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Development of Brincidofovir for Multiple Sclerosis
CRADA with the National Institute of Neurological Disorders and Stroke (NINDS)

TOKYO, Japan, March 22, 2023 -- SymBio Pharmaceuticals Limited (Headquarters: Tokyo, “the
Company”) today announced that SymBio has entered into a Collaborative Research and Development
Agreement (“CRADA”1) for brincidofovir (BCV) with the National Institute of Neurological Disorders
and Stroke (“NINDS”*2), part of the National Institutes of Health (“NIH”*3) in the United States.

The purpose of this CRADA is to verify the efficacy of BCV as an anti-viral therapeutic for Epstein-
Barr virus (EBV)in the treatment of multiple sclerosis™4 , by conducting in-vitro and animal model
studies using cells derived from patients with multiple sclerosis associated with EBV infection, and to

obtain necessary data with a view to future clinical trials.

In August 2022, SymBio entered into a collaboration agreement for the transfer of materials with
NINDS to evaluate the antiviral effects of BCV against EBV, and NINDS has already conducted non-
clinical studies to evaluate the potential efficacy of the BCV.

Statement from Mr. Fuminori Yoshida, President and CEO of SymBio: “We expect that this
collaboration with the National Institute of Neurological Disorders and Stroke will accelerate the
development of BCV in the neurodegenerative diseases field and offer new treatment options for

patients by directly targeting EBV, the primary cause of multiple sclerosis."

The Company does not expect the information presented herein to have any material impact on its

financial outlook for the fiscal year ending December 31, 2023.
[Contact]
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Note 1: Collaborative Research and Development Agreement (CRADA)

A Cooperative Research and Development Agreement (CRADA) is a formal agreement that facilitates
research and development collaborations between federal laboratories at a government agency and a
non-federal partner such as a private company or university, to jointly pursue common research goals. .
The purpose of the CRADA is to make available government facilities, intellectual property, and
expertise for collaborative interactions that lead to the development of useful, marketable products that
benefit public health. Under the CRADA, the Collaborator is granted the first option to take a license,
for any inventions that are made jointly by NIH inventors/researchers and the Collaborator’s

inventors/researchers during the research program or by NIH inventors/researchers alone.

Note 2: National Institute of Neurological Disorders and Stroke (NINDS)

The NINDS is one of the 27 institutes and centers that make up the NIH, whose mission is to seek
fundamental knowledge about the brain and nervous system and to use that knowledge to reduce the
burden of neurological disease for all people. The NINDS’ FY 2022 budget is $2.6 billion. Its major
research areas include basic biology of the brain and nervous system, genetics, neuro degeneration,
learning and memory, motor control, brain repair, and synapses, and also funds clinical research on
diseases and disorders of the brain and nervous system, including AIDS, Alzheimer's disease, epilepsy,
muscular dystrophy, multiple sclerosis, Parkinson's disease, spinal cord injury, stroke, and traumatic
brain injury. The NINDS also funds clinical research on brain and nervous system diseases and
disorders, including Alzheimer's disease, epilepsy, multiple sclerosis, spinal cord injury, stroke, and

traumatic brain injury.

Note 3: National Institutes of Health (NTH)

The NIH is the world's largest grant-making and research organization in the field of medical research,

organized under the umbrella of the United States Department of Health and Human Services (HHS).

Its origins date back to 1887, when a laboratory was established in Staten Island, New York, in the

Naval Hospital (now the U.S. Public Health Service (PHS)) to treat merchant seamen. The NIH's FY

2021 budget is $41.4 billion and its core missions are as follows:

- Creative basic science research, development of innovative research strategies, and bridging
fundamental discoveries to improved health

- Development, maintenance, and advancement of scientific and human resources that enhance the
U.S. capacity to prevent disease

- Development of the U.S. economy and the pursuit of higher returns from public investment in
research and development in medicine and dissemination of fundamental knowledge in peripheral
scientific fields

- Promote scientific integrity, social accountability, and social responsibility of scientists in science

To carry out the above objectives, the NIH is organized as a collection of 27 independent institutes and

centers that focus on different diseases and human body tissues.
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Note 4: multiple sclerosis (MS)

Multiple sclerosis is a specific disease designated by the Ministry of Health, Labour and Welfare and
intractable neurological disease [designated intractable disease 13]. It is an autoimmune disease of the
central nervous system. There are approximately 3 million patients worldwide, mainly in Europe and
the United States, and it is said that there are approximately 18,000 patients in Japan. The disease
affects the brain, spinal cord, optic nerves, etc., and various neurological symptoms appear, and the

disease repeatedly relapses and goes into remission.

About the anti-viral drug Brincidofovir

Brincidofovir (BCV) is a lipid conjugate of cidofovir (CDV). CDV is an antiviral drug already approved
and marketed in the United States and the European Union, but unapproved in Japan. As BCV exhibits
not only higher anti-viral activity, but also a superior safety profile in comparison with CDV, BCV is
expected to be an effective treatment against a wide spectrum of dsDNA viruses such as herpesviruses
such as cytomegalovirus (CMV), adenovirus (AdV), Epstein-Barr virus (EBV) and BK virus,
papillomavirus. Moreover, BCV is an easy-to-use and novel highly active antimultiviral agent that can
reduce the risk of nephrotoxicity, which is a serious side effect of CDV. SymBio entered into an exclusive
global license agreement with Chimerix Inc. (Headquarters: Durham, NC, "Chimerix") for brincidofovir
(BCV) on September 30, 2019. Under the terms of the agreement, Chimerix grants SymBio exclusive
worldwide rights to develop, manufacture, and commercialize BCV in all human indications, excluding
the prevention and treatment of orthopox infections (which includes smallpox and monkeypox). To
develop global operations, the Company is considering partnerships that will utilize regional
characteristics of the target diseases, and striving to maximize the business value of the products and
to deliver to patients who need our products as soon as possible. The Company aims to serve the patients
not only in Japan but also in Europe and the U.S. market where the market size for organ

transplantation is large, and Asia, including the Chinese market.

About SymBio Pharmaceuticals Limited

SymBio Pharmaceuticals Limited was established in March 2005 by Fuminori Yoshida who previously
served concurrently as Corporate VP of Amgen Inc. and founding President of Amgen Japan. In May
2016, the Company incorporated its wholly-owned subsidiary in the U.S., SymBio Pharma USA, Inc.
(Headquarters: Durham, North Carolina, President: Carolyn Yanavich).

The Company’s underlying corporate mission is to “deliver hope to patients in need” as it aspires to be
a leading global specialty biopharmaceutical company dedicated to addressing underserved medical

needs.
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