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Tsubota Laboratory:
Moving into the Next Decade!

&4 HFHZ K CEO

i:F E % Kazuo Tsubota, CEO
Tsubota Laboratory, Inc.
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Thanks to your continued support, Tsubota Laboratory Inc. was
pleased to mark the important milestone of its 10th anniversary last
year. We would like to express our sincere gratitude to all stakeholders
for their generous support and cooperation over the years.

Our company was founded in 2015 as a startup originating from the
School of Medicine at Keio University. Since our inception, our
unwavering aspiration has been “to deliver the results of our research
to society in a tangible and meaningful form.” Following we went public
in 2022, we have continued to achieve sustainable growth, which we
believe reflects the effectiveness of our research outcome
commercialization model. At the same time, scientific advancement is
accelerating rapidly, and amid the swift development of Al, the very
nature of research and its social implementation is now undergoing a
major transformation.

By the end of 2025, our collaborative research network has expanded
well beyond the Department of Ophthalmology at Keio University and
the Keio Tonomachi Research Institute to include Harvard University,
Shinshu University, Tohoku University, and the University of Tokyo. In
addition, we are actively operating bases in Wenzhou's Eye Valley in
China and in Seattle, Washington. By combining the excellence of
academic research with the agility of a startup company, we are keenly
experiencing how progress in research itself and the speed of social
implementation mutually reinforce one another.

Steady progress is also being made in our research and development
activities. With respect to myopia suppression using violet light, an
inhibitory effect on myopia progression has been confirmed even in
schoolchildren whose outdoor activity time is less than one hour per
day. Based on these findings, we are conducting a validation clinical
trial in China this year and are advancing efforts toward obtaining
medical device approval in both China and Japan.

In addition, Phase Il clinical trials have commenced for both our
myopia eye drop (TLM-003) and our dry eye (Meibomian gland
dysfunction) therapeutic agent (TLM-001), marking significant
progress toward clinical application. Furthermore, we plan to initiate a
groundbreaking specified clinical study this year aimed at suppressing
the progression of retinitis pigmentosa using light, and we have high
expectations for the further development of our pipeline.

Turning our attention inward, we have also launched research
centered on “Gokigen,” a core value of Tsubota Lab, which has already
yielded results worthy of presentation at academic conferences. We
are also proactively working on organizational evolution, including
holding a backcasting retreat to envision what Tsubota Lab should
become ten years from now.

The year 2026 marks a new starting point, as we build upon the
foundation laid over the past decade and step forward toward our next
set of challenges. We will continue to pursue our mission with sincerity
as a company that transforms the power of science into social value.
We respectfully ask for your continued guidance and support in the
years ahead.
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Our Vision and and Management Philosophy

Tsubota Lab is a research-driven company that translates research
and clinical insights originating from the Department of Ophthalmology
at Keio University School of Medicine into real-world applications,
addressing unmet medical needs in ophthalmology and central nervous
system disorders. Centered on “optical science” and “medical science,”
we develop pharmaceuticals, medical devices, and healthcare
solutions. Our primary revenue streams are generated through
out-licensing to major companies, including upfront payments,
milestone payments, and royalties.

Leveraging collaborations with leading research institutions in Japan
and overseas, together with a light-asset development structure
enabled by a decentralized and co-creative R&D framework
(Co-Creation Core: CCC), we pursue efficient and rapid value
validation.

Guided by our purpose—to “create a GOKIGEN future through
VISIONary INNOVATION"—we are committed to delivering sustainable
value across both medical and everyday life domains through
innovation grounded in scientific evidence.

Core Technologies

Our differentiating capabilities are built on (1) rapid access to
high-quality research and clinical data through strong academic
collaborations, (2) decentralized co-creation R&D execution through
CCC, and (3) platform technologies including our proprietary
violet-light technology (360-400 nm), designed for safety and
non-invasiveness.

We currently maintain five pharmaceutical programs and six medical
device programs, with several advancing through clinical trials
conducted by our licensing partners. Violet-light technology serves as
a core platform with potential applications across ophthalmology,
CNS-related indications, and broader healthcare use cases.

Business Overview

We primarily operate a Bench to Bedside (B2B) licensing model,
out-licensing the intellectual property and development assets we
create to major companies with late-stage clinical capabilities and
direct patient access, generating revenue through upfront payments,
milestones, and royalties.

In parallel, we are expanding into evidence-based cosmetics and
consumer healthcare devices that leverage our medical device
technologies, advancing a cross-domain strategy that bridges medical
science with everyday life.

Tsubo Lab  VISIONary INNOVATION 2026
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Our Strengths
Science x Commercialization = Innovation

Our strength lies in our ability to co-create with academia and to
translate scientific insights not merely into research outcomes, but
seamlessly into real-world implementation and business value
creation.

Since our founding, we have built on research and clinical insights
originating from the Department of Ophthalmology at Keio University
School of Medicine, advancing research and business development in
an integrated manner to rapidly generate high-quality preclinical and
clinical data.

In addition, by adopting a light-asset development structure through
a decentralized and co-creative R&D framework CCC, we enable the
parallel creation and validation of multiple assets, facilitating early
out-licensing to partner companies. By not internalizing late-stage
clinical development or large-scale commercialization, we have
established a value creation model that prioritizes speed and efficiency
while effectively mitigating development risk.

One of our core technologies, violet light irradiation technology
(360-400 nm), represents a platform with potential applications not
only in ophthalmology, including myopia, but also across the central
nervous system and broader healthcare domains, serving as a
foundation for our sustainable growth.

Tsubota Lab's Goal - Meeting Global UNMET Needs

In fields such as myopia, dry eye disease, and central nervous system
disorders, significant unmet medical needs remain globally, as existing
therapies are often limited and few established treatments effectively
address the underlying disease mechanisms or progression.

In response to these global unmet medical needs, we aim to create
new therapies and technologies that intervene in disease progression
and fundamental pathology, grounded in scientific evidence.

Through non-invasive and safety-focused device- and light-based
technologies, we seek to bring medical solutions closer to everyday life
and to expand the conventional boundaries of healthcare delivery.

With research and business development as our dual engines, and by
co-creating knowledge with academic partners, we are committed to
delivering innovation to society worldwide and contributing to the
future of healthcare and the improvement of quality of life.
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Itis a great honor to address the Tsubota Laboratory community of
researchers, entrepreneurs, clinicians, and innovators. As a leading institution
in ophthalmic technology in Japan, Tsubota Laboratory plays a vital role in
advancing innovation and excellence in ophthalmology.

Founded in 2015, Tsubota Laboratory has grown from an academic startup
into a publicly listed company. Its mission is to translate advanced research
into practical solutions that enhance vision and quality of life. The
Laboratory’s research portfolio spans dry eye disease, myopia prevention and
control, presbyopia, and ocular aging, among other visual and systemic
conditions. Recent innovations—such as Violet-light emitting eyeglass frame
(360-400 nm) for myopia prevention—illustrate its unique ability to merge
scientific insight with technological creativity.

More than a hub for scientific inquiry, Tsubota Laboratory serves as an
incubator for ideas and collaboration. It unites talented researchers and
clinicians committed to transforming discoveries into clinical practice, offering
patients more precise and effective treatments. The Laboratory’s impressive
growth—achieving revenue increases of over 100% year-on-year as of 2025—
reflects both the strength of its innovation and the dedication of its team.

My professional association with Professor Tsubota began during our
fellowship at the Massachusetts Eye and Ear Infirmary several decades ago.
Since then, | have been privileged to witness his exceptional leadership at the
Department of Ophthalmology at Keio University. Our joint KEIPO program
has provided trainees from the University of lllinois with invaluable exposure
to Japan’s advanced research and clinical innovation, as well as the
opportunity to learn directly from Professor Tsubota, whose insight, energy,
and generosity have inspired so many of us.

As Professor Tsubota continues his remarkable journey leading Tsubota
Laboratory, | wish to recognize his outstanding achievements as a global
authority in dry eye, myopia, and aging, a distinguished ophthalmologist and
corneal/refractive surgeon, a pioneering researcher, and a visionary leader.
His ability to integrate scientific discovery with entrepreneurial innovation has
elevated Keio University’s Department of Ophthalmology and positioned
Tsubota Laboratory at the forefront of ophthalmic research and development.

