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U.S. FDA Approves PADCEV® plus Keytruda® as Neoadjuvant and Adjuvant Treatment
for Muscle-Invasive Bladder Cancer Regardless of Cisplatin Eligibility

- First and only treatment regimen for adults with MIBC, regardless of cisplatin
eligibility, representing a platinum-free potential standard of care -
- Broadened approval supported by Phase 3 EV-304 data showing a nearly 50%
reduction in the risk of tumor recurrence, progression or death, and a 35% reduction in

the risk of death, versus standard of care in cisplatin-eligible patients -

NEW YORK AND TOKYO, July 13, 2026 — Pfizer Inc. (NYSE: PFE) and Astellas Pharma Inc.
(TSE: 4503, President and CEO: Naoki Okamura, “Astellas”) today announced that the U.S.
Food and Drug Administration (FDA) has approved PADCEV® (enfortumab vedotin-ejfv), a
Nectin-4 directed antibody-drug conjugate, plus the PD-1 inhibitor, Keytruda® (pembrolizumab)
or Keytruda QLEX™ (pembrolizumab and berahyaluronidase alfa-pmph) as neoadjuvant and
adjuvant (before and after surgery) treatment for adult patients with muscle-invasive bladder
cancer regardless of cisplatin eligibility!. This now marks the first platinum-free regimen
approved for adult patients with MIBC, regardless of cisplatin eligibility.

The approval was based on results from the pivotal Phase 3 EV-304 clinical trial (also known
as KEYNOTE-B15), which were presented at the 2026 American Society of Clinical Oncology
Genitourinary Cancers Symposium (ASCO GU). This expanded indication builds on the
November 2025 U.S. FDA approval of the combination for use as neoadjuvant and adjuvant
treatment in cisplatin-ineligible adult patients with MIBC, based on results from the EV-303
Phase 3 clinical trial (also known as KEYNOTE-905) that were published in the New England
Journal of Medicine.
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Christopher Hoimes, DO, Director of the Bladder Cancer Program and Center for Cancer
Immunotherapy at Duke Cancer Institute, and an EV-304 Principal Investigator

“For muscle-invasive bladder cancer, a comprehensive treatment approach is important; the
neoadjuvant phase can help shrink the tumor and target undetectable cancer cells early before
surgery, while the adjuvant phase can be critical in eliminating residual, undetectable cancer
cells following surgery. These data from EV-304 and this approval show that by delivering this
regimen across both the neoadjuvant and adjuvant phases, without platinum-based
chemotherapy, we can significantly reduce the risk of recurrence and improve overall survival
— offering a potential new standard of care for adult patients with muscle-invasive bladder
cancer.”

Aamir Malik, Executive Vice President, Chief U.S. Commercial Officer, Pfizer

“Today’s approval marks a historic turning point for the treatment of muscle-invasive bladder
cancer, providing adult patients with the first approved platinum-free combination regimen
shown to significantly improve survival over the current standard of care — regardless of
cisplatin-eligibility. PADCEV plus pembrolizumab has established itself as the standard of care
for first line therapy of advanced stages of bladder cancer, and we’re thrilled to be able to
provide this community a much-needed new treatment option in an earlier, potentially curative-
intent setting.”

Moitreyee Chatterjee-Kishore, PhD, MBA, Head of Oncology Development, Astellas

“The approval of neoadjuvant and adjuvant PADCEV plus pembrolizumab expands the
established impact of this combination and represents a critical leap forward in how muscle-
invasive bladder cancer can be treated. By delivering a clinically meaningful survival benefit,
with profound event-free survival and pathological complete response rates, this regimen is the
first platinum-free treatment option in nearly 25 years to outperform standard of care
chemotherapy, offering new hope to patients living with this disease.”

