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STUDY OBJECTIVES

To gain advisors’ perspectives on the following

> Management of non–muscle-invasive and muscle-invasive bladder cancer

> Management of metastatic urothelial cancer
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REPORT SNAPSHOT 

> A moderated roundtable discussion focusing on treatment of bladder cancer was 
held on February 21, 2020, in San Diego, CA 

> Disease state and data presentations were developed in conjunction with Dr 
Petros Grivas, a medical expert from the University of Washington 

> The group of advisors comprised 13 community oncologists 

> Insights on actual and investigational therapies were obtained in early stage non–
muscle- and muscle-invasive disease, as well as advanced metastatic bladder 
cancer 

> Data collection was accomplished through use of audience response system 
questioning and in-depth moderated discussion. Final results are presented in this  
summary
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Participant Demographics



PARTICIPANT DEMOGRAPHICS

What percentage of your bladder cancer patients 

have non–muscle-invasive disease? (N = 12*)

How many unique patients with bladder cancer 

are you currently following? (N = 12*)

67%

17%

17%

0%

1%–10%

11%–20%

21%–30%

31%–40%

41%–50%

≥51%

11%

17%

33%

42%

8% 0

1–5

6–15

16–20

≥21

• 75% of community physicians declared they treat between 6 and 20 patients with bladder cancer

• This was <10% of the patient population for the majority in the room (67%)

• 2 physicians were more (sub)specialized, and had 21 or more bladder cancer patients in treatment

*One advisor did not respond.



Key Insights



KEY TAKEAWAYS

> Community oncologists noted that the genitourinary oncology field is evolving at a rapid pace, 
challenging their ability to stay current. This highlights the need for further education and didactic 
and training opportunities for SeaGen

> The introduction of checkpoint inhibitors in various stages of bladder cancer therapy is considered 
the most important recent treatment advance, together with erdafitinib (FGFR2/3 inhibitor) and 
enfortumab vedotin (antibody-drug conjugate) data 

> Physicians believe pembrolizumab is the checkpoint inhibitor with the most robust data overall in 
bladder cancer

− They do not believe programmed cell death protein 1 (PD-1)/PD-1 ligand 1 inhibitors are interchangeable

− They recommend more training and education for urologists (immunotherapy in non–muscle-invasive 
bladder cancer), to optimize correct and timely referrals

− Checkpoint inhibitor maintenance therapy, after first-line platinum-based chemotherapy for advanced 
urothelial carcinoma, is considered an attractive and mechanistically interesting approach. Physicians look 
forward to more data from the JAVELIN Bladder 100 study

> Clinical trials and biomarkers are needed to determine proper sequencing 
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Key Insights on Non–Muscle-
Invasive Bladder Cancer 



All the advisors were aware of the new pembrolizumab indication, but had almost never used it in this setting. 

The advisors feel this approval will impact the treatment approach in high-risk NMIBC. 

They expressed an educational need for urologists regarding these data. It can be expected that oncologists 

will be more involved in early treatment of NMIBC. Whether urologists will administer was a point of debate. 

This will also depend on organizational structure and revenue streams in practices. In general, the oncologists 

feel that urologists lack the experience and structure to administer immunotherapy (infusion area). However, 

they believe that in some situations, urologists will set up these structures to be able to administer 

immunotherapy within their (private) practice.     

TOPLINE TAKEAWAYS – TREATMENT OF NON–MUSCLE-
INVASIVE BLADDER CANCER

Pembrolizumab approval in BCG-unresponsive high-risk NMIBC

Results of the phase III trial are considered quite similar to results of the KEYNOTE-057 pembrolizumab data. 

FDA approval of Adstiladrin® is expected by the experts in the near future. The advisors feel that if this product 

is approved, urologists will use it, and they may prioritize it over pembrolizumab, as it is easier for them to 

handle.

Nadofaragene firadenovec in NMIBC
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TREATMENT OF NON–MUSCLE-INVASIVE BLADDER CANCER

Topic Insights and Data

Intravesical 

therapy

• The physicians have minimal involvement in selecting intravesical therapy: 50% are never involved, and 

42% are sometimes involved. This explains the answer by 57% that the BCG shortage did not affect 

their intravesical therapy choice

Pembrolizumab 

in NMIBC

• All advisors were aware of pembrolizumab approval for NMIBC  

• 57% had never used it in this setting, and 42% only for 1–3 patients
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QUOTES – NON–MUSCLE-INVASIVE BLADDER CANCER

Discussion whether urologists will administer pembrolizumab
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“I think, certainly, they will be looking for that revenue stream.”