Professor Tsubota’s influence on ophthalmology is profound. He has trained
generations of outstanding clinicians and scientists, advanced global
understanding of myopia, and introduced transformative therapies that have
improved countless lives. Beyond his scientific and academic excellence, |
have always admired Professor Tsubota’s warmth, optimism, and boundless
curiosity. Through Tsubota Laboratory, he has built a bridge between science,
technology, and society—revitalizing clinical and translational research and
setting new standards of excellence. Tsubota Laboratory embodies the spirit
of collaboration and mentorship, pushing the boundaries of what is possible in
eye research and care.

| extend my heartfelt congratulations and best wishes to Professor Tsubota
and his colleagues at Tsubota Laboratory. | am confident that under his
inspired leadership, Tsubota Laboratory will continue to achieve new
milestones in scientific and technological advancement, and that its
contributions will resonate far beyond Japan—enriching ophthalmology and
eye care around the world. May Tsubota Laboratory’s ongoing efforts inspire
continued progress, collaboration, and innovation, and enhance the quality of
life for people everywhere.
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Kazuo Tsubota x Dr. Hideyuki Okano
The Future of Central Nervous System Approaches Pioneered by Light
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In this special dialogue, we welcomed Prof. Hideyuki Okano of Keio University to discuss

the future of light-based approaches to the central nervous system.
Light stimulation mediated by the non-visual opsin receptor OPN5 holds significant promise
in shaping brain development and supporting neurological health.
The discussion highlights the advantages of safe light-based interventions—particularly for children during critical growth stages—
as well as the prospects for establishing advanced evaluation systems using human cells.
By restoring violet light—an element largely diminished in modern environments—we aspire to help build a healthier society.
This dialogue presents the vision of a collaborative research initiative between Tsubota Lab and the Okano Laboratory
as they pursue innovative strategies at the forefront of science and medicine.
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Professor and Director of Keio University Regenerative Medicine Research Center.

He graduated from the Keio University School of Medicine in 1983. In 1998, he discovered neural stem cells in the adult brain,

pioneering the field of brain and neural regeneration research.

A world-renowned molecular neurobiologist and developmental biologist, he currently leads research in regenerative medicine and
drug discovery for spinal cord injuries and intractable neurological diseases using induced pluripotent stem (iPS) cells.
He serves as the Director of the Regenerative Medicine Research Center at Keio University. At Tsubota Laboratory,

he provides expert guidance in the field of light-based approaches to the CNS.

For this special dialogue in the Tsubota Laboratory
Annual Report, we are honored to welcome Prof. Hideyuki Okano. | would
like to express my sincere gratitude for your extensive guidance regarding
approaches to the central nervous system (CNS).
Tsubota Lab started with research into myopia treatment using light,
specifically violet light. Myopia is a condition that occurs during the growth
stage of the eye, and in a sense, we consider it an approach to the
developmental stages of the CNS. In recent years, light-based approaches
to the CNS have been increasingly explored worldwide. Today, | would like
to discuss the current challenges, research methodologies, and future
potential of these CNS approaches.

Hideyuki Okano (HO): Thank you. | am from the Department of Physiology
at the Keio University School of Medicine, where Dr. Tsuneo Tomita, a
distinguished predecessor, achieved significant research milestones in the
field of physiology. Since the early 20th century, Dr. Tomita clarified that
different types of photoreceptor cells function during dark adaptation and
light adaptation in our vision. He retired just as we were students, but it
was an honor to attend lectures by Dr. Tomita, who was then professor
emeritus. | was deeply impressed when he pointed to diagrams in
textbooks and explained, "This is data | published in such-and-such year."
It greatly boosted my motivation for research.

Later, to acquire molecular genetic research techniques, | conducted
research on the molecular genetics of the visual system using Drosophila in
Dr. Craig Montell's laboratory at Johns Hopkins University. Dr. Montell is a
pioneer in this field, having been the first in the world to identify several
Drosophila opsins, and his knowledge is extremely deep and extensive. He
has published papers showing that opsin molecules cooperate with other
visual-related molecules and play various roles outside the visual system
as well. | believe this is directly relevant to our research on OPNb, and | am
watching it very closely. The retina represents an extension of the central
nervous system: the axons of retinal ganglion cells enter the brain as the
optic nerve, connecting to the lateral geniculate nucleus and further to the
primary visual cortex. Indeed, the retina is an essential organ directly
connected to the brain. In recent years, it has become clear that the retina
plays a crucial role in how light is perceived and how it shapes brain
development. Tsubota Lab is pursuing this more deeply by utilizing the
non-visual opsin molecule OPN5 to uncover previously unexplained
functions and apply them to medical care. | feel you are targeting an
academically vital area.
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Thank you. | believe there are several advantages and weaknesses to
light-based approaches, especially OPN5 research. As an advantage, we
cite the "low risk of side effects." | feel there are currently very few safe and
effective approaches to the CNS of children during their growth phase.
Given this situation, what kind of advantages do you think light stimulation

holds for the developing CNS?

HO: There is a long-standing experiment involving monocular deprivation.
This research investigates how shielding one eye during the growth phase
affects brain development. It is known that if the right eye is shielded, the
area in the brain controlled by the left eye expands significantly, creating a
large bias in the activity of the visual cortex, which should ideally be
balanced between both eyes. This suggests that exposure to light under
appropriate conditions is extremely important for brain development. It is
gradually becoming clear that light may play an even more critical role

through opsins like OPN5. | feel an immense potential in this field.

Thank you. Under your guidance, Prof. Okano, a joint research
laboratory between Tsubota Lab and Keio University has been established
in the Tono-machi KING SKYFRONT. We hope to use this as a platform to
elucidate mechanisms in greater detail. Based on the knowledge gained,
we intend to lead the way to innovation. What do you currently perceive as

the future challenges in this research?

FIEHIRRIARDSEDZREREIZDULT  Future Challenges in Central Nervous System Research
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HO: Well, in China, researchers like Dr. Akihiro Yamanaka are
advancing the functional analysis of OPNb5 at a rapid pace. On the
other hand, humans are diurnal while mice are nocturnal, so there
may be differences between humans and mice. We need to think
about this from the ground up, and we want to focus our research on

what OPN5 is doing, using human cells as much as possible.

That is exactly your area of expertise, Prof. Okano. | hope we can
conduct research using human cells under your guidance. You
mentioned diurnality; currently, Tsubota Lab mainly uses mice, but do

we need to create models of diurnal animals?

HO: Even if we create organoids from cells, they result in tissue-like
structures but are incomplete. We won't know until we try to what

extent organoids alone can satisfy the needs we want to understand.
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We need to think about this

from the ground up,

and we want to focus our research
on what OPNS5 is doing,
using human cells

as much as possible.
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When thinking about organoids, does it mean the brain and eyes are

integrated?

HO: There are people creating eye organoids and transplanting them into
mice. On the other hand, for brain organoids, there are methods to combine
two different regions, such as the cerebral cortex and spinal cord, to

observe their interactions.

It seems various methods could be used, such as creating the eye and
brain independently and then connecting them. Since Tsubota Lab is a

development-oriented venture company, we need to not only conduct

research but also create innovation. What kind of world do you imagine for
health signals to the CNS via light?

HO: The frequency of light stimulation is very important in how light affects
the brain. It is known that overly artificial light or light in high-frequency
ranges can induce epileptic seizures. This indicates that light-dependent
brain activity is very important for both diseased and healthy brain function.
Accordingly, it is essential to establish experimental systems capable of
rigorously evaluating these effects. As an U.S. Food and Drug
Administration (FDA) trend, there is an emphasis toward reducing animal
experiments as much as possible in favor of in vitro methods. Whether
sophisticated evaluations can be performed using organoids or similar
methods will be key. If we can establish an in vitro experimental system
that allows for evaluations—including drug combinations—such as "this
reaction occurs when violet light is applied, so it likely works for this
disease" or "it might be even better to take this drug while applying violet

light," we will be able to make our next moves much faster.

| believe things will change significantly if that in vitro experimental
system can be properly established with human cells, so we look forward to
your support. Tsubota Lab aims to create a healthier society by returning
violet light—the light lost in modern times—to humanity. We ask for your

continued guidance.
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making it a year distinguished by significant celebrations.
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In 2025, Tsubota Laboratory marked its 10th anniversary, and our CEO also reached the milestone of his 70th birthday in May,

Members of the Business Development (BD) team proactively undertook the planning and management of these notable
events, successfully leading their conception and execution while balancing demanding day-to-day responsibilities.

With respect to BD and out-licensing activities, the team actively pursued partner creation across various regions, building on
the academic collaborations that have been continuously developed since last year. Each BD lead has established meaningful
partnerships with strong potential for future outcomes, and steady progress has been achieved.
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May and July
Business Development Team Leading
the Organization and Execution of Anniversary Events

Through close collaboration with a wide range of academic institutions and
partner companies both in Japan and internationally, Tsubota Laboratory has
steadily advanced not only its research activities but also its business
development initiatives.