In the EV-304 clinical trial, patients were randomized to receive surgery with neoadjuvant and
adjuvant PADCEYV plus pembrolizumab or surgery with neoadjuvant chemotherapy. PADCEV
plus pembrolizumab was administered as a planned total of 9 cycles of PADCEV and 17 cycles
of pembrolizumab split before and after surgery.i PADCEV plus pembrolizumab demonstrated:

o A 47% reduction in the risk of tumor recurrence, progression or death compared to
patients treated with standard of care neoadjuvant gemcitabine and cisplatin (Hazard
Ratio (HR) of 0.53; 95% Confidence Interval (Cl), 0.41-0.70; 1-sided p<0.0001)."

o An estimated 79.4% of patients were event-free at two years, compared with 66.2%
treated with standard of care.

e A 35% reduction in the risk of death compared to neoadjuvant chemotherapy (HR of
0.65; 95% Cl, 0.48-0.89; 1-sided p=0.0029)."

e A pathological complete response (pCR) rate of 55.8% compared with 32.5% with
chemotherapy at the time of surgery (estimated difference 23.4%; 95% CI 16.7-29.8; 1-
sided p<0.0001)."

o A safety profile consistent with prior experience with this combination, and no new
identifiable safety signals. Grade 23 adverse events (AEs) due to any cause occurred in



75.7% of patients treated with neoadjuvant and adjuvant PADCEV plus pembrolizumab
compared to 67.2% of patients treated with neoadjuvant chemotherapy."
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About the EV-304/KEYNOTE-B15 Trial

The EV-304 trial is an ongoing, open-label, randomized, controlled, Phase 3 study evaluating
neoadjuvant and adjuvant enfortumab vedotin in combination with pembrolizumab versus
neoadjuvant chemotherapy (gemcitabine and cisplatin) in patients with MIBC who are eligible
for cisplatin-based chemotherapy. Patients were randomized to receive either neoadjuvant
and adjuvant (before and after surgery) enfortumab vedotin in combination with
pembrolizumab (arm A) or neoadjuvant gemcitabine-cisplatin chemotherapy (arm B).
Curative-intent surgery (cystectomy) was performed in both arms. Enfortumab vedotin in
combination with pembrolizumab was administered as a planned total of 9 cycles of
enfortumab vedotin and 17 cycles of pembrolizumab split before and after surgery.i

The primary endpoint of this trial is EFS, defined as the time from randomization to the first
occurrence of any of the following events: progression of disease that precludes radical
cystectomy (RC) or failure to undergo RC in participants with residual disease, gross residual
disease left behind at the time of surgery, local or distant recurrence based on blinded
independent central review (BICR) or death due to any cause. Key secondary endpoints
include OS and pCR rate.'

For more information on the global EV-304 trial, go to clinicaltrials.gov.

About Muscle-Invasive Bladder Cancer

Bladder cancer is the ninth most common cancer worldwide, diagnosed in more than 614,000
people each year globally, including an estimated 85,000 people in the U.S./VMIBC
represents approximately 30% of all bladder cancer cases.” The standard treatment for
patients with MIBC is neoadjuvant cisplatin-based chemotherapy followed by surgery."" Even
after undergoing surgery to have their bladder removed, approximately half of patients with
MIBC experience disease recurrence.""

About PADCEV® (enfortumab vedotin-ejfv)

PADCEV® (enfortumab vedotin-gjfv) is a first-in-class antibody-drug conjugate (ADC) that is
directed against Nectin-4, a protein located on the surface of cells and highly expressed in
bladder cancer."" Nonclinical data suggest the anticancer activity of PADCEYV is due to its
binding to Nectin-4-expressing cells, followed by the internalization and release of the anti-
tumor agent monomethyl auristatin E (MMAE) into the cell, which result in the cell not
reproducing (cell cycle arrest) and in programmed cell death (apoptosis).’

PADCEYV plus pembrolizumab or pembrolizumab and berahyaluronidase alfa-pmph is
approved for the treatment of adult patients with MIBC in the United States and for cisplatin-
ineligible patients with MIBC in the European Union.

PADCEYV plus pembrolizumab is also approved for the treatment of adult patients with locally
advanced or metastatic urothelial cancer (la/mUC) in the United States, the European Union,
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Japan and a number of other countries around the world. PADCEYV is also approved as a
single agent for the treatment of adult patients with la/mUC who have previously received a
PD-1/PD-L1 inhibitor and platinum-containing chemotherapy or are ineligible for cisplatin-
containing chemotherapy and have previously received one or more prior lines of therapy.'

About Pfizer Oncology

At Pfizer Oncology, we are at the forefront of a new era in cancer care. Our industry-leading
portfolio and extensive pipeline includes three core mechanisms of action to attack cancer
from multiple angles, including small molecules, antibody-drug conjugates (ADCs), and
multispecific antibodies, including other immune-oncology biologics. We are focused on
delivering transformative therapies in some of the world’s most common cancers, including
breast cancer, gastrointestinal cancer, genitourinary cancer, hematology-oncology, and
thoracic cancers, which includes lung cancer. Driven by science, we are committed to
accelerating breakthroughs to help people with cancer live better and longer lives.

