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September 7, 2026

TRANSGENIC GROUP INC.
(Code No0.2342 TSE Standard Market)

Notice Regarding Confirmation of TTR Deposition in Multiple Organs
Using Uniquely Developed "TTR Exon-Humanized Mice"

TRANSGENIC GROUP INC. (“TG GROUP”) hereby announces that, TG Group and
Transgenic Inc., a consolidated subsidiary of TG Group, have confirmed the deposition of
TTR (transthyretin)*® in the ileum, kidney, and peripheral nerve (sciatic nerve™) in "TTR
exon-humanized mice" ! developed by TG group. This research result was obtained through
the collaborative study involving Institute of Resource Development and Analysis at
Kumamoto University, the Graduate School of Medicine and Pharmaceutical Sciences at
University of Toyama, and Kobe University Hospital.

The result of this study was published in the academic journal “Advances in Neurology
and Neuroscience” on August 19, 2026.

1, Background of this study

Hereditary ATTR amyloidosis™ is a progressive disease. Mutations in TTR gene destabilize
TTR protein, causing it to deposit in tissues as amyloid™ and thereby damage the peripheral
nerves, heart, and other organs. Animal models capable of appropriately assessing human
TTR expression and tissue deposition are crucial for the elucidation of disease mechanisms
and therapeutic development.

Conventional human TTR-transgenic mice have various problems, such as fluctuation of
expression levels depending on transgene copy number and insertion site, and the
formation of hybrid tetramers with mouse-derived TTR. TG Group's exon humanization
technology makes it possible to replace protein-coding exon regions with human sequences
while retaining mouse gene's introns and expression control regions. Therefore, this model
allows for the analysis of human TTR behavior under the control of endogenous mouse
gene expression.

2, Key findings of this study

In this study, we introduced Val30Met mutation™® associated with hereditary ATTR
amyloidosis into TTR exon-humanized allele and generated three types of mice: wild-type
(V30/V30), homozygous mutant (M30/M30), and heterozygous (V30/M30).

After raising these mice in SPF environment, the ileum and kidneys were analyzed at 26



and 52 weeks of age, and the sciatic nerve was analyzed at 52 weeks of age, yielding the
following results.

» TTR deposition in peripheral nerves
TTR deposition in peripheral nerves was confirmed in the sciatic nerves of this model
at 52 weeks of age, although difficult to reproduce in conventional mouse models.
Since peripheral neuropathy is a key pathological feature of this disease, it is
considered a significant characteristic of this mouse model.
» Deposition patterns varying by genotype
M30/M30 mice showed less deposition in the ileum and kidney than V30/V30 and
V30/M30 mice. This result suggests that TTR deposition is not determined solely by
the presence or absence of the variant type.
> Potential for analyzing the deposition process prior to mature amyloid formation
While TTR- deposits were observed, mature amyloid fibrils were not detected by
special staining. The observed deposits are considered to be non-fibrillar or pre-
amyloid TTR deposition. This is consistent with previous reports; unless mice are
raised in conventional environment, deposition as amyloid fibrils does not occur.
These findings suggest TTR exon-humanized mice as a useful model for analyzing
the factors involved in the transition from non-fibrillar TTR deposits to fibrillar amyloid
deposits.

3, Significance of this study

This study demonstrated that TTR deposition in multiple tissues, including peripheral
nerves, can be evaluated using TTR exon-humanized mice maintaining physiological
expression control. By using this technology, it became possible to compare differences
based on genotype and age by scoring the degree and distribution of deposition in each
tissue.

In particular, the research on the deposition process prior to the formation of mature
amyloid fibrils is considered meaningful for elucidating the early stage of pathogenesis and
for evaluating therapeutic candidates aimed at inhibiting TTR deposition.

Furthermore, analyses of blood RBP4 (retinol-binding protein 4) and supplementary
molecular simulations suggested that RBP4 may function as an endogenous factor that
stabilizes TTR.

4, Future development and application to drug discovery support business

TG GROUP promotes the development of disease models using exon-humanized mouse
technology. Based on these results, we will explore the potential application in non-clinical
studies designed to evaluate the effects of oligonucleotide therapeutics targeting human
TTR, gene therapies, and therapeutic candidates aimed at TTR stabilization regarding tissue
deposition.

A patent on “exon-humanized mouse technology” used in this study has been granted in
the United States of America in April, 2026. (please refer to our press release “Patent on



“Exon-Humanized Mouse Technology” has been Granted in USA”, published on April 22,

2026)

TG GROUP will further contribute to elucidating disease mechanisms and developing
therapies through the production and provision of mouse models, collaborative research,
and non-clinical studies, while striving to enhance high-value-added drug discovery support
services.

This matter is not expected to have a material impact on the business result or financial
performance for the fiscal year 2026; however, we shall notify as soon as we identified
matters requiring disclosure.

@ Published article

Journal: Advances in Neurology and Neuroscience, 9(3), 1-17 (2026)

Publication date: August 19, 2026

Title: TTR Exon-Humanized Mice as a Model for Genotype-Dependent Transthyretin
Deposition: Supportive Evidence for RBP4 as a Natural Stabilizer

Author: Zhenghua Li, Hideki Kanazashi, Yuya Murakami, Rie Fujikawa, Naoko
Matsushita, Toru Takeo, Aki Sugano, Mika Ohta, Yutaka Takaoka and Kenichi
Yamamura

& Reference

" Humanization of exon
This is a technology that replaces protein-coding exon regions of mouse with human
sequences while preserving the gene structure and expression control regions of mouse.

"2 Sciatic nerve
The sciatic nerve is a peripheral nerve that extends from lower back to lower
extremity, and is the thickest nerve in the body. It is used to assess peripheral
neuropathy in hereditary ATTR amyloidosis.

*3
TTR
TTR is a protein produced primarily in the liver, and is involved in the transport of
thyroid hormone and RBP4. It normally exists as a tetramer composed of four molecules.

4 Hereditary ATTR amyloidosis
Hereditary ATTR amyloidosis is a disease in which mutations in TTR gene destabilize
TTR, causing it to deposit in tissues. Familial amyloid polyneuropathy (FAP) is
characterized primarily by peripheral neuropathy.

5 Amyloid
Amyloid is a fibrous protein that aggregates after adopting a structure different from
its original one, and deposits in tissues. Aggregates at the stage preceding fibril
formation are referred to as non-fibrillar deposits.



"6 Val30Met mutation
This is a mutation in which 30th amino acid of TTR is replaced by methionine (Met)
instead of valine (Val). It is one of the representative causative mutations of hereditary
ATTR amyloidosis, and the majority of patients are heterozygotes, possessing one
normal allele and one mutant allele.

"7 RBP4 (retinol-binding protein 4)
RBP4 is a transport protein for retinol (vitamin A) in the blood. It is known that
RBP4/retinol complex normally exists bound to TTR, whereas the unbound form is
easily excreted by the kidneys.

# Related press release

" Patent on “Exon-Humanized Mouse Technology” has been Granted in USA” released on
April 22, 2026

Contact for inquiries and additional information :
TRANSGENIC GROUP INC.

Yutaka Funabashi, Director
https://transgenic-group.co.jp/contact/



