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Press Release

Astellas Confirms Phase 2 GLEAM Trial Did Not Meet
Primary Endpoint of Overall Survival in Patients with
Metastatic Pancreatic Cancer

TOKYO, October 14, 2025 — Astellas Pharma Inc. (TSE: 4503, President and CEO:
Naoki Okamura, “Astellas”) today announced the Phase 2 GLEAM ftrial investigating
zolbetuximab in combination with gemcitabine plus nab-paclitaxel versus gemcitabine
plus nab-paclitaxel in metastatic pancreatic adenocarcinoma patients did not meet its
primary endpoint of overall survival (OS) at final analysis. The safety profile of the
zolbetuximab combination was generally consistent with the known profiles of each
individual therapy.

The Company will complete a full evaluation of the data from GLEAM and work with
investigators on the future dissemination of the results, including secondary end points
and subgroup analyses.

Moitreyee Chatterjee-Kishore, Ph.D., M.B.A., Head of Oncology Development,
Astellas:

“While we acknowledge that the GLEAM trial did not meet its primary endpoint, we
extend our heartfelt gratitude to all trial participants for their invaluable contributions.
Our unwavering commitment to pancreatic cancer research remains firm. We
recognize the immense challenges posed by this notoriously difficult-to-treat disease
and are dedicated to advancing a robust pipeline of innovative investigational
treatments aimed at providing hope and improved outcomes for patients facing this
devastating and aggressive disease.”

The impact of this result on Astellas’ financial results for the fiscal year ending March
31, 2026, is expected to be minor.

it

About the GLEAM Trial of Zolbetuximab in Pancreatic Cancer

The Phase 2 GLEAM trial of zolbetuximab in metastatic pancreatic adenocarcinoma involved 393 adult
patients from 136 study centers across the US, Europe, Asia, and Australia. The randomized, open-label
trial evaluated the safety and efficacy of zolbetuximab in combination with gemcitabine plus nab-paclitaxel
as a first-line treatment in patients with metastatic pancreatic adenocarcinoma whose tumors are
CLDN18.2 positive (defined as 275% of tumor cells demonstrating moderate to strong membranous
CLDN18 staining assessed using an immunohistochemistry assay)."

For more information, please visit clinicaltrials.gov under |dentifier NCT03816163.

Date of Preparation: October 2025


https://clinicaltrials.gov/ct2/show/NCT03816163

About Pancreatic Cancer

Pancreatic cancer is the 121" most common cancer worldwide and the sixth most common cause of
cancer-related death.? Global incidence and mortality rates continue to rise for both men and women, with
over 510,000 cases diagnosed in 2022 and 467,000 deaths as a result of the disease.?® By 2030, it is
expected that pancreatic cancer could be the second leading cause of cancer death in developed
countries.*

Pancreatic cancer remains one of the cancers with the poorest prognosis, with an overall five-year survival
rate of less than 5% associated with metastatic disease.® The most common pancreatic tumors are
adenocarcinomas, which account for more than 90% of pancreatic cancer cases.®

The only treatment currently available with curative intent is surgery followed by adjuvant
chemotherapy.” Even if patients are eligible for surgery, the five-year survival rate remains below 10%.”

About Zolbetuximab

Zolbetuximab is a first-in-class monoclonal antibody (mAb) specifically designed to target tumor cells that
express CLDN18.2, a transmembrane protein.’

CLDN18.2 is overexpressed in pancreatic cancer, making it a potential therapeutic target.* The GLEAM
trial showed that of patients with metastatic pancreatic cancer, 27.7% overexpressed CLDN18.2 protein
in 275% of their tumor cells, assessed using an immunohistochemistry assay, which represents a
substantial patient group that could potentially benefit from a targeted first-line therapy.'

By binding to CLDN18.2, zolbetuximab induces cancer cell death and tumor growth inhibition by activating
two distinct immune system pathways — antibody-dependent cellular cytotoxicity (ADCC) and
complement-dependent cytotoxicity (CDC)."8

Zolbetuximab was the first CLDN18.2 targeted therapy to receive regulatory approval anywhere in the
world. Zolbetuximab is the only currently approved treatment for use in CLDN18.2 positive (HER2-
negative) gastric or GEJ cancer in a number of countries, including China, the European Union, Japan,
and the United States.

About Astellas’ Investigational Pipeline in Pancreatic Cancer

Astellas is evaluating several investigational therapies for the treatment of gastrointestinal cancers,
including pancreatic cancer, harnessing multiple novel modalities with the goal of delivering the oncology
medicines of tomorrow.

ASP3082 is a selective protein degrader discovered fully in-house that targets mutated KRAS G12D,
which is found in approximately 40% of pancreatic ductal adenocarcinomas.® A potential first-in-class
therapy, ASP3082 is currently being evaluated in a Phase 1 clinical trial for patients with metastatic or
locally advanced unresectable solid tumors with KRAS G12D mutations. In addition, Astellas is advancing
ASP4396 which also targets mutated KRAS G12D and is in Phase 1 study. For more information, visit
clinicaltrials.gov with identifier NCT05382559 (ASP3082) or NCT06364696 (ASP4396).

ASP2138 is a bispecific antibody that binds to CD3 and CLDN18.2. It is currently being evaluated in a
Phase 1 clinical trial for patients with metastatic or locally advanced unresectable gastric or
gastroesophageal junction (GEJ) adenocarcinoma or pancreatic adenocarcinoma whose tumors express
CLDN18.2. For more information, visit clinicaltrials.gov with identifier NCT05365581.

Astellas holds a worldwide exclusive license (excluding China’s mainland, Hong Kong, Macao and Taiwan
region) to develop and commercialize XNW27011, an investigational antibody-drug conjugate targeting
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https://clinicaltrials.gov/study/NCT05382559
https://clinicaltrials.gov/study/NCT06364696?term=asp4396&viewType=Table&rank=1
https://clinicaltrials.gov/study/NCT05365581

CLDN18.2. XNW27011 is currently being evaluated by Evopoint Biosciences, the licensor of XNW27011,
in metastatic or locally advanced solid tumors that express CLDN18.2, including gastric cancer,
gastroesophageal cancer and pancreatic cancer. For more information, visit clinicaltrials.gov with
identifier NCT06792435.

The safety and efficacy of the agents under investigation have not been established for the uses
being considered. There is no guarantee that the agents will receive regulatory approval and
become commercially available for the uses being investigated.

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.

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.

Contacts for inquiries or additional information:

Stefanie Holman
+44 (0) 7789-625094
stefanie.holman@astellas.com

Astellas Pharma Inc.
Corporate Communications
+81-3-3244-3201
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