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TTR exon—humanized mouse optimal for verifying new therapies for FAP
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December 1, 2022

TRANS GENIC INC.
(Code N0.2342 TSE Growth Market)

BioSafety Research Center Inc. to Enter into Agreement with The University of Tokyo
on Contracted Research using Mouse Model with Humanized ACE2 Exon

Application for research funding by the research group using mouse model with humanized
ACE2 exon’?, which was developed by TRANS GENIC INC. (“TransGenic”), was adopted as a
BINDS (Basis for Supporting Innovative Drug Discovery and Life Science Research) project of
Japan Agency for Medical Research and Development. Accordingly, BioSafety Research Center
Inc. (a subsidiary of TransGenic, CEO: Kenji Fukunaga, Iwata City, Shizuoka, Japan, “BSRC")
has resolved to enter into contracted research agreement with The University of Tokyo (the
representative of this project, President: Teruo Fujii, Bunkyo-ku, Tokyo, Japan, “UTokyo”).

[Overview]

This project aims to develop the therapeutic agent for COVID-19. The research group of
Professor Hirotatsu Kojima (Drug Discovery Initiative, Graduate School of Pharmaceutical
Sciences, UTokyo) examines the effectiveness of antisense oligonucleotide (“ASO”) "3 which
induces ACE2 (the receptor necessary for SARS-CoV-2 infection) exon-skipping? using mouse
model with humanized ACE2 exon developed by TransGenic.

For the drug efficiency evaluation in this project, it is necessary that ASO induces the skipping
of only particular exon. Therefore, exon-intron structure in ACE2 has to be maintained.
Conventional mouse model with humanized ACE2 is a transgenic mouse which is introduced
human cDNA, thereby having no intron. Consequently, this model is impractical for this method
because exon skipping doesn’t occur.

On the other hand, the mouse model with humanized ACE2 exon developed by TransGenic is
a transgenic mouse in which only exon is humanized by using unique exon-humanizing
technology for the purpose of mimicking human infection status, and exon-intron structure in
this mouse model is maintained. Since the defect of conventional model is corrected, this
mouse model is most suitable to evaluate drug efficiency of ASO which induces ACE2 exon

skipping.

TransGenic also developed the mouse model with humanized transthyretin (TTR) exon™
successfully, and promotes research in order to develop new medical treatment for genetic
disorders. (Please refer to the press release announced on October 11, 2022, “TransGenic to



launch the mouse model with humanized TTR exon for the development of amyloidosis
treatment”)

TransGenic expects that the usability of exon-humanizing technology will be shown in this
project. TransGenic will promote contracted manufacturing and collaborative development of
mouse models with humanized exon useful for the experiment of other gene therapies and
research on virus infection.

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 will continue to provide high value-added drug discovery support services.

[BINDS Project]

BINDS (Basis for Supporting Innovative Drug Discovery and Life Science Research) is a
project which is promoted by Japan Agency for Medical Research and Development (AMED).

The objective of this project is to improve technological support infrastructure for life science
research corresponding to diversification of drug modalities and advancement of technologies
by the development of sharing facilities and equipment. BINDS puts effort into the
establishment of infrastructure for basic research for the development of life science including
drug discovery, the improvement of research support platform such as the promotion of digital
transformation of common facilities including cryo-electron microscopy, and establishment of
technical support infrastructure corresponding to new drug modalities (such as nucleic acid
medicines, middle-molecule drugs, and engineered antibodies).

UTokyo, Tohoku University, Kobe University, and BSRC take part in this project.
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In exon skipping, short ASOs block splicing enhancer in precursor mRNA
and remove (skip) targeted exon, thereby correcting a shift of the amino
acid reading frame.
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Antisense oligonucleotide

Antisense oligonucleotide (ASO) is a single-stranded DNA or RNA which is
complementary to mRNA target. ASO can suppress the expression of protein.

*4, Reference regarding transthyretin (TTR) exon-humanized mouse
TTR exon-humanized mouse optimal for verifying new therapies for FAP, Biochemical
and Biophysical Research Communications, 599 (2022) :69-74
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