About Astellas

Astellas is a global life sciences company committed to turning innovative science into VALUE
for patients. We provide transformative therapies in disease areas that include oncology,
ophthalmology, urology, immunology and women's health. Through our research and
development programs, we are pioneering new healthcare solutions for diseases with high
unmet medical need. Learn more at www.astellas.com.

About the Pfizer, Astellas and Merck Collaboration

Seagen and Astellas entered a clinical collaboration agreement with Merck to evaluate the
combination of Seagen’s and Astellas’ PADCEV™ (enfortumab vedotin-ejfv) and Merck’s
Keytruda® (pembrolizumab) in patients with muscle-invasive bladder cancer (MIBC) who are
eligible for cisplatin-based chemotherapy. Pfizer Inc. successfully completed its acquisition of
Seagen on December 14, 2023. Keytruda is a registered trademark of Merck Sharp & Dohme
Corp., a subsidiary of Merck & Co., Inc., Rahway, NJ, USA (known as MSD outside of the
United States and Canada).

Pfizer Disclosure Notice

The information contained in this release is as of July 10, 2026. Pfizer assumes no obligation
to update forward-looking statements contained in this release as the result of new information
or future events or developments.

This release contains forward-looking information about Pfizer Oncology, PADCEV ®
(enfortumab vedotin-ejfv) and an approval by the FDA for an expanded indication for
PADCEYV in combination with pembrolizumab or pembrolizumab and berahyaluronidase alfa-
pmph as neoadjuvant and adjuvant (before and after surgery) treatment for adult patients with
muscle-invasive bladder cancer regardless of cisplatin eligibility, including their potential
benefits, that involves substantial risks and uncertainties that could cause actual results to
differ materially from those expressed or implied by such statements. Risk and uncertainties
include, among other things, uncertainties regarding the commercial success of PADCEV; the
uncertainties inherent in research and development, including the ability to meet anticipated
clinical endpoints, commencement and/or completion dates for our clinical trials, requlatory
submission dates, regulatory approval dates and/or launch dates, as well as the possibility of
unfavorable new clinical data and further analyses of existing clinical data; the risk that
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clinical trial data are subject to differing interpretations and assessments by regulatory
authorities; whether regulatory authorities will be satisfied with the design of and results from
our clinical studies; whether and when any applications may be filed with regulatory authorities
in particular jurisdictions for any potential indication for PADCEV with pembrolizumab
(including the application filed with the FDA for the treatment of patients with muscle-invasive
bladder cancer) or as a single agent; whether and when any applications that may be pending
or filed for PADCEV with pembrolizumab or as a single agent may be approved by regulatory
authorities, which will depend on myriad factors, including making a determination as to
whether the product's benefits outweigh its known risks and determination of the product's
efficacy and, if approved, whether PADCEV with pembrolizumab or as a single agent will be
commercially successful; decisions by regulatory authorities impacting labeling, manufacturing
processes, safety and/or other matters that could affect the availability or commercial potential
of PADCEV with pembrolizumab or as a single agent; whether the collaboration between
Pfizer, Astellas and Merck will be successful; risks and uncertainties related to issued or future
executive orders or other new, or changes in, laws or regulations; uncertainties regarding the
impact of COVID-19 on Pfizer’s business, operations and financial results; and competitive
developments.

A further description of risks and uncertainties can be found in Pfizer’s Annual Report on Form
10-K for the fiscal year ended December 31, 2025, and in its subsequent reports on Form 10-
Q, including in the sections thereof captioned “Risk Factors” and “Forward-Looking
Information and Factors That May Affect Future Results”, as well as in its subsequent reports
on Form 8-K, all of which are filed with the U.S. Securities and Exchange Commission and
available at www.sec.qgov and www.pfizer.com.

