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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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the Pre- and Postmeeting Surveys
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Key Data Sets
Terence Friedlander, MD
• Balar AV et al. Efficacy and safety of pembrolizumab in metastatic urothelial carcinoma: Results 
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• Swami U et al. Utilization of systemic therapy for treatment of advanced urothelial carcinoma: 
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• Powles T et al. Avelumab maintenance therapy for advanced or metastatic urothelial 
carcinoma. N Engl J Med 2020 September 24;383(13):1218-30.

• Powles T et al. Avelumab first-line maintenance for advanced urothelial carcinoma: Results 
from the JAVELIN Bladder 100 trial after ≥2 years of follow-Up. J Clin Oncol 2023 April 
18;[Online ahead of print].

• Gupta S et al. Study EV-103 dose escalation/cohort A: Long-term outcome of enfortumab 
vedotin + pembrolizumab in first-line (1L) cisplatin-ineligible locally advanced or metastatic 
urothelial carcinoma (la/mUC) with nearly 4 years of follow-up. ASCO 2023;Abstract 4505.
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progressed after platinum (PLT)-based regimens. Genitourinary Cancers Symposium 
2022;Abstract 434.

• Siefker-Radtke AO et al. Erdafitinib (ERDA) vs ERDA plus cetrelimab (ERDA + CET) for patients 
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alterations (FGFRa): Final results from the phase 2 Norse study. ASCO 2023;Abstract 4504.
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• Loriot Y et al. Phase 3 THOR study: Results of erdafitinib (erda) versus chemotherapy (chemo) 
in patients (pts) with advanced or metastatic urothelial cancer (mUC) with select fibroblast 
growth factor receptor alterations (FGFRalt). ASCO 2023;Abstract LBA4619.
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with advanced urothelial carcinoma (EV-201): A multicentre, single-arm, phase 2 trial. Lancet 
Oncol 2021;22(6);872-82.

• Rosenberg JE et al. Long-term outcomes in EV-301: 24-month findings from the phase 3 trial 
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urothelial carcinoma. ASCO 2022;Abstract 4516.

• Tagawa ST et al. Updated outcomes in TROPHY-U-01 cohort 1, a phase 2 study of sacituzumab 
govitecan in patients with metastatic urothelial cancer that progressed after platinum (PT)-
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Abstract 526.
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sacituzumab govitecan (SG) in patients (pts) with metastatic urothelial cancer (mUC) who 
progressed after platinum (PT)-based chemotherapy and a checkpoint inhibitor (CPI). ASCO 
2023;Abstract 4514

• Petrylak DP et al. TROPHY-U-01 cohort 2, a phase 2 study of sacituzumab govitecan in platinum-
ineligible patients with metastatic urothelial cancer who progressed after prior checkpoint 
inhibitor therapy. Genitourinary Cancers Symposium 2023;Abstract 520.

• Grivas P et al. Primary analysis of TROPHY-U-01 cohort 3, a phase 2 study of sacituzumab 
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Distant Metastasis-Free Survival Results From <br />the Randomized, Phase 2 mRNA-4157-P201/<br />KEYNOTE-942 Trial

Courtesy of Evan J Lipson, MD



mRNA-4157 (V940) Mechanism of Action

Courtesy of Evan J Lipson, MD



Adjuvant ICI Therapy and DMFS in High-risk Melanoma

Courtesy of Evan J Lipson, MD



https://old-prod.asco.org/practice-patients/practice-support/drug-shortages/clinical-guidance

ASCO Clinical Guidance – Drug Shortages



https://old-prod.asco.org/practice-patients/practice-support/drug-shortages/clinical-guidance

ASCO Clinical Guidance – Drug Shortages (Continued)
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ASCO Clinical Guidance – Drug Shortages (Continued)



ASCO Urothelial Cancer Guidance

https://old-prod.asco.org/sites/new-www.asco.org/files/content-files/practice-patients/documents/2023-final-urothelial-guidance.pdf

“The American Society of Clinical Oncology offers the following clinical guidance on treatment
alternatives during shortages of antineoplastic agents. Decisions should be based on specific goals of the
therapy where evidence-based medicine has shown survival outcomes and life-extending benefits in
both early and advanced stages. For more information on ASCO’s general principles during drug
shortages, please visit ASCO’s Clinical Guidance page. For further consideration of ethical guidance,
please visit ASCO’s Ethical Principles and Implementation Strategies page.