We position our anniversary events as valuable opportunities to express
our sincere appreciation for the support we have received to date, to share
our journey and current progress, and to celebrate important milestones
together. Guided by this philosophy of fostering a virtuous cycle of
appreciation, sharing, and celebration, the birthday event held in May was
planned and managed in Salt Lake City under the leadership of Catherine
Oshima and supported by Shoko Baba from the BD team.

In addition, the 10th Anniversary Celebration in July was overseen by
Yusuke Sekine as Event Director. The event welcomed more than 200
researchers and partner representatives, providing an opportunity to present
the history of our business and introduce our team, while celebrating this
milestone together. We are very pleased that these occasions were
successfully completed and meaningfully shared with our stakeholders.

58 : ARVORERIRIHICEME L 7-=CEOFHDOBEERR, ERN LY ZL DT R IH'SE
May: Birthday reception for CEO Dr. Tsubota, held during the Association for Research in
Vision and Ophthalmology (ARVO) Annual Meeting, with distinguished guests attending
from both Japan and overseas.
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July: The 10th Anniversary Celebration, attended by more than 200 researchers and
partners.
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Across Japan, China, and Western Markets
A Year Marked by the Establishment of a Proactive,
Region-Led Operating Structure

The BD team was reorganized last year and, under the new structure, has
delivered a number of tangible results.

Entering the second year of this structure, the team approached business
negotiations with an even greater sense of commitment and responsibility.

In Japan, led by Yusuke Sekine, clinical trials conducted in collaboration with
Rohto Pharmaceutical Co., Ltd. and Maruho Co., Ltd. progressed to Phase II.
Development advanced steadily through close and constructive
communication with each company, for which we would like to express our
sincere appreciation to all stakeholders involved.

In China and Korea, Hou Jing has continued to actively promote out-licensing
activities centered on collaboration with academic institutions. We are very
pleased to see that strong relationships of trust and friendship have been
fostered, enabling business development to progress as a natural extension of
these partnerships.

In addition, Konno attended MEDICA, held in Germany in October, where he
introduced our medical devices at one of Europe’s largest medical trade fairs,
and continues to engage in persistent and constructive negotiations.

Image 1: Participation in Asia-Pacific Academy of Ophthalmology (APAO) held in New Delhi, India, in April, where initial discussions were initiated with Indian pharmaceutical companies.
218 : 58 BETHfEShi-Asia Dry Eye Societyl=T. F74 749 BOT7HT I 7L DEEEFEL
Image 2: Attendance at the Asia Dry Eye Society (ADES) Sumit held in Korea in May, strengthening collaboration with academic leaders in the field of dry eye disease.

38 : 68 HE-AER TH#ESN1Vision Chinal=T,Violet Light Theory% BN 3 3{RiE Image 3: Hou Jing presenting the Violet Light Theory at Vision China, held in Xi'an, China, in June.

4% 8 : 108 FAY-MEDICAI=&HNL7=5% Image 4: Konno attending MEDICA in Germany in October.
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of the brochure.

aeonia
GENTLE SERUM

Cosmetics Born from
Harvard University Research Team
Officially Launched in November

In November, Tsubota Laboratory commenced exclusive distribution in
Japan of the basic skincare brand aeonia, developed by Delavie Sciences, Inc.,
based on research originating from Harvard University.

Aeonia features the proprietary ingredient “CosmoVeil*,” inspired by space
science. CosmoVeil is a unique formulation derived from research on
microorganisms capable of withstanding extreme space environments. This
novel ingredient has been certified by the U.S. Space Foundation as a
Certified Space Technology, recognizing its use of technology developed
through space research. In addition, research findings suggest that this
ingredient may activate SIRT1, often referred to as the “longevity gene,” and is
expected to help provide hydration and firmness to the skin, leading to a
healthy and youthful appearance.

This initiative is being led by Shoko Baba and represents a new challenge
for our company. We aim to deliver meaningful value to a wide range of
customers through this new business endeavor.
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A dialogue session held during the
launch event in November.
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Ryo Konno / Head of Global Development
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Our Team

Jing Hou / Head of China/Asia Development
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Yusuke Sekine / Head of Development Arrangement
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Shoko Baba / Head of Global Communication

Image generated with Chat-GPT
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“Through VISIONary INNOVATION, create a gokigen future.” Under this purpose, Tsubota Lab continues to challenge the
creation of innovative medical devices and pharmaceuticals. Our foundation lies in our expertise in OPN5, a non-visual opsin
and clinically significant photoreceptor activated by violet light (360-400 nm) found in sunlight. Starting from this science, we
are advancing an end-to-end development process —from basic research to clinical trials and commercialization— exploring
the potential of "light" stimulation to influence everything from the local eye environment to systemic and brain functions.
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Patent applications to solidify our R&D footing
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Number of Tsubota Lab applications Number of Keio applications
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I Initiatives in Ophthalmology

In the field of myopia, we have been steadily accumulating evidence on the
effectiveness of violet light irradiation from both basic and clinical
perspectives. With regard to Violet-light emitting eyeglass frame for
suppressing myopia progression (TLG-001), we are carefully organizing
insights obtained from past research and clinical experience. While prioritizing
the delivery of reliable value to patients and everyday users, we continue our
efforts toward product commercialization in close collaboration with our
partners.

In addition, leveraging our understanding of choroidal thinning as a
contributing factor to myopia progression, we are advancing the development
of pharmaceutical therapies for myopia control. One such candidate, TLM-003,
has completed Phase 1 clinical trials evaluating safety under a partner
company and has now entered Phase 2 clinical trials to confirm its efficacy.

5 R HFEF R 202651 ABRE

Tsubota Lab Patents as of January 2026
FFEF 1 ER651F

Number of patent applications: 65

Myopia i1 36 {§

Tsubota Lab #FHSR 35/ Keio BIFE 1

Presbyopia ZHR 214

Tsubota Lab #FHSK 2/ Keio BEFE 0

Miscellaneous % D fth13
Tsubota Lab #¥HSR 13/ Keio EFE 0
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32 patents were registered

FIUEATERSMIHL TV HDB1#EH I+ The same patent filed in Japan and overseas is counted as one.
BEOLOOHHY >k Only active patents are counted.
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Those for which Tsubota Lab (including Dry Eye KT Co., Ltd and Tsubota Co., Ltd.) is the applicant.

it EDHRHEENSDIFEET  Includes joint applications with other companies.

AL DHTOHEAOH DR  Excludes applications field by other companies.

TV —BEEHTIAI N Patent families are counted as one.
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Yoko Ito / Head of Clinical Development
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Nana Kitamura / Head of R&D Liason
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Kazuhiro Kiyohara / Head of CNS Development
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Shinichiro Kondo / Head of Device Development
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Hisayo Sakaguchi / Preclinical Researcher
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Michiko Shibuya / Preclinical Researcher

Our challenges in ophthalmology are not limited to myopia. We are also
accelerating initiatives to evaluate promising research seeds from other
universities at an early stage and refine them into meaningful value. For
example, in collaboration with E-Derm Co., Ltd., we are preparing to initiate
clinical research on a dry eye treatment based on the novel concept of stem
cell protection, outlining a pathway toward implementing new therapeutic
options for ocular diseases. Similarly, TLM-001 is progressing into Phase 2
clinical trials under the development of a partner company.

Furthermore, in the posterior segment of the eye—an area with
particularly high unmet medical needs—specific clinical research has begun
for TLG-020, a medical device targeting retinitis pigmentosa. We have now
entered a phase in which the clinical potential of a new approach to
maintaining visual function through violet light will be verified in real-world
clinical settings.

I Initiatives in the Central Nervous System

In the central nervous system domain, the approach of activating OPN5 via
violet light and exerting effects through the brain is beginning to demonstrate
new possibilities for the treatment of conditions such as Parkinson’s disease
and depression. Pharmacological therapies often face challenges related to
side effects and medication adherence, and there is growing expectation that
non-invasive device-based therapies may help overcome these barriers.

Moreover, findings that OPN5 is involved in circadian photo-entrainment
suggest that violet light may also help address health issues and
lifestyle-related challenges rooted in modern living by improving circadian
rhythms. In addition to applications that contribute to well-being, such as
improving sleep quality, we are also taking on the social challenge of menstrual
irregularities in women.

I Evolution into Co-Creation R&D

What we are most keenly aware of today is the need to evolve the way
research itself is conducted. To date, Tsubota Lab has pursued verification
through joint research with external research institutions, leveraging
speed and flexibility without maintaining an in-house laboratory.

