
1

Greenberg Bladder Cancer Institute:

Restarting after COVID-19

David J. McConkey, PhD

Director, Johns Hopkins Greenberg Bladder Cancer Institute

June 16, 2020



GBCI clinical response to COVID19

• March 16: COVID19 pandemic begins impacting JHM

• March 30: Transition to telemedicine for patients with non-urgent conditions 

– All procedures and OR cases were put on hold unless deemed urgent by the surgeon

• April 7: Weekly urgent care clinics restart  

– Upon Governor Hogan lifting the ban on elective procedures and cases, JHM begins working on the 

“Ramp Up to Normal” (RUN) protocol

• May 18: Surgical care re-open to elective procedures and cases at limited capacity

• May 26: JHM publishes certification requirements for all clinics to resume normal operations

– Clinics had to document and demonstrate how they would reopen adhering to social distancing, using 

PPE, modifications to space, etc. 

• June 1: Green Spring Station certified to resume operations for normal

• June 16: Downtown JHH clinics resume seeing non-urgent patients AND the ORs at resumed 

elective cases



GBCI laboratory research

• Shut down for all but essential maintenance work in mid-March

• Reopening planning meetings were held almost daily through 

early June

• Reopened June 15

• New safety protocols include universal masking, reduced 

densities (social distancing), and extensive handwashing and 

decontamination protocols

• Maximal occupancy will be enforced with a smartphone app

• Plans include protocol for rapid re-shutdown if necessary



GBCI collaborative laboratory

research projects

• Biomarkers to predict response and resistance to BCG

• Deep molecular characterization of carcinoma in situ (CIS) and 

bladder cancer variants (with a focus on small cell bladder cancer 

(SCBC))

• Methods to measure free tumor DNA in the urine (as a tool to 

monitor the effects of intravesical therapies for non-muscle invasive 

bladder cancers and systemic therapies for upper tract urothelial 

cancers)

• New immunotherapy targets in B cells

• Mechanisms of cancer invasion and metastasis



Video conferencing and

telemedicine
• Our joint meeting with the AUA (March 6-7) was essentially the last major 

bladder cancer meeting with in-person attendance (half of the speakers 

participated via Zoom).

• AACR, AUA, SWOG, ASCO, and BCAN’s Think Tank all adopted condensed 

video formats.

• Local meetings (Grand Rounds, research seminars, etc) are being held via 

Zoom.

• Video conferencing has also been adopted for clinical follow-up visits that do not 

require in-person contact.

• All summer instruction is occurring via video conferencing.

• Johns Hopkins is planning to host students again in the fall at much reduced 

classroom densities



Bladder cancer treatment update

• Addressing the BCG shortage

• New treatments for BCG-unresponsive disease: 

pembrolizumab, atezolizumab, and Adstiladrin

• Enfortumab vedotin

• Erdafitinib

• Avelumab maintenance

• Immunotherapy plus chemotherapy



Addressing the BCG shortage

• Expanding availability: Merck is currently the sole source

• SWOG’s S1602 Phase 3 clinical trial: comparing the Merck Tice 

strain to one produced in Japan (the “Tokyo” strain); the trial 

should complete accrual by December.

• Developing alternatives: intravesical chemotherapy, Adstiladrin, 

immunotherapy



Bladder preservation for BCG-

unresponsive disease

• Approval of pembrolizumab (Keytruda)

• Comparable results with atezolizumab (Tecentriq) and 

Adstiladrin

• Potential for using trimodal therapy (maximal TURBT plus 

chemotherapy and radiation), intravesical chemotherapy

• BCAN Think Tank 2020 Virtual Panel (August 7, 3-5 pm EDT): 

“BCG Unresponsive Non-Muscle Invasive Bladder Cancer: Time 

to Recalibrate”



Opdivo and Tecentriq in BCG-

unresponsive disease

• Keynote-057 Phase 2 clinical trial of pembrolizumab (Opdivo)

• Endpoint: 6-month complete response rate (measured by 

cystoscopy, cytology, and CT urography in patients with CIS) 