Disclaimer: Disease site-specific guidance for clinical management during drug shortages is provided by
the American Society of Clinical Oncology, Inc. (“ASCO”) for voluntary, informational use in the context of
limited carboplatin or cisplatin availability. This and other guidance on ASCO’s website (together
“Guidance”) is not a comprehensive or definitive guide to treatment options. New evidence may emerge
between the time information is developed and when it is published or read and should only be used in
conjunction with independent professional medical judgement. Guidance is based on expert opinion of
the Drug Shortages Advisory Group and non-systematic review of relevant literature. It is not medical or
pharmacologic advice and is not intended as a statement of the standard of care. ASCO does not endorse
third-party drugs, devices, services, or therapies and assumes no responsibility for any harm arising from
or related to the use of this information.”



ASCO Urothelial Cancer Guidance

https://old-prod.asco.org/sites/new-www.asco.org/files/content-files/practice-patients/documents/2023-final-urothelial-guidance.pdf

3. First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)

A. Cisplatin eligible
Recommended options:

• Gemcitabine and cisplatin followed by avelumab maintenance therapy
• ddMVAC with growth factor support followed by avelumab maintenance therapy

ALTERNATIVES:
• Enfortumab vedotin and pembrolizumab (EV/pembro)
• Pembrolizumab

B. Cisplatin ineligible
Recommended options:

• Gemcitabine and carboplatin followed by avelumab maintenance therapy
• Enfortumab vedotin and pembrolizumab (EV/pembro)

ALTERNATIVES:
• Pembrolizumab
• Gemcitabine
• Gemcitabine + paclitaxel
• Ifosfamide, doxorubicin, and gemcitabine are options for patients with good kidney function and
good performance status
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The Treatment Landscape for Locally Advanced/ 
Metastatic Urothelial Carcinoma Has Evolved Rapidly

Gemcitabine (EMA)
2008

Cisplatin
1978

Atezolizumab*
2016

Nivolumab
2017
Durvalumab*
2017
Avelumab
2017
Pembrolizumab
2017

Erdafitinib
2019
Enfortumab vedotin
2019

Avelumab (maintenance)
2020

Sacituzumab govitecan
2021

*Not FDA approved; indication withdrawn.

Cisplatin PI. www.ema.europa.eu/en/medicines/human/referrals/gemzar. Rhea. Clin Med Insights Oncol. 2021;15:11795549211044963. Nivolumab PI. Avelumab PI. Pembrolizumab PI. 
Erdafitinib PI. Enfortumab vedotin PI. Avelumab PI. Sacituzumab govitecan PI. 

1978 1982 1986 1990 1994 1998 2002 2006 2010 2014 2018 2022 2023

EV/pembrolizumab
2023

Courtesy of Terence Friedlander, MD



Frontline Management of Locally Advanced/Metastatic 
Urothelial Carcinoma

Management of Locally Advanced/mUBC

Cisplatin eligible Cisplatin ineligible

Carboplatin/gemcitabine, 
avelumab maintenance

Platinum eligible Platinum ineligible

Best 
supportive care

Clinical 
trial

Cisplatin/gemcitabine, 
avelumab maintenance

Pembrolizumab

Enfortumab Vedotin + 
Pembrolizumab

(FDA approval 4/3/23)

Courtesy of Terence Friedlander, MD



Who is eligible for platinum chemotherapy?