Looking ahead, we aim to take this approach one step further by
becoming a core driver of “co-creation,” in which we share the same
questions and envision the same goals as our partners, while
combining our respective strengths to generate new value. By
validating the strong science held by partner universities and
companies at an early stage, linking it to commercialization, and
horizontally expanding the knowledge gained, we will build a broad
and diverse portfolio.

Across medical devices, pharmaceuticals, and new clinical stages,
we will continue to steadily advance our initiatives to create a gokigen
future—carefully and consistently building upon solid scientific
evidence and feasible, practical methodologies.
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Satoshi Tanaka / Head of Clinical Development
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Ayaka Nakamura / Head of R&D Administration

HH 2— M HER
Shunichi Yokota / Head of Intellectual Property

Tsubo Lab  VISIONary INNOVATION 2026

13




14

P EEEARER

Corporate Strategy and
Operations Division

#% &8 CFO EEEABR
Keisuke Mitsuoka, PhD, MBA, RPh
Senior Executive Officer, CFO, Head of Corporate Strategy and Operations Division, Tsubota Laboratory, Inc.
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SEEEADII. REEEEELREHREELNE I 2B L LCIERAML ARESEBEZHALTRELELE,
HE#lECorporate Strategy and Operations TTH', 4N TIIHARFAH (RD) PEZERH (BD) ICfHLy. >~ FIVICICS
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Deepening Trust and Exploring the Future :
The Management Foundation that Accelerates Innovation

The Corporate Strategy and Operations Division was established by integrating our management administration and
corporate strategy functions. While its official name is “Corporate Strategy and Operations,” we simply refer to it internally as
“CS,” following the naming convention of RD (R&D) and BD (Business Development).

CS serves as a core management function responsible for ensuring financial stability and enhancing mid- to long-term
corporate value. We fulfill this mission through a dual approach: “Operational Excellence,” which supports sustainable
growth, and “Strategic Growth,” which creates opportunities for discontinuous growth.

Exploitation GE{t) :
EHEERDD“TEFA OEEOCY

CSOEEDTENL RERI—RL — P EBOBEISTLTL
FTANFTUREFOSEL. AR OERB RENLES
BRE AERI ODEELAMBREAFOBRZBL C.FERR
EXRHBEREBEBRILLTVETS,

@NNF U REEEDEE: HE - RERDEREDNFLER L
IRBBIOAIEALC ERAM - EEEOS WS- RBEEZBL T,
HAADLDIELELNMERERLEBATLET,

@1 =— /AR MRE: BEHIBE VL ST HRAERS S A7
IFEL ARSI BEAET HIFTELIR MR RO BH N
ICEXDY v/ ORI ICHE T ZMBEEE Vvt
B CERALTWET  HAZENTIEAC RENDEREFRE
TEBET R T4 THIEBE LTHELTWET,
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Exploitation: Building a "Gokigen" Foundation of
Trust and Well-being

Approximately 70% of our efforts are dedicated to building a robust
corporate foundation. By enhancing governance structures, reinforcing
internal controls, ensuring stable financial management, and maintaining
timely and accurate financial reporting systems, we strengthen the
management foundation that supports sustainable business growth.

+ Governance and Trust Building:
Through proactive investor relations activities centered on dialogue
with shareholders and investors, along with transparent and reliable
financial and accounting operations, we cultivate unwavering trust and
confidence both inside and outside the company.

+ Unique Cost Optimization:
Even routine cost-reduction and optimization initiatives are approached
positively. We utilize a proprietary metric called the "Champagne Index,"
which translates the amount of cost savings into "the number of
champagne bottles available for future celebrations." Rather than
simple cost-cutting, this approach visualizes savings as resources for
future growth investments and reinforces a forward-looking
management mindset.

Exploration (3F3R) : KR MMIE~ DL IR E

EYDIBNE RO PEMEEZRES L Z7-HOHEHNED

ICRTTLET,

@7 //AY—FREMINRE: £RAIZRRICEAL A
RAG (R FRILARAEM) 2L BRREDRE—FEBEERmDH S
MBREA V7 70BBEEDTVET,

@ KR BRE DEAT: RIMR KM OFAEFHEFIProject Purple]
EOHBA AV I PP ESRE I—RL— T aroikE
BRERDIVEZREZAEREU-FLTWET,

Engagement (L&) :
A/ "= avhEFh3 5 0EH

AfbIE RO L LTOREDIE>TV0EY, HRFFED
FEFAEBWBREOREC HERTOKERDZERSA b
UL —~DBM AF—BBREDAZ 2 TILERIEN S FEHT R
10 FFERBR/N—TA—PEHNY I/ F v X bI—Ta I DHE-
BETEL CHANOHARE HELNBHICGER TEINEDGE
BIHL EBER NGB EAREERHLTVES,

Navigation (3g§8t)

AINLI0AEABA 1B 7 —XIZ AT AT RISEWT,
CSIIREDIFEFX—2— | ELTOBEERILET NV Y
FrRAMBEICEDE BEOTEEREKOEY a v ZIEHEICER
THIET HENMEL PEMEBEOMILZEERTIBREETRR
BT TEVWNET,

I Exploration: Strategic Investment for Future Value

The remaining 30% of our efforts are allocated to strategic initiatives
designed to significantly enhance future corporate value.
- Technology Utilization and Intelligent Management:
By swiftly adopting generative artificial intelligence (Al) and building an
internal Retrieval-Augmented Generation (RAG) system, we are developing
an "Intellectual Management Infrastructure" that enhances the speed and
quality of our decision-making.
« Execution of Future Strategies:
We lead forward-looking initiatives for the next decade, including
next-generation light technology research projects such as "Project Purple,”
refinement of our intellectual property strategy, evaluation of financing
strategies, and consideration of various corporate actions.

Engagement (Co-Creation): Curating "Spaces"
Where Innovation Emerges

CS also acts as a strategic catalyst within the organization. Through
initiatives ranging from informal gatherings with collaborative researchers,
relay marathons, and ski retreats, to the planning and management of our
10th Anniversary celebration and the company-wide backcast meeting for
discussing vision and long-term strategies, we create spaces for open
dialogue where internal and external researchers and employees can freely
exchange ideas.

By intentionally designing these spaces, we foster cross-organizational
dialogue and collective energy that drives innovation.

I Navigation

As Tsubota Lab enters a new phase beyond its 10th anniversary,
CS serves as the "Navigator" of management. Guided by backcast
thinking, we precisely connect present actions with our long-term
vision, continuously supporting management that achieves both
societal and corporate value.

A N—#8F Our Team

RiEH B/

BE-BBEBER (F 74X R2S AV BBEE)

Ai lsada / Head of Administrative and General Affairs (Office Management, Organizational Operations)
XE FrHUy/

CEO7¥R& > M (ERFEHRI AT AVE)

Catherine Oshima / Executive Assistant to CEO (Medical Information Management)

N BE/

LR IREY (RE-RERME. FREAT)

Haruka Kano / Communication and IR (Shareholder & Investor Communication, Disclosure)

AT E/

L8R IREER (A YRRZ—- YL -3V X)

Atsushi Kinoshita /Head of IR and Communications (Investor Relations)

B 2R/

B -REEER(BEXE. THEE MBERS)

Mio Tanaka / Head of Finance and Accounting (Accounting Operations, Financial Control, Financial Reporting)

Wl X&/

HEEREYR—F - BEYR-
Mika Yamada / Organizational & Accounting Support

wx BB/

B RAREY (SR s M)

Yasuo Yamamoto / Strategic Device Development Lead (Special Mission Project Promotion)
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Challenges in Elucidating the Mechanisms
of Myopia Progression
through Multidimensional Approaches

RIR &R

EBEREKRBAZEFIRRBLRE #HIR

Toshihide Kurihara, MD, PhD
Associate Professor Department of Ophthalmology  Keio University School of Medicine

T DRI N —T1E 2016F I HEYEHARE] L LT
EBERHBL AFECTRILIOAFEZBRELI ZOEHBELT,
FEEAR ICHABINAZEI2Z8RIAARBFZRBRICHVLT,
[KEYFEEBEL-REBFEEBEOBRF LRAERAR]
CELTERNTZERERBEZITVL. Z0HENRZEIC
INETORRBAREFRNICHETER/XELTELDELE
(ER#%HE. BRRES. 2025), ChE CRHABERTELHRH
—DODEEREFMX B EEBIC.AEEIZAELHOH A
BT IERAe LAY LT,

b DERARDEREERT-DIE NAF Ly b T4+
NERETEZNHT2EVWIFHRTT (Torii H et al.
EBioMedicine. 2017) , CORM BABE X  EHSICH T
ABEOEEERASHICT 270 0FE%TTL (Kondo S,
Jiang X et al. Int J Environ Res Public Health. 2025), &
SIC.HBERETTNAMAL Yy A A YO EREKEICE
ELTW2D0hZ2EEMICTHMT 2720 KRB EF S
SV ZOHEMWIZE A EDF L= Jiang X, Kondo S et
al. Sci Rep. 2025),

