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January 27, 2022
TRANS GENIC INC.
(Code N0.2342 TSE Mothers)

TransGenic to Enter into Collaborative Research Agreement on
Gene Modification Experiment Using Mouse Model Containing Humanized TTR Exon

TRANS GENIC INC. (CEO: Kenji Fukunaga, Fukuoka City, Fukuoka, Japan, “TransGenic”)
hereby announces that, it has entered into collaborative research agreement with Professor
Tomoji Mashimo (Division of Animal Genetics, The Institute of Medical Science, The
University of Tokyo) and C4U CORPORATION (President & CEO: Akimitsu Hirai, Suita City,
Osaka, Japan, “C4U") on gene modification experiment using the mouse model containing
humanized transthyretin (“TTR") exon.

The purpose of this collaborative research is evaluating the usability of CRISPR-Cas3 "
system, the new genome editing technology* developed by the research group of Professor
Tomoji Mashimo and exclusively licensed to C4U, using the mouse model containing
humanized TTR exon developed by TransGenic. TTR gene draws attention because the
mutated TTR gene is considered to be a cause of familial amyloidotic polyneuropathy (a type
of systemic amyloidosis™). This research is expected to lead to the development of new
gene therapy method for genetic diseases in the future.

Drug discovery support business division of TransGenic provides useful mouse models by
using its high technological capability and knowledge accumulated in the development of
genetically modified animals. The mouse model containing humanized TTR exon was
developed based on TransGenic’s unique exon-humanized mouse technology (publication
No. WO/2020/240876), and shows normal gene expression level and tissue specificity.
Therefore, it is considered to be the best model to verify the efficacy of gene therapy.

TransGenic expects to reveal the efficacy of exon-humanized mouse technology in this
collaborative research, and would like to promote contract production or joint development
of the mouse model containing humanized exon that is effective in gene therapy experiment
for other genetic diseases.

The term of this collaborative research is assumed to be one year. This matter is not
expected to have a material impact on the business result or financial performance for the
fiscal year 2022, however, we shall notify as soon as we identified matters requiring
disclosure.

TransGenic Group will improve high-value added drug discovery support service
continuously.



[Company profile of C4U]

C4U CORPORATION is a biotech venture company originating from Osaka University
founded in March, 2018. The goal of C4U is the utilization of CRISPR-Cas3-related
genome editing technology invented by Junji Takeda (Guest Professor, Research Institute
for Microbial Diseases, Osaka University) and Tomoji Mashimo (Professor, Division of
Animal Genetics, The Institute of Medical Science, The University of Tokyo) in the society.
C4U develops new treatment method for various diseases including genetic disease using
this new genome editing technology, and intends to contribute to the society by utilizing
it as a platform technology applied in a wide range of industries, such as medical
manufacturing, agriculture, and industry, through the collaboration with other companies
and research institutes.

Name C4U CORPORATION

Location 2-8, Yamadaoka, Suita-City, Osaka, Japan

Representative Akimitsu Hirai, President & CEO

Business description Research and development using new genome editing
technology

Capital 50 million yen

Established March 15, 2018

Relationship with No capital, personal, or transactional relationship with

TransGenic TransGenic

C4U doesn’t fall into TransGenic’s related party.
*Information regarding shareholders and financial condition are not described for
confidentially reason based on C4U’s intention.

& Reference
"I Genome editing technology
Genome editing technology is a technology that enables selective cleavage and
modification of genome by introducing DNA cleavage enzyme and artificially designed
RNA into the cell.

2"CRISPR-Cas3

CRISPR-Cas3 is a novel genome editing technology developed based on the research
outcome of Junji Takeda (Guest Professor of Professor of Research Institute for
Microbial Diseases, Osaka University) and Tomoji Mashimo (Professor of Division of
Animal Genetics, The Institute of Medical Science, The University of Tokyo), the
founders of C4U.

CRISPR-Cas3 cleaves double strand DNA, as with CRISPR-Cas9. However,
CRISPR-Cas3 has higher specificity because target recognition sequence in crDNA
(guide sequence) is longer (27 nucleotide). In addition, it became apparent that effect
on off-target mutation (nonspecific and unintended genetic modifications) is extremely
low, so it is more secure for genome editing. Furthermore, since large deletion is



possible, it is suited for destroying the function as well as modifying the gene.

3" Systemic amyloidosis
Systemic amyloidosis is a serious condition cause by a build-up and deposition of
fibrillate protein (amyloid) in organs and tissues throughout the body.

Contact for inquiries and additional information :
TRANS GENIC INC.

Yutaka Funabashi, Director

Telephone +81-(0)3-6551-2601