§ Approximately 30% to 50% of patients are ineligible for cisplatin due to 
impairment in renal function and performance status1

§ Working Group cisplatin-unfit criteria include2

‒ ECOG PS ≥2

‒ Creatinine clearance <60 mL/min

‒ Grade ≥2 peripheral neuropathy or hearing loss

‒ NYHA Class III/IV heart failure

1. Dash. Cancer. 2006;107:506. 2. Galsky. J Clin Oncol. 2011;29:2432.Courtesy of Terence Friedlander, MD



Who is ineligible for (even) carboplatin-based 
chemotherapy?
§ Survey of 60 medical oncologists: 

Gupta et al, Journal of Clinical Oncology 2022 40:16_suppl, 4577-4577Courtesy of Terence Friedlander, MD



Frontline Cisplatin Regimens: Gem/Cis or ddMVAC

Toxic Death Rate2

GC 1%

MVAC 3%

Toxic Death Rate3

HD-MVAC 3%

MVAC 4%

ORR2

GC 49%

MVAC 46%

ORR3

HD-MVAC 62%

MVAC 50%

1. von der Maase. J Clin Oncol. 2005:23:4602. 2. von der Maase H. J Clin Oncol. 2000;18:3068. 
3. Sternberg. J Clin Oncol. 2001;19:2638.

HD-MVAC MVAC

Median, mo 15.5 14.1

HR: 0.80 (95% CI: 0.60-1.06)
Log-rank P = .1218
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Courtesy of Terence Friedlander, MD



Enfortumab Vedotin: First Approved ADC in mUBC
Enfortumab Vedotin

Fully Humanized 
Antibody
§ Targets nectin-4, a 

transmembrane 
cell adhesion 
molecule highly 
expressed in mUBC

Protease-
Cleavable 

Linker

MMAE Payload
§ Microtubule-

disrupting 
agent

Samanta. Cell Mol Life Sci. 2015;72:645. Rosenberg. JCO. 2019; 37:2592. Enfortumab vedotin PI. 

§ FDA approval: for adults with locally advanced or mUBC 
who have previously received a PD-1 or PD-L1 inhibitor, 
and a platinum-containing CT or are ineligible for 
cisplatin-containing chemotherapy and have previously 
received ≥1 prior lines of therapy. Accelerated approval: 
in combination with pembrolizumab for the treatment of 
adult patients with locally advanced or metastatic 
urothelial cancer who are not eligible for cisplatin-
containing chemotherapy

§ EV 301- Randomized Phase III trial 
comparing EV  to 
taxane/vinflunine chemotherapy

§ Significant OS benefit

‒ Median OS 12.91 vs 8.94 mo (HR: 
0.70 (95% CI: 0.58-0.85; P = .00015)

§ FDA approved in 2nd/3rd line 
mUBC in 2019

Courtesy of Terence Friedlander, MD



Abstract 4505



EV-103 Study Design: EV/Pembrolizumab Cohorts

Gupta S et al. ASCO 2023;Abstract 4505.  



EV-103 Dose Escalation Cohort A: Long-Term Efficacy Outcomes

Gupta S et al. ASCO 2023;Abstract 4505.  

• Median duration of response was 22.1 months
• Median overall survival was 26.1 months

ORR by BICR



EV-103 Cohort K

Rosenberg JE et al. ESMO 2022;Abstract LBA73.



EV-103 Cohort K: Efficacy and Safety

Rosenberg JE et al. ESMO 2022;Abstract LBA73.



KEYNOTE-052: Single-Agent Pembrolizumab in Locally 
Advanced mUBC
§ Multisite, single-arm, open-label phase II trial

§ Patients with locally advanced/metastatic 
urothelial cancer with measurable disease; 
no prior systemic chemotherapy and 
cisplatin-ineligible; ECOG PS 0-2 (N = 370)

§ Primary endpoint: confirmed ORR per RECIST 
v1.1 by IRR

§ Secondary endpoints: PFS, DoR per RECIST v1.1 
by IRR, OS, safety

§ Endpoints analyzed in full population and 
subgroups with PD-L1 CPS* ≥10 and CPS* <10

§Balar. Ann Oncol. 2023;34:289.

* Defined as number of PD-L1–staining cells divided 
by total number of viable tumor cells x100.