FAEIOFVANRBEEDORITERCOARELVZ DA
BEICHIT2HENELE—EBERE > CLWET . BRESR
(infodemiology) ® FiEAE BV MITIC LY [FHEE (light
therapy) | DR ETINHIOF 72 RN L LTCEEEZED
DOHBIEHLBELN LMY ELI=(Chen J, Lee D et al.
BMJ Health Care Inform. 2025),

FRETORBICBEVLWTI REENEELZINZIES Z
EWR LB EECERORR IV —THOIREERVTR
EINTVET ZOHR T, INE TRBALEAHN LD > 12 BRHE
JEIME O FEEMERE (SO W TIRAE B MM E R (choriocapillaris)
BT HMENKMRA»RERMTHL- BRI L%
s AL ZE L7z (Imanishi S et al. Dev Biol. 2025),
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Our research group began its activities in 2015 as the
“Laboratory of Photobiology,” and this year marks the 10th
anniversary of its founding. At the 128th Annual Meeting of the
Japanese Ophthalmological Society held last April, Kurihara
delivered a Councilor-nominated lecture titled “Understanding
the Pathophysiology of Ocular Diseases and the Therapeutic
Development Based on Photobiology.” Based on this lecture, we
have systematically summarized our research achievements in a
review article (Kurihara T. J Jpn Ophthalmol Soc. 2025). While this
represents a significant milestone in our accumulated research,
this year also marks a turning point as we embark on new
challenges from multiple directions.

The starting point of our myopia research was the discovery
that violet light suppresses myopia progression (Torii H et al.
EBioMedicine. 2017). Building on this finding, we conducted
surveys to clarify the actual light environment in real-world
settings (Kondo S, Jiang X et al. Int J Environ Res Public Health.
2025). Furthermore, to quantitatively evaluate the extent to which
violet light reaches the ocular surface under daily environmental
conditions, we developed light exposure measurement methods
and advanced their technical standardization (Jiang X, Kondo S
et al. Sci Rep. 2025).

Following the COVID-19 pandemic, societal interest in myopia
and its treatment has increased markedly. Analyses using
infodemiology approaches revealed that “light therapy” is
emerging as a potential new option for controlling myopia
progression (Chen J, Lee D et al. BMJ Health Care Inform. 2025).
Recent studies, including ours, have highlighted the choroid as a
critical player in myopia pathophysiology. Among these findings,
we elucidated the previously poorly understood mechanism of
choroidal vascular development, demonstrating that endothelial
cells constituting the choriocapillaris differentiate and form
locally within the eye (Imanishi S et al. Dev Biol. 2025).

We have also shown that degranulation of choroidal mast cells
plays a pivotal role in the myopia progression process (Shi J,
Ikeda SI, Fukuchi T et al. Invest Ophthalmol Vis Sci. 2025).

Ffo RIERICTFE S 2 BB MO R B D SERET B2
KEWTEELAFER2RAEZTILLRELTWVWES (Shi ),
lkeda SI, Fukuchi T et al. Invest Ophthalmol Vis Sci.
2025),

SHICEHMEREEORKEBER THhIREVET YV /ITER
L.IREREZEDTWDNEEI ML REER & L74-PBA
MERETVICELWTEVEBRECHELREKRFEZ
Lo TMBRERT ZLERELE L/ (Ikeda Sl et al. BMC
Ophthalmol. 2025) , MNA T R BT BV TREZHE
B DRSS YU E S 2 HABTF ROV
THIRBRLTWE T (Yang Y, lkeda Sl et al. Life. 2025),

TARETDOADZZLIZIE ARARE LTREBBOERDPHE <
BEINTWET bR BABEE N ERETICESTS
AJREE R T E LD (Ikeda Sl et al. Invest Ophthalmol
Vis Sci. 2025) . L AEITERETVICEWTIE EBEABD
ZHICHRITLTHREMEEREEEN ECE I EZBALNIC
LxL7=(Yang Y, Tomita Y et al.
Curr Eye Res. 2025),

ZDESN B IEHFH - RRE
DHE RDIVE, IHICIEZ D%
ERE\ATHRZRELTVET,
2026F|F, INFTICHEILLCE /-
AR —XZBEICERKRTANE
W2 ERFIC. HOHT-HTER
TR ICHBERAYICERY B AT
WEEd,

2025F FKRHX Publication List

T: corresponding author, *: equal first author

In addition, focusing on scleral remodeling, the final stage of
axial myopia, we reported that 4-phenylbutyric acid (4-PBA),
which targets endoplasmic reticulum stress, exhibits highly
reproducible, concentration-dependent effects in myopia models
(Ikeda Sl et al. BMC Ophthalmol. 2025). We also introduced a
novel analytical method using polarized light microscopy to
physically evaluate the fibrous structure of the sclera (Yang Y,
Ikeda Sl et al. Life. 2025).

Despite these advances, many aspects of the mechanisms
underlying myopia progression remain unresolved. We suggested
a potential involvement of the gut microbiota in myopia
progression (lkeda et al., 2025b), and in adult progressive myopia
models, we demonstrated that retinal ganglion cell damage
occurs prior to degeneration of the outer retinal layers (Yang Y,
Tomita Y et al. Curr Eye Res. 2025).

Thus, with renewed determination, we continue our research
looking ahead to the next decade and beyond. In 2026, we aim to
steadily translate our established research seeds into clinical

applications while actively engaging in exploratory studies.

1 Yang Y*, lkeda SI*, Kang L, Ma Z, Negishi K, Tsubota K, Tomita Y, Gettinger K, Kurihara T.T Polarized Light Microscopy-Based Quantification of
Scleral Collagen Fiber Bundle Remodeling in the Lens-Induced Myopia Mouse Model. Life (Basel) 2025 Nov 13;15(11):1743. Nov 2025

Shi J* Ikeda SI*, Fukuchi*, Chen J, Gettinger K, Imanishi S, Negishi K, Tsubota K, Kurihara T.T Choroidal Mast Cells and Their Degranulation
Are a Pivotal Trigger for Myopia Development. Invest Ophthalmol Vis Sci. 66(14): 22. Nov. 2025

3 Jiang X*, Kondo S*, Otsuka N, Kaneda D, Torii H, Negishi K, Kurihara T, Tsubota K.T An analysis of light that reaches the eye surface

in an outdoor environment. Sci Rep. 15(1): 34319. Oct. 2025

4 Yang Y*, Tomita Y*, Lee D, Ikeda SI, Jiang X, Negishi K, Tsubota KT, Kurihara T.T Impact of Extended Lens-Induced Myopia on Retinal

Structure and Function in Mice. Curr Eye Res. 16: 1-9. Sep. 2025

5 Imanishi S, Tomita Y, Negishi K, Tsubota K, Kurihara T.T Intraocular Vasculature Formation Precedes Extraocular Vasculature Penetration

of Mouse Eyes. Dev Biol. 528: 152-162. Sep. 2025

6 Ikeda SI, Sone K, Takai Y, Miyano T, Negishi K, Tsubota K, Kurihara T.T Dose-dependent myopia-suppressing effect of 4-phenlybutyric
acid eye drops in a mouse myopia model under masked condition. BMC Ophthalmol. 25(1): 383. Jul. 2025

Ikeda S, Lee D, Chen J, Fukuda S, Negishi K, Tsubota KT, Kurihara T.T Antibiotics-Induced Gut Microbiome Dysbiosis Affects Susceptibility to
Minus Lens-Induced Myopia in Mice. Invest Ophthal Vis Sci. 66(6): 76. Jun. 2025

8 Chen J, Lee D., Ikeda SI, Zhang Y., Negishi K., Tsubota K., Kurihara T.T Assessing public awareness of myopia after the COVID-19
pandemic: an infodemiology study. BMJ Health Care Inform. 32(1): e101156. May. 2025

9 FERBE 1280 AARRFARA TRE8RELHEEI BEL 12— OV ( T VR EYF2ERE LRESFEEEOER L AR
HER£55129(3): 354-378. 202543F10H Journal of the Japanese Ophthalmological Society