• About half of these patients were still disease-free at one year

• Led to FDA approval in January

• Similar results were observed in SWOG’s S1605 clinical trial of 

atezolizumab (Tecentriq), where complete response at 6 months 

was confirmed by biopsy



Adstiladrin in patients with BCG-

unresponsive disease

• Phase III results presented at the SUO meeting in December

• Over half of patients with CIS achieved a complete response at 

3 months, and all complete responses had occurred by this time 

point

• High-grade recurrence-free survival was 24% at one year, 

comparing favorably with what was observed with immune 

checkpoint inhibitors (i.e., pembrolizumab and atezolizumab)

• Preclinical studies suggest that combining Adstiladrin with 

anti-PD(L)1 antibodies like Opdivo or Tecentriq could 

produce increased benefit



Enfortumab vedotin

• Antibody that binds to the tumor protein, nectin-4, chemically 

bound to a toxic “warhead” called auristatin-E

• After the antibody binds to the tumor cell, it enters the tumor cell 

and releases the toxic warhead

• In Phase I and II clinical trials, enfortumab vedotin produced 

objective responses in 43% of the heavily-pretreated patients. 

• Importantly, there appears to be no cross-resistance to chemo-

or immunotherapy

• The drug received FDA approval as a single agent in December



Enfortumab plus pembrolizumab

• Results presented at GU-ASCO in February by Jonathan 

Rosenberg, MSKCC, where the presentation “stole the show”

• EV-103 Phase II clinical trial

• First-line therapy for patients with advanced or metastatic 

bladder cancer

• Objective response rate of 73%

• (Durability?)

• The combination is very expensive!



Erdafitinib for advanced bladder 

cancer
• Now also known as Balversa

• Targets fibroblast growth factor receptor-3 (FGFR3), which is activated 

by mutations in about 15% of patients with advanced or metastatic 

cancer

• Produced objective responses in 40% of these patients, and based on 

these results, it received fast-track FDA approval last April

• There are other drugs with similar mechanisms of action under 

evaluation (i.e., pemigatinib and infigratinib)

• There is now interest in testing these drugs in non-muscle invasive 

cancers, where these mutations are more common

• Erdafitinib is also being combined with immunotherapy



Immunotherapy maintenance after 

chemotherapy: JAVELIN Bladder 100

• Avelumab (Bavencio) in patients with advanced or metastatic 

bladder cancer whose tumors did not progress on frontline 

chemotherapy

• Compared with patients receiving best supportive care alone

• Immunotherapy increased overall survival by 7 months

• May become the new standard-of-care





Chemotherapy plus immunotherapy: 

IMvigor130

• Chemotherapy increased survival compared to immunotherapy 

alone in lung cancer

• Atezolizumab, cisplatin-based chemotherapy, or atezolizumab

plus chemotherapy in the frontline treatment of patients with 

advanced or metastatic bladder cancer

• Progression-free survival was 8.2 months in patients who 

received the combination as compared to 6.3 months in those 

receiving chemotherapy alone

• However, response rates were very similar and the impact on 

overall survival was small.





Chemotherapy plus immunotherapy:

Keynote-361

• Pembrolizumab, cisplatin or carboplatin plus gemcitabine, 

or pembrolizumab plus chemotherapy in frontline therapy 

for advanced and metastatic bladder cancer

• Although the combination produced improvements in 

progression-free and overall survival, the results were 

modest and not statistically significant



“Liquid biopsies” in precision 

medicine

• Measurements of tumor DNA in blood or urine

• May be used to detect FGFR3 mutations when biopsies are difficult 

to obtain or unavailable

• Could be used to measure responses and recurrences in patients 

with NMIBC receiving intravesical therapies and complete 

responses to neoadjuvant chemotherapy (urine)

• Could be used to identify sub-clinical metastatic disease and those 

patients who need systemic therapy after cystectomy (blood)

• We should see rapid progress in this area over the next two 

years





Questions?

More information:

bladdercancer@jhmi.edu