Response, n 
(%)

Pembrolizumab

All (N = 370) CPS ≥10 (n = 
110) CPS <10 (n = 251)

ORR 107 (28.9) 52 (47.3) 52 (20.7)

§ CR 35 (9.5) 23 (20.9) 10 (4.0)

Patients at risk, n
Overall

CPS ≥10
CPS <10

Mo
370
110
251
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83

158

173
66

103

138
55
79

115
51
60

92
41
47
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Courtesy of Terence Friedlander, MD



KEYNOTE-361: First-Line Pembrolizumab, Chemotherapy, 
or Both in Advanced Urothelial Carcinoma

Alva. ESMO 2020. Abstr LBA23. Powles. Lancet Oncol. 2021;22:931.

§ Randomized, open-label, phase III trial

§ Primary endpoints: PFS (BICR), OS

§ Secondary endpoints: ORR, DCR, DoR (BICR); safety

Patients 18 yr or older with 
unresectable locally advanced 
or metastatic UC (renal pelvis, 
ureter, bladder, urethra), no 

prior systemic tx for advanced 
disease, ECOG PS 0-2

(N = 1010)

Pembrolizumab 200 mg Q3W + 
Gemcitabine 1000 mg/m2 +

Cisplatin 70 mg/m2 or Carboplatin AUC 5
x up to 6 cycles (n = 351)

Pembrolizumab 200 mg 
Q3W x up to 35 cycles (n = 307)

Stratified by PD-L1 CPS* (≥10 vs <10) and choice of platinum

Pembrolizumab 200 mg 
Q3W x up to 29 cycles

Gemcitabine 1000 mg/m2, D1, D8 Q3W +
Cisplatin 70 mg/m2 or Carboplatin AUC 5, D1

Q3W x up to 6 cycles (n = 352)

* Per PD-L1 pharmDx IHC assay. CPS = no. of PD-L1–
staining tumor cells, lymphocytes, and macrophages 
divided by total no. viable tumor cells, multiplied 
by 100.

Median follow-up: 31.7 mo
Courtesy of Terence Friedlander, MD



KEYNOTE-361: Comparing Pembrolizumab to  
Chemotherapy in Advanced Urothelial Carcinoma

Overall Survival (Pembrolizumab vs Chemotherapy)

Courtesy of Terence Friedlander, MD



Cisplatin/gemcitabine 
à avelumab 

Cisplatin/gemcitabine 
à avelumab

Cisplatin/gemcitabine 
à avelumab 

Cisplatin/gemcitabine 
à avelumab 

Dose-dense MVAC à 
pembrolizumab

Preferred treatment 

No

No

No

No

No

Affected by PD-L1? 

Cisplatin/gemcitabine 
à avelumab No

In general, what is your preferred first-line treatment regimen for a 65-year-old patient with metastatic 
urothelial bladder cancer (UBC) and a PS of 0 who has received no prior systemic therapy?
Does PD-L1 level affect your treatment decision? 
How long would you continue treatment?

2 years

2 years

4-6 cycles, avelumab 
until PD/toxicity

4-6 cycles

Chemo x 4, pembro 
x 2 years

Duration 

Until PD/toxicity*

* Stop after 1 year if complete remission; PD = progressive disease; MVAC = methotrexate/vinblastine/doxorubicin/cisplatin



Carboplatin/gemcitabine 
à avelumab 

Pembrolizumab/EV

Pembrolizumab/EV

Carboplatin/gemcitabine 
à avelumab 

Pembrolizumab/EV

Preferred treatment 

No

No

No

No

No

Affected by PD-L1? 

Pembrolizumab/EV No

In general, what is your preferred first-line treatment regimen for an 80-year-old patient with metastatic 
UBC who has received no prior systemic therapy and is not a candidate for cisplatin?
Does PD-L1 level affect your treatment decision?  
How long would you continue treatment?

2 years

EV until toxicity, 
pembrolizumab 2 years

EV until toxicity, 
pembrolizumab 2 years

4-6 cycles

Until toxicity or PD

Duration 

Until PD/toxicity

EV = enfortumab vedotin; PD = progressive disease



Pembrolizumab

Pembrolizumab

Pembrolizumab

Enfortumab vedotin/
pembrolizumab

Enfortumab vedotin/
pembrolizumab

Preferred treatment 

No

No

No

No

No

Affected by PD-L1? 