“It takes a lot of infrastructure to basically administer that. So I don’t see 

that the urologists start giving it in the office.”

“They will hire oncology nurse or NP, and they’ll do it in the office.”

“The standards that you have to maintain in your infusion area will be 

way beyond what a urologist would do.”

Nadofaragene firadenovec

“It may be more appealing to urologists.”



Key Insights on Muscle-
Invasive Bladder Cancer 



Cisplatin-based chemotherapy is by far the preferred regimen in neoadjuvant MIBC, as it has shown 

improvement of overall survival in this setting. Only a few of the physicians have very strict criteria for cisplatin 

eligibility: creatinine clearance 50–60 mL/min was generally noted as the main criterion, together with 

performance status. The majority do not routinely assess hearing with audiometry, nor CHF measurement with 

ECHO or other exams. 

TOPLINE TAKEAWAYS – TREATMENT OF MUSCLE-INVASIVE 
BLADDER CANCER

Cisplatin-based CT in neoadjuvant MIBC

The consulted physicians do not systematically use adjuvant therapy after cystectomy. The general trend is 

observation in this setting. 

MIBC and adjuvant treatment

MIBC forms a large part of the bladder cancer population of the consulted experts, and cystectomy combined 

with neoadjuvant chemotherapy is the preferred treatment modality (for cystectomy-eligible patients). For non–

cystectomy-eligible patients, physicians were aware of the pembrolizumab indication, but half of the physicians 

had not yet used the drug in this setting.    

Muscle-invasive bladder cancer
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TREATMENT OF MUSCLE-INVASIVE BLADDER CANCER

Topic Insights and Data

General MIBC 

patient 

population 

• MIBC seems to be the largest bladder cancer population of the consulted physicians; 50% of the 

physicians declared that more than half of their urologic patients have MIBC

• For their patients with MIBC, more than half eventually undergo cystectomy, for 42% of the physicians

Neoadjuvant CT

in MIBC

• Cisplatin-based regimen is the preferred neoadjuvant chemotherapy prior to cystectomy; 67% administer 

cisplatin in ≥50% of their patients

• All physicians were aware that cisplatin-based CT is the only regimen to improve overall survival

• Referrals for neoadjuvant therapy have increased in the past 3 years for 42% of the advisors

Other 

neoadjuvant 

therapies

• All except 1 advisor knew that pembrolizumab has been approved in BCG-unresponsive carcinoma in situ

Adjuvant CT in 

MIBC

• Adjuvant CT is less used by the advisors: none of them employed it for >50% of their patients, and 40% 

used it for only 11%–20% of their patients
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QUOTES – MUSCLE-INVASIVE BLADDER CANCER

Cisplatin eligibility 
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“To begin with, you’re looking at performance status and comorbidities, and that on its own probably 

eliminates 6 out of 10 patients.

Creatinine clearance 50, 60.

Hearing: If they can hear, I think that’s your test.

Cardio: If they have a history of heart failure, I’m going to get cardiology records and do an ECHO.”

“Well, I think Keytruda has had a gangbuster year and has 22 indications, a number of OS hits, and that’s 

always challenging for oncologists because that’s the gold standard.

The newer drugs [PD-L1 inhibitors] seem to have less toxicity, so they play nicer with older people.”  

Differences between PD-1/L1 inhibitors

“In summary, outside of a clinical trial, if a patient has received neoadjuvant, currently standard of care 

is observation.”

Follow-up after cystectomy and neoadjuvant chemo



Key Insights on
Advanced Bladder Cancer 



The experts consider the EV-101 efficacy results in monotherapy impressive. They were even more impressed 

by the combination data with pembrolizumab, and almost all are ready to prescribe the drug.

One of the consulted physicians mentioned wanting to see more-mature data. They were concerned about the 

safety profile of the drug.  

TOPLINE TAKEAWAYS – TREATMENT OF METASTATIC 
BLADDER CANCER

Enfortumab vedotin data in metastatic bladder cancer

The consulted physicians feel FGFR alterations are present in ~30% of their patients. For the expert, this was 

15%–20%. They were all well aware of the approval of this drug and its side effects. A point of discussion was 

how other products, like EV, would perform in this setting (FGFR-positive patients). This information would be 

interesting to have, from a clinical perspective.