10 Kondo S*, Jiang X*, Torii H, Mori K, Negishi K, Kurihara T, Tsubota K.T Violet Light Is Abundant Outdoors but Deficient Indoors in
Modern Lifestyle in Tokyo. Int J Enviro Res Public Health. 22(3): 444. Mar. 2025
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Exploring the Mechanisms Underlying
the Development of Dry Eye
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Yasue Mitsukura, MD, PhD
Professor Faculty of Science and Technology, Keio University

HWASHITRI R R EARETIE. FIATMHRBOR
FEAN =X LIRS LOFRAREAIEEZEMNE L ER
ARG OICHAMRETCZ—BLTHELTWEST . ERT
HEMCHER)DH L SEEL BEMBEEES JUEEIE
BICEBL-MAOHRT 70—F 2t KRS XL
TR BEE LT SEIFEM TV RDOMAS LVE
FEHRREEEE LA TE AV RTLEREILTEE LT,

SEEIT JINFEDRENORBE IO RASICZ A
HYELID FAN—Z MR HIOBBE LR T ED
FLIBEOR L7 RIF AL E CKEFRED-O VT
S EAHRE RASA EBIA DR IAERS A,
BESABBLVSI DEREROKFI TEEINATVLET,

MEEOERICHEIILTHY GEASABLURAZA
IIRFEBRABGENICEA DS, BRFEETORREBIE
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bkt L ARBREOBELHR MR LICERYBATHWET,

HROFET—TITOREBER N RFHEFNS 474
RYVRETINWEERERETN) ZRAWERZ4 T4 RKE
AN =R LORERER QHERFOLIAEBFITIC L5 BEMRE
HREE N Z 4 TARREOBEM . @R ET L ZFRA LT
A TAREICED IR EDORRBLVOFTMETT,
RETNGEEMEIMECERAREOATE MELURRE%E
FECTE RREBICMARBERD PAREEEE TELRE
BT EDTWET,

T BB RD MBI B A ¥ b BB T E Mk
L 7 7AN=7# bX MY —E TR EES 25T 2E
T HREEL AL TOBREBIELTOETIRE. R/
HEERICETBMABRE BT EDTVET,

SEIE FFA TN T 2R RREORFEZ ZKBEIR
ELSBBBIFHNIET Y RICESWERHRERE AT S
ICETTEDLOBYBEATEVWYET,
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At the Yagami Laboratory, we conduct research from basic to applied
studies with the aim of elucidating the mechanisms of dry eye disease
and developing new therapeutic approaches. Under my leadership, we
continued our original research approach this year, focusing on
autonomic nervous system function and physiological indicators. As a
key achievement, we established a non-contact system for measuring
heart rate and autonomic nervous system-related parameters in mice.

During this fiscal year, the research structure underwent changes
following Dr. Jin's return to China. Nevertheless, we welcomed new
members and proceeded with the reorganization and strengthening of
the laboratory framework. The Yagami Lab is currently operated by a
small team consisting of Dr. Sato (participating remotely from the U.S.),
Dr. Asai, Ms. Sakaguchi, Ms. Shibuya, Ms. Kitamura, Mr. Kiyohara, Mr.
Morishima, and myself.

We also focus on researcher development. Ms. Shibuya and Ms.
Sakaguchi have continued to gain presentation experience and are
conducting research with the goal of presenting at international
conferences. In addition, we continue the manuscript resubmission
process to improve the quality and reproducibility of our results.

Our research focuses on: (1) Elucidation of the mechanisms
underlying dry eye development using an environmental
stress-induced dry eye mouse model, (2) Evaluation of the relationship
between autonomic nervous system function and dry eye pathology
through heart rate variability analysis during restraint, and (3)
Exploration and evaluation of novel compounds effective for the
treatment of dry eye using the same model. The restrained airflow
model is characterized by its ability to induce pathological conditions
resembling human dry eye symptoms through airflow stimulation
alone, without the need for invasive procedures.

We also continue research on oxytocin-related tear secretion
mechanisms. Using fiber photometry to measure neural activity, we
aim to clarify the relationship between emotion and tear secretion at
the neural circuit level and are currently conducting additional
experiments and analyses toward publication.

With the ultimate goal of developing novel eye drops for dry eye, we
will continue to generate research outcomes based on scientific
evidence and contribute them to society.

OPN5DEBH)IZEIDFERAD =8 D
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Generation of Genetically Modified Animals

to Elucidate the Physiological Roles of OPN5
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Akihiro Yamanaka, MD, PhD

Investigator Chinese Institute for Brain Research, Beijing (CIBR, Beijing)

OPNB & #8 f 4ok iR B 4 B 0 — ZB D 4 IR M AR I FE IR A
WESINTVET A OPNSHERRICED &S 7 FEFEO AL IC
FBELTHEY ZITEDLSITERELTLEDOHDIZDONT
IERIZICRAD D> TWERAZ I T EROBLETFHRE
BN &SRB ICRENIL . OPNGA IR LT L2l & 7 DikE
DRExHRAE LT,

HHBEEFHE~ TR TIE OPNSEREMAZICHE L TEIR
BOICERA R R R B RIEM 2 BB ARG
BRoTHY GEMHARAIVIOFEEEEETT,OPNS
R Z B X /B TR T 2720 AR R
KEMNICHAER NV EERBETHVHR—R—< TR
ARYTVRZRBEIEFE L2, CORBIE YT RIZEITS
BAREBICEWTHER XV EEBERLIBER MNT
IFRRBEF (POA)ICHE LW TREMNAEN Y/ FILA RS
NEL. INDOEX XY /XOETIEZHSNIMATIL.
OPN5ZRIBLTWAHHITHBAIEEEL B WL =H in
situ hybridizationZs EZ#FAWT, I ICKEBOEREL
HEERAERLTWCFETT,

MR C.OPNSREBMAAZENICEFHRTEIEGTFHRE
< REERELE L2, OPNSEEF I/ OE—R—FHEN
EEEMEC RO FETIETNICHAER TN
LD TT B DELRFREYIRIZEWNT
X HBPELIVEHELZ I IBEE I TLICHAEDET
RIRIEHIE T .OPNSEBEMPAEZRNICE#R TSI L
NABETT . £/ 2O T REHAWTCOPNS /v o7 b
RIREEETEIEHARETT,

INOLDTTR%EFES T LT OPNSHKIRMAZDERER
Tk, H D W ISBEIR D DR T T 0RIE-FHED
AlREL R ET, T D2 OPNSRIEMEORIEL . 2D
EENEEORADT-HICEBICERRETILERD L
HEIRFEINEY,

While OPN5 expression has been reported in retinal
ganglion cells and certain other neurons, it remains
unclear exactly which cell types express OPN5 and how it
functions within them. To address this, we have
established multiple proprietary genetically modified
animal models to identify OPN5-expressing cells and
determine their functions.

One of our genetically modified mouse lines is designed
to selectively induce site-specific recombinase activity in
OPNb5-expressing cells, allowing for controlled activation
timing. To label these cells with fluorescent proteins, we
crossed this line with reporter mice that express
fluorescent proteins in a recombinase-dependent manner.
Upon observing various tissues in these crossbred mice,
we detected specific fluorescent signals in the preoptic
area of the brain. Since these labeled cells are highly likely
to be OPN5-expressing cells, we plan to further verify the
accuracy and rate of expression using techniques such as
in situ hybridization.

Additionally, we generated a genetically modified mouse
line capable of robustly labeling OPN5-expressing cells.
Because the OPN5 gene has relatively weak promoter
activity, sufficient fluorescent labeling has been difficult
with conventional methods. In our model, we achieved
strong labeling by expressing bright fluorescent proteins in
tandem; furthermore, this line can be used to generate
OPN5 knockout mice.

The use of these mice enables clear labeling of
OPNb5-expressing cells, as well as their selective
manipulation and labeling under temporal control. We
expect these models to be highly effective tools for
identifying OPN5-expressing cells and elucidating their
physiological roles.
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Development of Innovative Medical Devices

','"x?:'; i for Retinitis Pigmentosa
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Assistant Professor
Department of Ophthalmology, Keio University School of Medicine

ILBEREEEZEMETIRHMEL LTEBERB AR
AR TRELTVWALY D BEOMREMBEEIEYZ
HRE) CINREREMECREEREEES O AIERE
FERICHTAEBPIREZTL. FIAEE0EREEERL
THEYET,

MEEREMEI RROPTHEZRT 2EBTHS
MRICEEZ ST EGHE/ETHEORETHY (RIZHEW
RBEEN’ L INTEOTHRBEEAZITTVLWIERE
T HAOHRELITFHI AP ER TERYBEATLS
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YAREER  Electroretinography (ERG)
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P23H rhodopsin mutant mice. 10 weeks of age

Amplitude (uV)
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P23H rhodopsin mutant mice. 10 weeks of age. exposed to violet light

(100 uW 3E5fE/H)
(100 pW, 3 h/day)
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While treating patients at Keio University Hospital as an
ophthalmologist specializing in retinal diseases, | also
conduct basic research at my own laboratory (Laboratory
of Retinal Biology) on intractable retinal disorders such as
age-related macular degeneration and retinitis
pigmentosa, with the goal of developing novel therapies.