Pembrolizumab Yes

In general, what is your preferred first-line treatment regimen for an 80-year-old patient with de novo 
metastatic UBC who has received no prior systemic therapy and is not a candidate for cisplatin or carboplatin?
Does PD-L1 level affect your treatment decision? 
How long would you continue treatment?

2 years

2 years

2 years

10 cycles

Until toxicity or PD

Duration 

Until PD/toxicity*

* Stop after 1 year if complete remission; PD = progressive disease



Agenda

INTRODUCTION

MODULE 1: First-Line Treatment of Metastatic Urothelial Bladder Cancer

MODULE 2: Second-Line Therapy and Beyond

- Enfortumab vedotin
- Sacituzumab govitecan
- Erdafitinib
- HER2-targeted treatment
- Other novel strategies



Advanced Urothelial Ca Treatment Algorithm
Disease State Setting Preferred Option Other Options 

Metastatic, no prior 
chemotherapy

Cisplatin-eligible Cisplatin/gemcitabine f/b avelumab 
maintenance

aMVAC f/b avelumab maintenance

Metastatic, no prior 
chemotherapy

Cisplatin-ineligible Gemcitabine/Carboplatin
(in fit patients) f/b avelumab maintenance 
OR Pembrolizumab/Enfortumab-vedotin 

Pembrolizumab
Single agent chemotherapy

Metastatic, prior platinum 
chemotherapy or relapse within 
1 year of perioperative cisplatin-
based therapy

Pembrolizumab OR
Erdafitinib (tumors with FGFR2/3 activating 
mutation or fusion) OR
Enfortumab-vedotin (cisplatin-unfit pts)

Avelumab 
Nivolumab

Metastatic, prior chemotherapy 
& immunotherapy

Enfortumab-vedotin OR 
Sacituzumab-govitecan OR
Erdafitinib (tumors with FGFR2/3 activating 
mutation or fusion)

Taxane (US)
Vinflunine (EU)

Clinical trials are critical throughout disease 
spectrum & treatment settings! Petros Grivas

Courtesy of Petros Grivas, MD, PhD



What is on the horizon?

§ Sacituzumab Govitecan

‒ Accelerated approval as monotherapy 
in later line mUBC

‒ TROPHY-U-01 cohort A

‒ N=113

‒ 28% ORR, DOR 6.1 mo, mPFS 5.4 mo, 
mOS 10.9 mo

‒ Is there synergy with PD-1 
immunotherapy?

Sacituzumab Govitecan

Humanized RS7 Antibody
§ Targets Trop-2, an 

epithelial cell surface 
antigen highly 
expressed in UC

SN-38 Payload
§ Active metabolite of irinotecan

Hydrolyzable Linker

Sacituzumab govitecan PI. Avellini. Oncotarget. 2017;8:58642. Starodub. Clin Cancer Res. 2015;21:3870. Cardillo. 
Bioconjugate Chem. 2015;26:919. Tagawa et al Journal of Clinical Oncology 2023 41:6_suppl, 526-526

§ Accelerated FDA approval: for adults with locally 
advanced or metastatic UC who previously 
received a platinum-containing chemotherapy 
and either a PD-1 or PD-L1 inhibitor

Courtesy of Terence Friedlander, MD



Sacituzumab govitecan

§ Final 14/45 (31%) ORR
§ Median PFS 7.3 months
§ Median OS 18.9 months

90% with moderate to 
strong IHC staining
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14/41 (34%) ORR; 10/33 (30%) 
≥3rd line; 4/14 (29%) prior I-O 

Tagawa S, et al.  Ann Oncol (2017) 28 (suppl_5):v295-v329
Tagawa S, et al.  J Clin Oncol  37, no. 7_suppl (March 1, 2019) 354-354

High DAR (7.6:1)1
Hydrolyzable linker hydrolysis2

1. Cardillo TM, et al.  Bioconjug Chem 2015; 26:919-31
2. Govindan SV, et al.  Mol Cancer Ther 2013; 12:968-78 Courtesy of Petros Grivas, MD, PhD



Grivas et al Journal of Clinical Oncology 2022 40:6_suppl, 434-434 Courtesy of Terence Friedlander, MD



Courtesy of Terence Friedlander, MD



Enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan 

How would you generally sequence the following agents for a patient with metastatic 
UBC who is eligible to receive both?