Erdafitinib

The consulted physicians feel this strategy makes a lot of sense. They believe this may be the way forward in metastatic 

bladder cancer. It makes sense from a mechanistic perspective; it is also a proven strategy in other solid tumors, like ovarian 

and lung, and the first study results seem to be promising. Advisors mentioned they would use it as part of their routine 

practice if this were FDA approved.

Switch maintenance therapy: immunotherapy (pembro/avelumab) after chemotherapy response in advanced disease
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TREATMENT OF BLADDER CANCER PATIENTS WITH 
METASTATIC DISEASE (1/2)

Topic Insights and Data

General 

metastatic 

bladder cancer 

patient population 

• 31% of the physicians had ≥51% of bladder cancer patients with metastatic disease. For 61% of the physicians, 

this was between 20% and 50%

Platinum-based 

chemotherapy in 

metastatic 

bladder cancer

• To decide on cisplatin eligibility, 31% of physicians use clinical experience, 38% use GFR, and 23% decide on 

the basis of published criteria

• 92% of physicians prefer gemcitabine + cisplatin as frontline therapy in metastatic bladder cancer

• Gem-cis/carboplatin has occasionally been used by the physicians in cisplatin-ineligible patients;

76% had used it for 1–10 patients, and 17% had never used it in this setting

Metastatic 

bladder cancer 

and 

immunotherapy

• The majority of physicians (77%) do not test for PD-L1 expression in their cisplatin-ineligible patients with 

metastatic bladder disease

• All physicians declared to have used pembrolizumab in at least 1 patient; 8% of physicians have used it in >15 

patients

• Atezolizumab was not yet used by 1 of the physicians; 84% had used it for 1–7 patients

• Nivolumab had not been used by 62% of the physicians in metastatic bladder cancer

• Durvalumab had not been used by 83% of the physicians in metastatic bladder cancer. Only 17% had used it for 

1–3 patients

• 92% of the physicians had never used avelumab in metastatic bladder cancer
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TREATMENT OF BLADDER CANCER PATIENTS WITH 
METASTATIC DISEASE (2/2)

Topic Insights and Data

FGFR and 

bladder cancer

• 75% of physicians stated they routinely assess for FGFR genetic alterations in metastatic bladder cancer, 

and 100% of the physicians were aware of erdafitinib approval for locally advanced or metastatic urothelial 

carcinoma.          On the other hand, physicians had little experience with the drug in this setting: 54% had 

never used it, and 46% had used it in 1–3 patients

• Physicians were well aware of management of side effects with erdafitinib; 82% answered they would 

monitor closely for hyperphosphatemia and ocular AEs when using the drug

Enfortumab 

vedotin 

• 77% of physicians had never used EV in patients with metastatic bladder cancer; 23% had used it in 1–3 

patients

• Physicians were well aware of the actual indication for EV and are apparently willing to prescribe; 92% 

answered they would prescribe it for a patient with metastatic urothelial cancer who had progression after 

first-line platinum-based chemotherapy and second-line PD-L1 inhibitor, in the absence of activating 

FGFR mutation and clinical trials

IMvigor130 

phase III trial

• There was moderate awareness of the exact results from the IMvigor130 trial: 54% of the respondents 

answered correctly that atezolizumab improved progression-free survival when given in addition to 

platinum-based chemotherapy in this phase III trial
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QUOTES – MUSCLE-INVASIVE BLADDER CANCER

Discussion: switch maintenance pembro and switch maintenance avelumab after chemotherapy

22

“Maintenance is probably the way to go in this disease, and mechanistically it makes sense.” 

“If you look at other cancers like lung, ovarian, maintenance is kind of the way to go.” 

Discussion: EV-101, enfortumab vedotin phase I study results

Would you switch to EV in patients experiencing toxicity with IO (second-line MIBC)?

“Yeah, probably, because the response rates are much higher than what you see with IO.”

“The response rate is almost 50%. It’s hard to beat 50% response rate.”

How often do you see this mutation?

Physicians indicated that this is seen in ~30% of their patients; for the expert, it was 15%–20%.

Discussion: erdafitinib and FGFR mutations



ARS Data – Baseline Usage 
Polling  



HAS THE BCG SHORTAGE IMPACTED YOUR INTRAVESICAL 
THERAPY CHOICE?
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*One advisor did not respond.

N = 12*



ARE YOU INVOLVED IN SELECTING INTRAVESICAL 
THERAPY?
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*One advisor did not respond.

