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How I Treat Metastatic Urothelial Cancer 
when IO Therapy Fails



A Challenging (but familiar) case

 78 year old previously healthy 
man diagnosed with muscle-
invasive bladder cancer

 After 3 cycles of neoadjuvant 
ddMVAC, patient found to have 
biopsy-proven lung metastases

 PD-L1 IHC > 70%

 After 3 cycles of pembrolizumab, 
SD

 After 6 cycles of pembrolizumab



First- How Did We Get to Failure?

Newly diagnosed 
advanced/metastatic 
urothelial carcinomaCisplatin

eligible
Cisplatin
ineligible

ddMVAC or 
GC

PD-L1 IHC 
Positive?

Yes NoProgression

anti-PD-1 or anti-PD-L1 antibody Chemo

Progression???



Why did we fail?
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VE Maher et al, J Clin Oncol 2019



Options once Treatment is Indicated
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Chemotherapy options

Response Rate Median OS

MVAC with 
carboplatin

56% 10 months

Gemicitabine + 
carboplatin

41% 9 months

Gemcitabine + 
taxane

~50% 13-15 months

Docetaxel 13-33% 9 months

Docetaxel + 
Ramicurumab

24.5% 9.4 months

Nab-paclitaxel 28% --

Pemetrexed 8-28% 9 months
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Targeted therapy- FGFR

Cancer Type Frequency of FGFR 
alterations

Metastatic UC 15-20%

Upper Tract UC (FGFR3) 37%

NMIBC 40-70%

 Erdafitinib is an oral pan-
FGFR (1-4) inhibitor



22%
53% GFR <60 mL/min



• Of those treated with IO, 5% had response to IO
• Of those with prior IO, ORR was 59%





Is Response Rate Maintained Post-IO? Stay tuned…



Other promising targets in Urothelial Carcinoma

Robertson et al Cell 2017



Targeted therapies in clinical trials

NCT # Ph Target Treatment

02201212 II TSC1, TSC2 Everolimus

03047213 II TSC1, TSC2 Sapanisertib

02122172 II HER Afatinib

02546661
(BISCAY)

Ib Durvalumab +/-

FGFR AZD4547

PARP Olaparib

Wee-1 AZD1775

mTOR1-2 Vistusertinib

Stat3 ASO AZD9150

MEK Selumetinib

03517956 I FGFR Rogaritinib + 
copanlisib

03523572 I/II HER2 Trastuzumab 
deruxtecan + 
nivolumab

03330561 I HER2, CD137 PRS-343 
(bispecific)
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Antibody Drug Conjugates: Enfortumab vedotin

 Nectin 4 is 
overexpressed 
in mUC

 Enfortumab
vedotin delivers 
MMAE to tumor 
cells with 
Nectin-4 
expression





EV-201: Cohort 1 Change in Tumor Measurements per BICR

Presented By Daniel Petrylak at 2019 ASCO Annual Meeting

ORR: 44% (35.1-53.2)
CR: 12%
PR: 32%
SD: 28%



EV-301 Cohort A Results

Efficacy endpoint (Median) Months (95% CI)

Time on treatment 4.6 (0.5, 15.6)

Duration of Response 7.6 (0.95, 11.3+)

PFS 5.8 (4.9, 7.5)

OS 11.7 (9.1, NR)

D Petrylak ASCO 2019

• Most patients had PD-L1 IHC <10% (65%)
• 90% of patients had visceral disease
• 40% with liver metastases

• Peripheral neuropathy in 50% of patients (3% > Grade 3)
• Rash in 48% (12% > Grade 3)
• Hyperglycemia in 11% (6% > Grade 3)
• 12% of patients discontinued due to AE (6% due to neuropathy)



Antibody Drug Conjugates: Sacizituzumab govitecan

 Trop 2 is highly 
expressed in 
both normal 
urothelium and 
in ~80% of 
urothelial
carcinoma 
patients



IMMU 132-01 Basket Study Design

Presented By Scott Tagawa at 2019 Genitourinary Cancers Symposium



Summary of Results

 Objective Response Rate:
– Total study population: 31.1% (14/45)

– Prior checkpoint inhibitor: 23.5% (4/17)

– Prior platinum, prior checkpoint inhibitor: 26.7% (4/15)

 Patients received median 8 cycles

 Most frequent AEs:
– Diarrhea  SAE

– Nausea

– Fatigue

– Neutropenia  24% needed G-CSF. SAEs of febrile neutropenia



Approach to the checkpoint inhibitor refractory 
patient
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Back to the Patient

 78 year old previously healthy 
man diagnosed with muscle-
invasive bladder cancer

 After 3 cycles of neoadjuvant 
ddMVAC, patient found to have 
biopsy-proven lung metastases

 PD-L1 IHC > 70%

 After 3 cycles of pembrolizumab, 
SD

 After 6 cycles of pembrolizumab



Clinical Course

 NGS mutations:
– EGFR exon 20 insertion
– TERT promoter
– TMB low

 Patient enrolled to clinical trial 
of enfortumab vedotin v 
chemotherapy, randomized to 
enfortumab vedotin arm

 Continues on treatment, 
complicated by development of 
Grade 2 peripheral neuropathy



Questions