Enfortumab vedotin

Enfortumab vedotin +/- pembrolizumab

Enfortumab vedotin

Enfortumab vedotin/pembrolizumab

Enfortumab vedotin

Enfortumab vedotin/pembrolizumab

What would be your next line of therapy for a 65-year-old patient with metastatic UBC and 
a PS of 0 who experiences disease progression on your preferred first-line treatment?



Enfortumab vedotin

Enfortumab vedotin

Enfortumab vedotin

Carboplatin/gemcitabine

Gemcitabine

Enfortumab vedotin

What would be your most likely next line of therapy for an 80-year-old patient with 
metastatic UBC who has received no prior systemic therapy, is not a candidate for cisplatin 
or carboplatin and experienced disease progression on your preferred first-line treatment?



Enfortumab vedotin 

Pembrolizumab +/- enfortumab vedotin

Enfortumab vedotin 

Enfortumab vedotin

Enfortumab vedotin 

Pembrolizumab/enfortumab vedotin

A 65-year-old patient receives neoadjuvant cisplatin/gemcitabine followed by cystectomy and then 
adjuvant nivolumab for FGFR wild-type UBC but develops disease recurrence in the liver 9 months after 
starting nivolumab. Regulatory and reimbursement issues aside, what would you likely recommend?



80%

50%

90%

30%

50%

35%

Based on available data and your clinical experience, approximately what proportion of 
patients who are receiving enfortumab vedotin for metastatic UBC will require a dose 
reduction due to toxicity?



Enfortumab vedotin

Sacituzumab govitecan

Carboplatin/gemcitabine

Enfortumab vedotin/pembrolizumab

Gemcitabine

Carboplatin/gemcitabine

What would be your next line of therapy for an 80-year-old patient with metastatic UBC 
who is not a candidate for cisplatin and experienced disease progression on your preferred 
first-line treatment?



70%

30%

45%

20%

60%

25%

Based on available data and your clinical experience, approximately what proportion of 
patients who are receiving sacituzumab govitecan for metastatic UBC will require a 
dose reduction due to toxicity?



Yes

Yes

Yes

Yes

No

Yes

In general, when you administer sacituzumab govitecan for metastatic UBC, do you 
preemptively prescribe growth factors for the prevention of treatment-related 
neutropenia?



Hold SG until counts return to normal, 
and restart at a reduced dose

Hold sacituzumab govitecan (SG) until counts return to normal, 
and restart at the same dose 

Hold SG until counts return to normal and start G-CSF 
if not already started; if already on G-CSF, SG at reduced dose 

Continue SG at a reduced dose

Hold SG until counts return to normal, 
and restart at a reduced dose

Hold SG until counts return to normal, 
and restart at the same dose 

A patient who is experiencing a good response to sacituzumab govitecan for metastatic 
UBC is found to have an absolute neutrophil count of 900/mm3 without fever. What 
would be your treatment approach? 



Yes

Yes

Yes

Yes

Yes

Nausea and vomiting

Yes

In general, when you administer sacituzumab govitecan for metastatic UBC, do you 
preemptively initiate medication for …?

Yes

Yes

No

Yes

No

Diarrhea

No



What else is on the horizon?

§ FGFR3 mutations present in ~20% of 
mUBC

§ Erdafitinib is an approved pan-FGFR 
inhibitor: Phase III THOR study

§ Is there synergy with PD-1 
immunotherapy?