N = 12*



ARS Questions – Treatment 
of NMIBC and MIBC



ARE YOU AWARE OF PEMBROLIZUMAB APPROVAL FOR 
NON–MUSCLE-INVASIVE BLADDER CANCER?
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*One advisor did not respond.

N = 12*



IN HOW MANY UNIQUE PATIENTS WITH NON–MUSCLE-
INVASIVE BLADDER CANCER HAVE YOU USED THE DRUG 
PEMBROLIZUMAB?
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*One advisor did not respond.

N = 12*



WHAT PERCENTAGE OF YOUR BLADDER CANCER PATIENTS 
HAVE MUSCLE-INVASIVE DISEASE?
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*One advisor did not respond.

N = 12*



WHAT PERCENTAGE OF YOUR PATIENTS WITH MUSCLE-
INVASIVE DISEASE UNDERGO CYSTECTOMY?
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*One advisor did not respond.

N = 12*



IN WHAT PERCENTAGE OF YOUR ELIGIBLE PATIENTS DO 
YOU PRESCRIBE NEOADJUVANT CISPLATIN-BASED 
CHEMOTHERAPY PRIOR TO CYSTECTOMY?
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*One advisor did not respond.

N = 12*



WHEN IT COMES TO UROLOGISTS REFERRING MUSCLE-
INVASIVE BLADDER CANCER PATIENTS TO YOU FOR 
CONSIDERATION OF NEOADJUVANT THERAPY, WHICH 
STATEMENT IS MOST ACCURATE IN YOUR PRACTICE?
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*One advisor did not respond.

N = 12*



IN THE PAST YEAR, TO WHAT PERCENTAGE OF YOUR 
MUSCLE-INVASIVE BLADDER CANCER PATIENTS HAVE YOU 
PRESCRIBED ADJUVANT THERAPY?

33
*Three advisors did not respond.

N = 10*



HAVE YOU EVER USED A CHECKPOINT INHIBITOR IN THE 
NEOADJUVANT SETTING FOR MUSCLE-INVASIVE DISEASE, 
OUTSIDE OF CLINICAL TRIALS?
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*Two advisors did not respond.

N = 11*



WHICH AGENT IS FDA APPROVED FOR BCG-UNRESPONSIVE 
CARCINOMA IN SITU IN PATIENTS WHO REFUSE OR CANNOT 
TOLERATE RADICAL CYSTECTOMY?
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*Two advisors did not respond.

N = 11*



YOU ARE CONSIDERING NEOADJUVANT THERAPY FOR A PATIENT 
WITH MUSCLE-INVASIVE UROTHELIAL CANCER, PRIOR TO 
RADICAL CYSTECTOMY. WHICH OF THE FOLLOWING HAS BEEN 
SHOWN TO IMPROVE OVERALL SURVIVAL IN THIS SETTING? N = 11*
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*Two advisors did not respond.



ARS Questions – Treatment 
of Metastatic Disease



WHAT PERCENTAGE OF YOUR BLADDER CANCER PATIENTS 
HAVE METASTATIC DISEASE?
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N = 13



HOW DO YOU DECIDE ON CISPLATIN ELIGIBILITY 
(SELECT ALL THAT APPLY)?
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N = 13



WHICH REGIMEN DO YOU PREFER FOR FIRST-LINE THERAPY 
OF CISPLATIN-ELIGIBLE PATIENTS WITH ADVANCED/ 
METASTATIC DISEASE?
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N = 13



DO YOU ROUTINELY ASSESS FOR PD-L1 EXPRESSION LEVEL 
BEFORE PRESCRIBING A CHECKPOINT INHIBITOR IN YOUR 
CISPLATIN-INELIGIBLE PATIENTS WITH ADVANCED/ 
METASTATIC DISEASE?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
PEMBROLIZUMAB IN ANY LINES OF THERAPY?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
ATEZOLIZUMAB IN ANY LINES OF THERAPY?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER WHO ARE CISPLATIN INELIGIBLE 
HAVE YOU USED GEMCITABINE + CARBOPLATIN?
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*One advisor did not respond.

N = 12*



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
NIVOLUMAB IN ANY LINES OF THERAPY?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
DURVALUMAB IN ANY LINES OF THERAPY?
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*One advisor did not respond.

