invasive Bladder Cancer
Genomics of MIBC: TCGA

Robertson AG et al. Cell 2017;171(3):540-56; Cappellen D et al. Nat Genet 1999;23:18-20;  Nassar A et al. JCO Precis Oncol 2018;
Gust KM et al. Mol Cancer Ther 2013;12:1245-54; Grünewald S et al. Int J Cancer 2019; Sfakianos JP Eur Urol 2015;68(6):970-7. 

Courtesy of Guru Sonpavde, MD

• In muscle-invasive disease, FGFR3 mutations in ~20% of 
tumors, but protein and/or gene overexpression in ~50%.

• Activating mutations of FGFR3 in ~75% of low-grade papillary 
bladder tumors. 

• FGFR3-TACC3 fusions enriched in young, Asian, non-smokers, 
upper tract tumors (invasive, high grade)

• Preclinical evidence for activity of FGFR inhibitors in selected 
cells with FGFR alterations



Erdafitinib or Erdafitinib plus Cetrelimab for 
Patients with Metastatic or Locally Advanced 
Urothelial Carcinoma and Fibroblast Growth 
Factor Receptor Alterations: First Results from 
the Phase 2 NORSE Study

Powles TB et al.
ESMO 2021;Abstract LBA27



NORSE: Trial Design

Powles TB et al. ESMO 2021;Abstract LBA27.



NORSE: Efficacy

Powles TB et al. ESMO 2021;Abstract LBA27.



Erdafitinib in Locally Advanced or Metastatic 
Urothelial Carcinoma (mUC): Long-Term Outcomes 
in BLC2001

Siefker-Radtke AO et al.
ASCO 2020;Abstract 5015.



BLC2001: Survival 

Siefker-Radtke AO et al. ASCO 2020;Abstract 5015.

Median OS: 11.3 monthsMedian PFS: 5.5 months



BLC2001: Central Serous Retinopathy (CRS)

CRS rate: 27% (Grade 1/2: 85%)
CRS within first 3 months: 70%
Dose reduction for CRS: 13%
Dose interruption for CRS: 8%
Treatment discontinuation for CRS: 3%

Siefker-Radtke AO et al. ASCO 2020;Abstract 5015.



Courtesy of Matthew Galsky, MD.

Are FGFR3 Alterations Associated with Resistance to PD-1/PD-L1 
Blockade in Large Clinical Trial Cohorts?



Ongoing Phase III THOR Trial Design



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with HER2-Positive Breast Cancer
Wednesday, November 3, 2021

5:00 PM – 6:00 PM ET

Adam M Brufsky, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

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