Astellas Cautionary Notes

In this press release, statements made with respect to current plans, estimates, strategies and
beliefs and other statements that are not historical facts are forward-looking statements about
the future performance of Astellas. These statements are based on management’s current
assumptions and beliefs in light of the information currently available to it and involve known
and unknown risks and uncertainties. A number of factors could cause actual results to differ
materially from those discussed in the forward-looking statements. Such factors include, but
are not limited to: (i) changes in general economic conditions and in laws and regulations,
relating to pharmaceutical markets, (ii) currency exchange rate fluctuations, (iii) delays in new
product launches, (iv) the inability of Astellas to market existing and new products effectively,
(v) the inability of Astellas to continue to effectively research and develop products accepted
by customers in highly competitive markets, and (vi) infringements of Astellas’ intellectual
property rights by third parties. Information about pharmaceutical products (including products
currently in development) which is included in this press release is not intended to constitute
an advertisement or medical advice.

+++


https://cts.businesswire.com/ct/CT?id=smartlink&url=http%3A%2F%2Fwww.sec.gov%2F&esheet=54133316&newsitemid=20241008382241&lan=en-US&anchor=www.sec.gov&index=18&md5=34c952f065e534cbc7962cfe308ce35a
https://cts.businesswire.com/ct/CT?id=smartlink&url=http%3A%2F%2Fwww.pfizer.com%2F&esheet=54133316&newsitemid=20241008382241&lan=en-US&anchor=www.pfizer.com&index=19&md5=3815132e004b999fc1521a671f83bca8

"PADCEYV [package insert]. Northbrook, IL: Astellas Pharma US, Inc.

i National Institute of Health. National Library of Medicine. Perioperative Enfortumab Vedotin (EV) Plus
Pembrolizumab (MK-3475) Versus Neoadjuvant Chemotherapy for Cisplatin-Eligible Muscle Invasive
Bladder Cancer (MIBC) (MK-3475-B15/ KEYNOTE-B15 / EV-304) (KEYNOTE-B15). ClinicalTrials.gov
identifier: NCT04700124. Published January 7, 2021. Updated August 26, 2025. Accessed February
24, 2026. Available at: https://www.clinicaltrials.gov/study/NCT04700124.

i World Bladder Cancer Patient Coalition. GLOBOCAN 2022: Bladder cancer 9th most common
worldwide. Accessed February 24, 2026. Available

at: https://worldbladdercancer.org/news_events/globocan-2022-bladder-cancer-is-the-9th-most-
commonly-diagnosed-worldwide/

v American Cancer Society. Cancer Facts & Figures 2025. Accessed February 24, 2026. Available

at: https://www.cancer.org/research/cancer-facts-statistics/all-cancer-facts-figures/2025-cancer-facts-
figures.html

v Bladder Cancer Awareness Network. What is Muscle Invasive Bladder Cancer? Accessed February
24, 2026. Available at: https://bcan.org/what-is-muscle-invasive-bladder-
cancer/#:~:text=When%20tumors%20grow%20into%20or,Virginia%20Health%20System%20explain%
20MIBC

vi Funt SA, Rosenberg JE. Systemic, perioperative management of muscle-invasive bladder cancer and
future horizons. Nat Rev Clin Oncol. 2017 Apr;14(4):221-234. doi: 10.1038/nrclinonc.2016.188. Epub
2016 Nov 22. PMID: 27874062; PMCID: PMC6054138.

vi Squires P, Cook EE, Song Y, Wang C, Zhang A, Seshasayee SM, Rogiers A,

Li H, Mamtani R. Treatment Patterns, Disease Recurrence, and Overall Survival in Patients with
Muscle-Invasive Bladder Cancer after Radical Cystectomy: A Population-Level Claims-Based
Analysis. Clinical Genitourinary Cancer. 2025 Nov;102466. https://doi.org/10.1016/j.clgc.2025.102466.
vii Challita-Eid PM, Satpayev D, Yang P, et al. Enfortumab vedotin antibody-drug conjugate targeting
nectin-4 is a highly potent therapeutic agent in multiple preclinical cancer models. Cancer

Res 2016;76(10):3003-13.



https://www.clinicaltrials.gov/study/NCT04700124
https://worldbladdercancer.org/news_events/globocan-2022-bladder-cancer-is-the-9th-most-commonly-diagnosed-worldwide/
https://worldbladdercancer.org/news_events/globocan-2022-bladder-cancer-is-the-9th-most-commonly-diagnosed-worldwide/
https://www.cancer.org/research/cancer-facts-statistics/all-cancer-facts-figures/2025-cancer-facts-figures.html
https://www.cancer.org/research/cancer-facts-statistics/all-cancer-facts-figures/2025-cancer-facts-figures.html
https://doi.org/10.1016/j.clgc.2025.102466