N = 12*



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
AVELUMAB IN ANY LINES OF THERAPY?
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N = 13



DO YOU ROUTINELY ASSESS FOR FGFR GENETIC 
ALTERATIONS IN YOUR METASTATIC BLADDER CANCER 
PATIENTS?
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*One advisor did not respond.

N = 12*



ARE YOU AWARE OF THE ERDAFITINIB APPROVAL FOR 
LOCALLY ADVANCED OR METASTATIC UROTHELIAL 
CARCINOMA?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
ERDAFITINIB?
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N = 13



IN HOW MANY UNIQUE PATIENTS WITH METASTATIC 
BLADDER CANCER HAVE YOU USED THE DRUG 
ENFORTUMAB VEDOTIN?
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N = 13



THE IMVIGOR130 PHASE III TRIAL SHOWED THAT IN PATIENTS 
RECEIVING FIRST-LINE THERAPY FOR LOCALLY ADVANCED/ 
UNRESECTABLE OR METASTATIC UC, ATEZOLIZUMAB + PLATINUM-
BASED CHEMOTHERAPY RESULTED IN SIGNIFICANTLY:
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N = 13



WHICH AGENT/REGIMEN WOULD YOU SELECT FOR A PATIENT WITH 
METASTATIC UROTHELIAL CANCER WHO HAD PROGRESSION 
AFTER FIRST-LINE PLATINUM-BASED CHEMOTHERAPY AND 
SECOND-LINE PD-L1 INHIBITOR (ASSUME NO ACTIVATING FGFR
MUTATION OR FUSION) IN THE ABSENCE OF CLINICAL TRIALS?
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*One advisor did not respond.

N = 12*



YOU ARE TREATING A PATIENT WITH FGFR3-MUTATED 
METASTATIC UROTHELIAL CARCINOMA WITH ERDAFITINIB. 
WHICH BELOW IS MOST RELEVANT TO CONSIDER WHEN 
DISCUSSING THEIR SAFETY MANAGEMENT PLAN?

54
*Two advisors did not respond.

N = 11*



Advisor Key Takeaways



KEY TAKEAWAYS (1/2)

Dr 1

• Importance of chemo IO sequence

• Study data from PD-1 and PD-L1 inhibitors are not 

interchangeable

• Beware toxicities of novel agents

Dr 5

• Very informative session

• Clarified lots of practical issues

• Looking forward to additional similar programs

Dr 2

• Landscape is evolving, with several active immunotherapies in 

different stages

Dr 6

• Changes in perioperative therapies

• New options in NMIBC

• Multiple combos and targeted therapies in metastatic urothelial 

bladder cancer

Dr 3

• Many new options for localized + metastatic urothelial Ca

• Maintenance IO after chemo in advanced disease

• Every oncologist sees different patient populations and treats 

slightly different. Not defined why treatment differs amongst 

them

Dr 7

• TMB/PD-L1 has no predictive value in neoadjuvant treatment with 

atezolizumab

• Neoadjuvant gem/cis/immunotherapy will give PCR ~45-50%

• Enfortumab + Pembro: 13% CR, ORR 71%

• Avelumab maintenance data in advanced setting are exciting

Dr 4

• Sequencing therapy in advanced disease

• Newer options for neoadjuvant treatment

Dr 8

• Neoadjuvant combo for MUC coming. CDDP era possibly ending

• Switch maintenance therapy to CPI: likely new standard

• Many non-cystectomy options for non muscle invasive bladder 

cancer
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KEY TAKEAWAYS (2/2)

Dr 9

• EV-302 exciting possible treatment. Ongoing trial is interesting

• Chemo → avelumab (increased overall survival with 

immunotherapy maintenance. Potentially practice changing

• EV-101 study impressive ORR – 3rd line – AEs a concern: 

neuropathy, rash, diarrhea, hyperglycemia

Dr 12

• Evolving role of immunotherapy

• Enfortumab in 2nd line or 3rd line therapy

Dr 10

• IO in non muscle invasive

• IO in platinum ineligible, especially PD-1 positive

• IO maintenance switch therapy in advanced

Dr 13

• Alternative options in NMIBC other than pembro

• Neoadjuvant + adjuvant data

• Metastatic platinum eligible versus ineligible

• Enfortumab data 

• Avelumab post chemo maintenance in advanced BC

Dr 11

• Adjuvant FGFR inhibitor may improve outcomes

• EV + pembro data is intriguing

• Avelumab switch maintenance data is potentially practice 

changing
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