Retinitis pigmentosa (RP) is an inherited, progressive
disease affecting the retina, the light-sensitive tissue of
the eye. It has been designated as an intractable disease,
as no effective treatment has been established to date.
Our joint project with Tsubota Laboratory, titled
“Development of Innovative Medical Devices for Retinitis
Pigmentosa,” was selected for a grant under the FY2023
TOKYO Strategic Innovation Promotion Project by the
Tokyo Metropolitan Small and Medium Enterprise Support
Center (grant period: April 1, 2024 — December 31, 2026).
Utilizing this grant, we are conducting not only non-clinical
studies primarily using animal models, but also targeted
clinical research involving patients with RP.

In animal experiments, we demonstrated the
neuroprotective effects of violet light on the retina using
hereditary retinal degeneration mouse models that closely
resemble human RP.

Furthermore, with approval from Keio University, we
have finalized the initiation of specific clinical research for
patients with RP, which is scheduled to begin in January
2026. While the primary objective of this study is to assess
the safety of violet light, we also anticipate that it will
provide an opportunity to evaluate its therapeutic efficacy.
Our aim is to develop an innovative medical device based
on violet light technology originating in Japan, representing
an approach distinct from conventional drug discovery or
regenerative medicine.

NAFLy bFAME
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Violet Light Suppresses Pathological Retinal Angiogenesis
in Oxygen-induced Retinopathy Mice
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Yohei Tomita, MD, PhD
Assistant Professor Department of Ophthalmology, Keio University School of Medicine
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FREFEAPIS DAL BNMEIEZEZIRWICIH T2
ZEHERLTWET AR EXPREMEFERSE
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Photobiomodulation is a novel therapeutic strategy that
uses specific wavelengths of light to modulate cellular
functions and achieve therapeutic effects. In our
laboratory, we are focusing our research specifically on
violet light (VL).

Retinal neovascular diseases, such as retinopathy of
prematurity (ROP), are characterized by pathological
neovascularization and remain a leading cause of vision
impairment worldwide. We investigated the therapeutic
effects of violet light on this pathological
neovascularization using an oxygen-induced retinopathy
(OIR) mouse model, which mimics conditions like ROP.

The OIR mice were divided into two groups: a control
group (WL group) raised only under standard white light,
and a group (VL group) exposed to VL for a set period each
day. On postnatal day 17, the retinas were harvested to
measure and compare the areas of pathological
neovascularization (NV) and vaso-obliteration (VO)
between the two groups. The results revealed that the NV
area was significantly reduced in the VL group compared
to the control group. Meanwhile, no significant difference
was observed in the VO area, which relates to normal
retinal vascular development. Furthermore, no systemic
adverse effects, such as changes in body weight or blood
glucose levels, were observed due to VL irradiation (Feng,
Tsubota, Tomita, et al. ARVO 2025).

These findings indicate that violet light selectively
suppresses pathological neovascularization in OIR mice
without hindering normal vascular development. This
study suggests that violet light has the potential to
become a safe and non-invasive new therapeutic strategy
for retinal neovascular diseases. Based on these results,
we have begun researching VL therapy for other
retinopathies as a further application, aiming to develop
treatments that can benefit an even broader range of
patients.
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Protective Effects of COL17A1 on Ocular Surface Epithelial

Stem Cells and the Development of a Stem Cell-Targeted Novel
Therapy for Dry Eye Disease
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Shinri Sato, MD, PhD
Acting Instructor Department of Ophthalmology, University of Washington

FEInF T BERDAZRNELEICTHIRIRED
HEARTE A TACIRREEBDHRE XD =X LERH
CHBAERREZERICEHLBVEL L E- ER
REERZMRAMECBEEYZD T OREMNRELR
ICTHRBWZERERE EFEOHMEZELHANIE
LADBEEICOWTHERLTHEYET,

REEMOESMHEOHRFICIL, AE EE R, < 1R—
LAY BSHORRD S £ E4 EEEAHARICHEAE
TRIEDPBETT  AARETIH. ITRIT -7~
(COL17AL) = RIET 2MAH . AIE FEE, < 1R — LR
ZEUCIRREMOLEH L EEEBIChI->TElaLLT
Heed sz ee R ELEL,

BTN IRERW-EERIZLY . COL17TAL OFIRIL.,
MNP EINMRBRIREDANR LR S HICHIBR MTE
FHEGVHD) ICE>TETFLTWB Z A b LTz, £z,
COL17A1 OEEFRIEYTRICEWT AR, #EIE. RER
zEUREAEA T . ERBEELEEO ML/ Z—>
MELBZ LMY ELT,

—7.COL17Al ORI ELFREICLVIEZRINT
WBYTRTIE Bt A>THIRFEIT IV EAL LS B
BREBIRIENTUVEL, THICALEHMTLM-017I2 &2
AEICE->T COLITALl oEBAHRT S L T, GVHD
ICBSBELI= N 74 74 (BIE L RIGE., V(R — LTS
MmN E LT,

INHLOMEMNS COLITAL IFXFIEHRRREAER
B2 R Z M1 T 2O X CEERREIZR-L.
MEBPANRFLRICER T 2REEEEICHTIEE
RREIENERYBIIEIREINET,

FIF2025F10B LY KE S T LD TV by KFED
EARZEEDHREICEF LAY E LI, SHHIFHT R
CHIC BMEE -7y b LEZIRRERBOHRAE
ORFEEBBRIHRERITTSYVES,

Tsubo Lab  VISIONary INNOVATION 2026

| have been engaged in research at the Department of
Ophthalmology, Keio University School of Medicine, in
collaboration with the Tsubota Laboratory, with the aim of
elucidating the pathogenic mechanisms of dry eye and
ocular surface diseases and developing novel therapies.
Furthermore, under the supervision of Professor Emi
Nishimura at the Division of Aging and Regeneration
Biology, Institute of Medical Science, the University of
Tokyo, | have been conducting research on the relationship
between ocular surface epithelial stem cells and aging and
external stress.

Maintenance of ocular surface homeostasis requires the
integrated function of diverse epithelial cell types with
distinct characteristics, including those of the cornea,
conjunctiva, eyelid, and meibomian glands. In this study,
we identified cells expressing type XVII collagen (COL17A1)
as stem cells that function across a broad range of ocular
surface epithelial regions, including the cornea,
conjunctiva, and meibomian glands.

Experiments using mouse models revealed that COL17A1
expression is reduced by aging, external stresses such as
ultraviolet irradiation, and graft-versus-host disease
(GVHD). Furthermore, COL17A1-deficient mice exhibit
epithelial damage and senescence-like differentiation
patterns throughout the entire ocular surface, including the
cornea, conjunctiva, and eyelids.

In contrast, mice with genetically enhanced COL17A1
expression maintained a more youthful and healthy ocular
surface even at advanced age. Moreover, treatment with
the compound TLM-017 preserved COL17A1 expression
and suppressed GVHD-associated dry eye, corneal
epithelial injury, and meibomian gland dysfunction.

Collectively, these findings suggest that COL17A1 plays a
critical role in maintaining stem cell function across
multiple ocular surface tissues and represents a promising
therapeutic target for ocular surface diseases associated
with aging and external stress.

Since October 2025, | have been conducting research as
a visiting scholar in the laboratory of Dr. Yuzuru Sasamoto
at the University of Washington in Seattle, USA. | will
continue my research in collaboration with Tsubota Lab,
aiming to develop novel therapies for ocular surface
diseases targeting stem cells.
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The Dawn of New Research on OPN5
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Kazuhiro Kiyohara, PhD
Head of CNS Development Tsubota Laboratory, Inc.

Tsubota Laboratory, Inc. promotes numerous joint
research projects with domestic and international
research institutions (e.g., Seed Creation Core Labs,
T-SBIR) with the goals of creating drug discovery seeds,
elucidating the mechanisms of violet light (VL) in the
ophthalmology and central nervous system fields, and
expanding its indications. We strive to return the fruits of
these innovations to society. Our core competence, VL
technology, exerts diverse biological effects by stimulating
OPNS5, a non-visual opsin receptor. However, many
aspects of OPN5's functions remain unclear, and it is
currently a subject of intensive research worldwide.

