News Release
Takeda Enters Collaboration and Licensing Agreement with Zedira and Dr. Falk Pharma
to Develop First-in-Class Celiac Disease Therapy
−

Collaboration Provides Takeda an Exclusive License to Develop and Commercialize ZED1227/TAK-227 in the
United States and Other Countries Outside of Europe, Canada, Australia and China

−

Agreement Adds Third Investigational Therapy to Takeda’s Pipeline for the Potential Treatment of Celiac
Disease

OSAKA, Japan, and FREIBURG and DARMSTADT, Germany, October 20, 2022 – Takeda
(TSE:4502/NYSE:TAK), Zedira and Dr. Falk Pharma GmbH today announced a collaboration and licensing
agreement to develop ZED1227/TAK-227, a Phase 2b investigational therapy for the treatment of celiac disease. TAK227 is a potential first-in-class therapy designed to prevent the immune response to gluten in celiac disease, a serious
autoimmune disease where the ingestion of gluten leads to inflammation and damage to the small intestine. There are
currently no approved therapies for the treatment of celiac disease.
“The continued development of TAK-227 in partnership with Zedira and Dr. Falk Pharma has the potential to offer a
meaningful benefit to patients with celiac disease who suffer from symptoms and ongoing intestinal injury despite
maintaining a gluten-free diet,” said Chinwe Ukomadu, M.D., Ph.D., head, Gastroenterology Therapeutic Area Unit at
Takeda. “With three novel programs now in the clinic, Takeda is at the forefront of developing transformative therapies
for celiac disease and is advancing multiple therapies for patients living with this challenging lifelong autoimmune
condition.”
TAK-227 (ZED1227)1 is a selective, oral small molecule designed to inhibit tissue transglutaminase (TG2), an enzyme
that generates immunogenic gluten peptide fragments upon the breakdown of gluten in the stomach and intestinal tissue.
TAK-227 targets the dysregulated transglutaminase to prevent mucosal damage in the small intestine by preventing the
body’s immune response to gluten, a disease process mediated by activation of gluten-specific T cells. A Phase 2a proofof-concept study published in the New England Journal of Medicine previously demonstrated a protective effect of TAK227 on the duodenal mucosa and symptoms during a six-week gluten challenge.2 The compound was also found to be
safe and well tolerated.
“Patients with celiac disease urgently need appropriate therapeutic options to manage the significant negative impacts of
the disease on health and daily quality of life,” said Roland Greinwald, Ph.D., Managing Director Medicine &
Pharmaceutics at Dr. Falk Pharma.
Martin Hils, Ph.D., CEO at Zedira, added “Takeda’s R&D expertise in gastroenterology, commercial footprint, and its
strong commitment to develop therapies to treat celiac disease, make it an ideal partner to help us bring TAK-227 to
patients.”
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Under the terms of the agreement, Takeda and Dr. Falk Pharma will conduct global clinical studies for TAK-227 in
celiac disease. Takeda will receive an exclusive license to develop and commercialize TAK-227 in the United States and
other territories outside of Europe, Canada, Australia and China. Zedira and Dr. Falk Pharma will receive an upfront
payment and are eligible to receive potential development, regulatory and commercial milestones, as well as royalties on
net sales. Originally discovered by Zedira, Dr. Falk Pharma licensed the European rights to ZED1227 from Zedira in
2011 and assumed responsibility for preclinical and clinical development of the program.
Takeda is advancing a portfolio of investigational therapies for the potential treatment of celiac disease. In addition to
TAK-227, Takeda is developing two other investigational celiac disease therapies that recently entered Phase 2 clinical
trials. TAK-062 is a potential best-in-class, highly potent glutenase – a protein that degrades ingested gluten – that was
computationally engineered to treat celiac disease. TAK-101 is a potential first-in-class, immune-modifying nanoparticle
containing gliadin proteins designed to promote immune tolerance to gluten in celiac disease by preventing gliadinspecific T-cell activation.
About Celiac Disease
Celiac disease is a systemic, immune-mediated disorder characterized by chronic enteropathic inflammation, and
precipitated by exposure to dietary gluten in genetically predisposed individuals.3 Global prevalence of celiac disease is
~1%, with highest rates in women, in relatives of individuals with celiac disease, and in those with other immunemediated disorders; prevalence of celiac disease is increasing worldwide, yet many cases remain undetected or not
formally diagnosed.4,5,6 The amount of daily tolerable gluten varies widely among individuals with celiac disease.
Although some can tolerate >50 mg/day, others develop mucosal abnormalities with gluten consumption of 10 mg/day,
and mucosal damage has been associated with chronic exposures of as little as 1 mg/day.7,8,9 Celiac disease can cause
symptoms, including abdominal pain, diarrhea, nausea, and vomiting. Long-term complications of celiac disease may
include malnutrition, accelerated osteoporosis, nervous system problems and problems related to reproduction. There is
no approved therapy for celiac disease. The only available management option for patients is maintaining a gluten-free
diet, which involves strict, lifelong avoidance of exposure to gluten proteins from wheat, barley, and rye, which is not
always effective.10
About Takeda
Takeda is a global, values-based, R&D-driven biopharmaceutical leader headquartered in Japan, committed to discover
and deliver life-transforming treatments, guided by our commitment to patients, our people and the planet. Takeda
focuses its R&D efforts on four therapeutic areas: Oncology, Rare Genetics and Hematology, Neuroscience, and
Gastroenterology (GI). We also make targeted R&D investments in Plasma-Derived Therapies and Vaccines. We are
focusing on developing highly innovative medicines that contribute to making a difference in people’s lives by
advancing the frontier of new treatment options and leveraging our enhanced collaborative R&D engine and capabilities
to create a robust, modality-diverse pipeline. Our employees are committed to improving quality of life for patients and
to working with our partners in health care in approximately 80 countries and regions. For more information,
visit https://www.takeda.com.
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About Zedira GmbH
The Darmstadt (Germany) based biotech company has a focus on celiac disease and other transglutaminase-linked
conditions in the areas of autoimmunity, fibrotic diseases, and thrombosis. The company develops, produces, and
markets specialty reagents and kits for research and development as well as for clinical diagnostics. Zedira established a
pipeline of drug candidates adapted to specific indications based on a series of patented synthetic transglutaminase
blockers. ZED1227 is the first direct-acting transglutaminase inhibitor in clinical development. Zedira is a portfolio
company of the German High-Tech Gründerfonds.

