Perioperative enfortumab
vedotin and
pembrolizumab should
replace cisplatin in muscle-
invasive bladder cancer

2026 Debates and Didactics in Hematology and Oncology 2\8 Dartnare for Advancing Bio Ascend



Dr. Ciuro has an impossible task today
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FDA approves pembrolizumab or
pembrolizumab and berahyaluronidase alfa-
pmph each with enfortumab vedotin-ejfv for

muscle invasive bladder cancer

OnI.JuIy 10, 2026,|the Food and Drug Administration approved pembrolizumab (Keytruda,
Merck) or pembrolizumab and berahyaluronidase alfa-pmph (Keytruda Qlex, Merck) each
in combination with enfortumab vedotin-ejfv (Padcev, Astellas Pharma) as neoadjuvant
treatment (before surgery) followed by adjuvant treatment after cystectomy (surgery to
remove the bladder) for adults with muscle invasive bladder cancer (MIBC). This extends
the prior approval for the regimen in this setting from patients who are cisplatin-ineligible
to all patients with MIBC who are candidates for cystectomy.
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KEYNOTE-B15/EV-304

Perioperative EV-P vs neoadjuvant gem/cis in cis-eligible MIBC
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Primary endpoint:
- EFS

Key secondary
endpoints:
« OS, pCR

EV x 5 cycles
P x 13 cycles

Observation

Galsky, M. et al, GUASCO 2026



EV-P improves survival over neoadjuvant GC, period

EFS
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No. at Risk Months
EV +pembro 405 396 377 361 325 215 142

23 0 Cis+gem 403 392 358 338 295 201 119
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HR 0.53 (0.41-0.70), P < 0.0001
2 year EFS: 79% vs 66%
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HR 0.63 (0.48-0.89), P = 0.0029
2 year OS: 87% vs 81%
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PCR of 64% - the highest ever reported in MIBC
PCR in those who underwent surgery: 64% vs 36%

Pathologic Complete Rate Across MIBC Trials
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Want to talk about the control arm? Let’s talk about it.

“it wasn't ddMVAC” Thank goodness
“There was no adjuvant 28 of 403 in the GC arm
Immunotherapy” received |0
Doesn’t change the pCR
rate

If we rejected every new study because the control arm didn’t reflect
the future standard-of-care - we would never make progress.
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GU medical oncologists are VERY nervous about the toxicity of
the sandwich approach

N=405
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Com mun |ty oncolo gl sts are not Trastuzumab Deruxtecan in Residual HER2-Positive

Early Breast Cancer
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More than 3-4 cycles is often needed in the metastatic setting
to achieve best response...

EV+P EV+P

AllCR (n=133)  CR after PR (n=88)
Median time to CR (IQR), months 4.3 (2.2-8.4) 6.6 (4.3-12.1)
Time to PR - 2.1 (1.9-2.2)
Time from PR to CR - 4.5(2.2-10.7)
Median EV cycles prior to CR (IQR), n 6.0 (3.0-9.0) 8.0 (6.0-11.5)
EV cycles prior to PR - 3.0 (3.0-3.0)
EV cycles from PR to CR - 5.0 (3.0-8.0)
Median P cycles prior to CR (IQR), n 6.0 (3.0-10.0) 9.0 (6.0-12.0)
P cycles prior to PR - 3.0 (3.0-3.0)
P cycles from PR to CR - 6.0 (3.0-9.0)

Median total EV cycles (IQR), n

Median total P cycles (IQR), n

13.0 (8.0-28.0)

28.0 (10.0-35.0)

15.0 (9.0-30.0)

31.0 (12.5-35.0)
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 Median 5 cycles of EV to convert a patient
from PR to CR

 Median 8 cycles EV total to CR in mUC

e Compare THIS to 9 cycles perioperative
EV-P in MIBC

So yes - there’s an adjuvant component.
And yes, some patients absolutely need it.

Powles, T. et al. ASCO 2026



Let’s go back to ESMO 2023 when EV-P in mUC got a
standing ovation

« A few of my patients come to mind:

71 year old woman with a durable complete response cried last visit because she is
allowing herself to think about her grandchildren getting older now

63 year old male with a durable CR for last 3 years who celebrates only having to drive
through Atlanta traffic every 3 months for scans now

Some drugs just work better.

Are you really going to ignore the patients you are curing with metastatic
disease with EV-P when meeting a new patient with MIBC?
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3 reasons EV-P is the new standard of care in MIBC

 The Data: Category 1, RCT evidence showing superior OS and EFS with
EV-P over cisplatin in MIBC

* The Experience: Medical oncologists have enough real-world EV-P

experience from the metastatic setting to safely and confidently use it
perioperatively.

* The Goal: | am not sequencing treatments in preparation for future
metastatic disease. | am focused on curing patients now.
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