1. The Cancer Genome Atlas. Nature. 2014:507:315. 2. Helsten. CCR. 2016;22:259.
3. Li. Curr Urol Rep. 2016;17:12.  4. Pandith. Urol Oncol. 2013;31:398. Courtesy of Terence Friedlander, MD



Enfortumab vedotin à erdafitinib à sacituzumab govitecan 

Enfortumab vedotin à erdafitinib à sacituzumab govitecan 

Erdafitinib à enfortumab vedotin à sacituzumab govitecan 

Enfortumab vedotin à sacituzumab govitecan à erdafitinib

Enfortumab vedotin à erdafitinib à sacituzumab govitecan 

Erdafitinib à enfortumab vedotin à sacituzumab govitecan 

How would you generally sequence the following agents for a patient with metastatic 
UBC who is eligible to receive all 3?



Enfortumab vedotin 

Erdafitinib

Erdafitinib

Enfortumab vedotin

Enfortumab vedotin 

Erdafitinib

A 65-year-old patient receives neoadjuvant chemotherapy followed by cystectomy and then adjuvant 
nivolumab for UBC with an FGFR mutation but develops disease recurrence in the liver 9 months after 
starting nivolumab. Regulatory and reimbursement issues aside, what would you likely recommend?



75% to 80%

75%

90%

60%

80%

50%

Based on available data and your clinical experience, approximately what proportion of 
patients who are receiving erdafitinib for metastatic UBC will require a dose reduction 
due to toxicity?



Disitamab Vedotin (RC48-ADC) Structure and Mechanisms of Action

Sheng X et al. ASCO 2022;Abstract 4520.



Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.Courtesy of Petros Grivas, MD, PhD

RC48 active in HER2 2-3+ mUC (#4520 – Sheng et al)



Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.Courtesy of Petros Grivas, MD, PhD
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Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.Courtesy of Petros Grivas, MD, PhD
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Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Disitamab

Courtesy of Petros Grivas, MD, PhD



Trastuzumab deruxtecan or disitamab vedotin

Trastuzumab/chemotherapy, disitamab vedotin, 
trastuzumab deruxtecan

Disitamab vedotin

Trastuzumab

Disitamab vedotin

Disitamab vedotin

Regulatory and reimbursement issues aside, which agent or regimen would you be 
most likely to use for a patient with HER2-positive metastatic UBC?



I have not and would not 

I have – trastuzumab deruxtecan

I have not but would for the right patient

I have – trastuzumab

I have not and would not 

I have not and would not 

Have you offered or would you offer HER2-targeted therapy to your patients with 
HER2-positive metastatic UBC outside of a protocol setting?



Beyond third line

Third line 

Beyond third line

Third line

Beyond third line

Second line

Regulatory and reimbursement issues aside, in which line of therapy would you 
generally offer targeted treatment to a patient with HER2-positive metastatic UBC?



APPENDIX



EV-103 Cohort K: First-Line Enfortumab Vedotin + 
Pembrolizumab in Cisplatin-Ineligible mUC

Friedlander et al. ASCO 2023. Journal of Clinical Oncology 2023 41:16_suppl, 4568-4568Courtesy of Terence Friedlander, MD



Friedlander et al.  ASCO 2023. Journal of Clinical Oncology 2023 41:16_suppl, 4568-4568

EV-103 Cohort K: First-Line Enfortumab Vedotin + 
Pembrolizumab in Cisplatin-Ineligible mUC

No new safety signals

Courtesy of Terence Friedlander, MD



Grivas et al Journal of Clinical Oncology 2022 40:6_suppl, 434-434 Courtesy of Terence Friedlander, MD



TROPHY U-01 Cohort 3

§ Modest increase in ORR with addition of pembrolizumab

§ Some long-term responders

‒ Would this be seen with pembrolizumab monotherapy?

§ More data needed to better understand interaction of SG and 
immunotherapy

§ TROPiCS 04 Phase III monotherapy study of SG vs chemotherapy 
underway

Courtesy of Terence Friedlander, MD





TROPHY U-01 Cohort 2: Best Change in Target Lesions and Response 
Assessment from Start of Treatment to Disease Progression

Petrylak D et al. Genitourinary Cancers Symposium 2023;Abstract 520.  



TROPHY U-01 Cohort 2: Progression-Free Survival and Overall Survival

Petrylak D et al. Genitourinary Cancers Symposium 2023;Abstract 520.  