About Dr. Falk Pharma GmbH
Dr. Falk Pharma GmbH has been developing and marketing innovative medicines to treat a wide range of gastrointestinal
disorders like inflammatory bowel disease or eosinophilic esophagitis as well as hepatobiliary disorders such as primary
biliary cholangitis for over 60 years. As the international experts in digestive and metabolic medicine, the company
brings together physicians, scientists, and patients to devise new and powerful approaches to patient care. Dr. Falk
Pharma engages in pre-clinical and clinical stage research that aims to meaningfully improve therapeutic practice as well
as patient health and well-being. A family-owned business with a global presence, Dr. Falk Pharma has ten affiliates in
Europe and Australia and is continuously growing. The company has its headquarters and R&D facilities in Freiburg,
Germany, its pharmaceutical products are manufactured in Europe, mainly at sites in Germany, France and Switzerland.
Dr. Falk Pharma GmbH employs approximately 990 individuals globally, thereof 218 in Freiburg.
Further information on Dr. Falk Pharma can be found online: https://drfalkpharma.com
Takeda Media Contacts:
Japanese Media
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U.S. and International Media
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Zedira Media Contact:
Ralf Pasternack
contact@zedira.com
+ 49 6151-66628-0
Dr. Falk Pharma Media Contact:
Roland Greinwald
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+49 761 1514-0
Important Notice
For the purposes of this notice, “press release” means this document, any oral presentation, any question and answer
session and any written or oral material discussed or distributed by Takeda Pharmaceutical Company Limited (“Takeda”)
regarding this release. This press release (including any oral briefing and any question-and-answer in connection with it)
is not intended to, and does not constitute, represent or form part of any offer, invitation or solicitation of any offer to
purchase, otherwise acquire, subscribe for, exchange, sell or otherwise dispose of, any securities or the solicitation of any
vote or approval in any jurisdiction. No shares or other securities are being offered to the public by means of this press
release. No offering of securities shall be made in the United States except pursuant to registration under the U.S.
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Securities Act of 1933, as amended, or an exemption therefrom. This press release is being given (together with any
further information which may be provided to the recipient) on the condition that it is for use by the recipient for
information purposes only (and not for the evaluation of any investment, acquisition, disposal or any other transaction).
Any failure to comply with these restrictions may constitute a violation of applicable securities laws.
The companies in which Takeda directly and indirectly owns investments are separate entities. In this press release,
“Takeda” is sometimes used for convenience where references are made to Takeda and its subsidiaries in general.
Likewise, the words “we”, “us” and “our” are also used to refer to subsidiaries in general or to those who work for them.
These expressions are also used where no useful purpose is served by identifying the particular company or companies.
Forward-Looking Statements
This press release and any materials distributed in connection with this press release may contain forward-looking
statements, beliefs or opinions regarding Takeda’s future business, future position and results of operations, including
estimates, forecasts, targets and plans for Takeda. Without limitation, forward-looking statements often include words
such as “targets”, “plans”, “believes”, “hopes”, “continues”, “expects”, “aims”, “intends”, “ensures”, “will”, “may”,
“should”, “would”, “could” “anticipates”, “estimates”, “projects” or similar expressions or the negative thereof. These
forward-looking statements are based on assumptions about many important factors, including the following, which
could cause actual results to differ materially from those expressed or implied by the forward-looking statements: the
economic circumstances surrounding Takeda’s global business, including general economic conditions in Japan and the
United States; competitive pressures and developments; changes to applicable laws and regulations, including global
health care reforms; challenges inherent in new product development, including uncertainty of clinical success and
decisions of regulatory authorities and the timing thereof; uncertainty of commercial success for new and existing
products; manufacturing difficulties or delays; fluctuations in interest and currency exchange rates; claims or concerns
regarding the safety or efficacy of marketed products or product candidates; the impact of health crises, like the novel
coronavirus pandemic, on Takeda and its customers and suppliers, including foreign governments in countries in which
Takeda operates, or on other facets of its business; the timing and impact of post-merger integration efforts with acquired
companies; the ability to divest assets that are not core to Takeda’s operations and the timing of any such divestment(s);
and other factors identified in Takeda’s most recent Annual Report on Form 20-F and Takeda’s other reports filed with
the U.S. Securities and Exchange Commission, available on Takeda’s website at: https://www.takeda.com/investors/secfilings/ or at www.sec.gov. Takeda does not undertake to update any of the forward-looking statements contained in this
press release or any other forward-looking statements it may make, except as required by law or stock exchange rule.
Past performance is not an indicator of future results and the results or statements of Takeda in this press release may not
be indicative of, and are not an estimate, forecast, guarantee or projection of Takeda’s future results.
Medical information
This press release contains information about products that may not be available in all countries, or may be available
under different trademarks, for different indications, in different dosages, or in different strengths. Nothing contained
herein should be considered a solicitation, promotion or advertisement for any prescription drugs including the ones
under development.
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