TROPHY U-01 Cohort 2: Updated Safety Outcomes

Petrylak D et al. Genitourinary Cancers Symposium 2023;Abstract 520.  



Courtesy of Terence Friedlander, MD



NORSE Trial: Erdafitinib +/- 
Pembrolizumab
§ Increase in ORR

§ Better PFS/OS

§ Is this additive or 
synergistic?

§ No new safety signals

Siefker-Radke et al 2023 ASCO Annual Meeting J Clin Oncol 41, 2023 (suppl 16; abstr 4504)
Courtesy of Terence Friedlander, MD



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Phase 3 THOR: Results of Erdafitinib vs Chemo in Advanced or Metastatic 
Urothelial Cancer With Fibroblast Growth Factor Receptor Alterations

DOR, duration of response; IV, intravenous; Q3W, every 3 weeks.
Loriot Y, et al. J Clin Oncol 41, 2023 (suppl 17; abstr LBA4619)

THOR is a phase 3, randomized, open-label ongoing study of erdafitinib vs chemotherapy (vinflunine or 
docetaxel) or pembrolizumab in patients with metastatic or unresectable UC and selected FGFR 

alterations who have progressed on or after 1 prior line of therapy

Prior 
anti-PD-(L)1 

therapy
(N = 266)

Chemotherapy
Docetaxel 75 mg/m2

Q3W, or vinflunine 
320 mg/m2 Q3W

Erdafitinib
8 mg/day

R
1:1

Primary Endpoint:

§ OS

Secondary 
Endpoints:

§ PFS
§ ORR and DOR
§ QOL
§ Safety and 

pharmacokinetics

§ Locally advanced or 
metastatic UC

§ Prior systemic 
therapy (tx) that 
included anti-PD-(L)1 
agent, and ≤ 2 prior 
lines of tx

§ Prespecified 
FGFR2/3 alterations 
(mutations and 
fusions)

§ ECOG PS 0-2

Courtesy of Petros Grivas, MD, PhD



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Phase 3 THOR: Results of Erdafitinib vs Chemo in Advanced or Metastatic 
Urothelial Cancer With Fibroblast Growth Factor Receptor Alterations

Overall survival (OS), Progression-free survival (PFS), Objective Response Rate (ORR)
Loriot Y, et al. J Clin Oncol. 2023;41(suppl 17); abstr LBA4619.

Prior treatment with PD-(L)1, Erdafitinib significantly improved OS, PFS, and ORR vs investigator’s choice of chemo. 

OS PFS ORR

Erdafitinib reduced the risk of death by 36% vs chemotherapy
HR: 0.64 (95% CI: 0.47, 0.88; P = .005)

Median PFS was 5.6 versus 2.7

Erdafitinib reduced the risk of progression or death by 
42% versus chemotherapy
HR: 0.58 (95% CI: 0.44, 0.78; P = .0002)

Courtesy of Petros Grivas, MD, PhD



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Phase 3 THOR: Results of Erdafitinib vs Chemo in Advanced or Metastatic 
Urothelial Cancer With Fibroblast Growth Factor Receptor Alterations

Loriot Y, et al. J Clin Oncol. 2023;41(suppl 17); abstr LBA4619.

Erdafitinib toxicity was consistent with known safety profile 

§ 27 patients (24.1%) treatment-related serious AEs

§ 6 treatment-related deaths occurred 

§ 18 patients (13.3%) treatment-related serious AEs 

§ 1 treatment-related death occurred

Courtesy of Petros Grivas, MD, PhD



Chronic Lymphocytic Leukemia
Thursday, July 6, 2023
5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

Kristen E Battiato, AGNP-C
Jennifer Woyach, MD

Faculty 

Part 3 of a 3-Part Complimentary NCPD Webinar Series 
in Partnership with the 2023 ONS Congress

What I Tell My Patients: Faculty Physicians and Nurses Discuss 
Patient Education About New Treatments and Clinical Trials



Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
up to 5 minutes after the meeting ends.

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