In response to this, Tsubota Laboratory has initiated a
new joint research project (Seed Creation Core Lab) with a
research team led by Professor Hideyuki Okano of Keio
University. This project aims to investigate the functions of
OPN5 in the central nervous system and elucidate the
fundamental characteristics of human OPN5. This
research is conducted in concert with two major research
centers:
1.Keio University Regenerative Medicine Research
Center

- We are establishing a laboratory dedicated to this joint

research to investigate the fundamental characteristics of

human OPN5, aiming to elucidate VL/OPN5 mechanisms
and create new seeds.

- Under the leadership of Dr. Munehisa Shinozaki, we are

currently structuring a team with dedicated researchers.
2.RIKEN

- We are advancing research to clarify the functions of

VL in the central nervous system.

+ Led by Dr. Noriyuki Kishi and Dr. Junichi Hata, we are

currently discussing study designs to propel these

research activities.

At both centers, we will accumulate pioneering insights
by leveraging our unique research tools, equipment, and
innovative ideas. Fundamental research is crucial as it
forms the bedrock for returning innovation to society.
Through this joint research, we will work to further
strengthen Tsubota Laboratory's core competence by
elucidating the mechanisms and characteristics of VL
action via OPN5 and by pursuing research with a view
toward practical social implementation.
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FERY Original Articles & Review Papers (21 papers)
Total Impact factor (IF): 70.73, Average IF : 3.37

Myopia Total IF: 43.8

1.

2.

10.
11.
12.
13.
14.

15.

Kondo S, Jiang X, Torii H, Mori K, Negishi K, Kurihara T, Tsubota K. Violet Light Is Abundant Outdoors but Deficient Indoors in Modern Lifestyle
in Tokyo. IntJ Environ Res Public Health. 2025 Mar 17;22(3):444.

Chen J, Lee D, Ikeda SI, Zhang Y, Negishi K, Tsubota K, Kurihara T. Assessing public awareness of myopia after the COVID-19 pandemic: an
infodemiology study. BMJ Health Care Inform. 2025 May 16;32(1):e101156.

Ogawa M, Torii H, Yotsukura E, Mori K, Hanyuda A, Matsumura J, Fukuoka K, Negishi K, Kurihara T, Tsubota K. Intensive outdoor activity for 1
week increases choroidal thickness in Japanese schoolchildren: a prospective observational study. BMC Ophthalmol. 2025 May 20;25(1):300.

Hashimoto A, Yotsukura E, Ogawa M, Mori K, Hanyuda A, Tsubota K, Kurihara T, Negishi K, Torii H. Thicker peripapillary choroid may be
associated with behavioral factors in Tokyo's children. Sci Rep. 2025 May 22;15(1):17868.

lkeda SI, Lee D, Chen J, Fukuda S, Negishi K, Tsubota K, Kurihara T. Antibiotics-Induced Gut Microbiome Dysbiosis Affects Susceptibility to
Minus Lens-Induced Myopia in Mice. Invest Ophthalmol Vis Sci. 2025 Jun 2;66(6):76.

lkeda SI, Sone K, Takai Y, Miyano T, Negishi K, Tsubota K, Kurihara T. Dose-dependent myopia-suppressing effect of 4-phenlybutyric acid eye
drops in a mouse myopia model under masked condition. BMC Ophthalmol. 2025 Jul 1;25(1):383.

Chen J, Lee D, Negishi K, Tsubota K, Kurihara T. Digital health as a scalable strategy for equitable myopia management in East Asia. Asia Pac
J Ophthalmol (Phila). 2025 Aug 25:100241. Review.

Yang Y, Tomita Y, Lee D, Ikeda SI, Jiang X, Negishi K, Tsubota K, Kurihara T. Impact of Extended Lens-Induced Myopia on Retinal Structure and
Function in Mice. Curr Eye Res. 2025 Sep 16:1-9.

Pan W, Morgan |, Flitcroft |, Rose K, Ostrin LA ... Tsubota K ... Lan W. The need to address the myopia pandemic: summary report of the global
myopia public health summit 2024. Glob Health Res Policy. 2025 Sep 23;10(1):45.

Jiang X, Kondo S, Otsuka N, Kaneda D, Torii H, Negishi K, Kurihara T, Tsubota K. An analysis of light that reaches the eye surface in an outdoor
environment. Sci Rep. 2025 Oct 2;15(1):34319.

Yang Y, Lee D, Gettinger K, Tsubota K, Negishi K, Kurihara T, Tomita Y. Mechanisms Underlying Myopia Progression from Visual Signaling to
Metabolic Remodeling in Retina. JMA J. 2025 Oct 15;8(4):1031-1038. Review.

Shi J, Ikeda SI, Fukuchi T, Chen J, Gettinger K, Imanishi S, Negishi K, Tsubota K, Kurihara T. Choroidal Mast Cells and Their Degranulation Are a
Pivotal Trigger for Myopia Development. Invest Ophthalmol Vis Sci. 2025 Nov 3;66(14):22.

Yang Y, lkeda S|, Kang L, Ma Z, Negishi K, Tsubota K, Tomita Y, Gettinger K, Kurihara T. Polarized Light Microscopy-Based Quantification of
Scleral Collagen Fiber Bundle Remodeling in the Lens-Induced Myopia Mouse Model. Life (Basel). 2025 Nov 13;15(11):1743.

Imanishi S, Tomita Y, Negishi K, Tsubota K, Kurihara T. Intraocular vasculature formation precedes extraocular vasculature penetration of
mouse eyes. Dev Biol. 2025 Dec;528:152-162.

Yotsukura E, Torii H, Hayashi K, Hayashi S, Ohnuma K, Mori K, Ogawa M, Hanyuda A, Kurihara T, Tsubota K, Negishi K. Violet light-transmitting
intraocular lens increases choroidal thickness: 1-year prospective, randomised controlled trial. BMJ Open Ophthalmol. 2025 Dec 10;10(1):e002441.

Dry Eye Total IF: 10.3

1.

2.

Kaido M, Arita R, Mitsukura Y, Sumali B, Tsubota K. Disruption in Autonomic Nervous Activity is Associated With Central and Peripheral-Level
in Dry Eye With Unstable Tear Film. Invest Ophthalmol Vis Sci. 2025 Feb 3;66(2):69.

Sato S, Ogawa Y, Shimizu E, Asai K, Negishi K, Tsubota K, Hirayama M. Endoplasmic reticulum stress contributes to the development of ocular
graft-vs-host disease in the eyelids and the ocular surface. Ocul Surf. 2025 Jul;37:115-131.

Brain/Aging F:4.9

1.

Noda Y, Taniguchi K, Takano M, Mimura Y, Yanagisawa N, Hayano M, Kitahata R, Ogawa Y, Mimura M, Tsubota K. Violet light
photobiomodulation therapy for depression: A double-blind randomized crossover trial. J Affect Disord. 2025 May 1;376:325-332.

Keratoconus |F:2.9

1.

Kobashi H, Kumanomido T, Ide T, Kato N, Shimazaki J, Itoi M, Tsubota K. Ineffectiveness of KeraVio Treatment with Violet Light-Emitting
Glasses Without Riboflavin Drops for Progressive Keratoconus. J Clin Med. 2025 Jan 24;14(3):773.

Miscellaneous Total IF: 8.8

1.

2.

Yokoyama Y, Takashina Y ... Tsubota K, Auwerx J, Watanabe M. Porphyran from discolored nori prevents metabolic syndrome through
microbiota-bile acid-ceramide pathway. iScience. 2025 May 7;28(6):112603.

Osada H, Nishimura T, Mitsunaga M, Saruta M, Tsubota K, Negishi K, Kurihara T, Ban N. Evaluation of Anti-VEGFR2 Specific
Photoimmunotherapy for Targeted Regression of Neovascularization in an AMD Model. Invest Ophthalmol Vis Sci. 2025 Jun 2;66(6):70.
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The Association for Research in Vision and Ophthalmology (ARVO) 2025 Annual Meeting, Salt Lake City, Utah, USA 4 - 8 May 2025

1.

2.

o~

10.
11.
12.
13.
14.
15.

16.

Kurihara T, Ma Z, Yoshida T, Imanishi S, keda S, Kwok R, Negishi K, Yamanaka A, Tsubota K, Tanaka K. Chemogenetic inhibition of
suprachoroidal nucleus lead to ipsilateral myopia shift

Jin K, Shibuya M, Sakaguchi H, Morishima K, Mitsukura Y, Tsubota K. A Comparative Analysis of the Effects of Restraint Stress and
Scopolamine Treatment in Dry Eye Murine Models

Feng X, Lee D, Ban N, Imanishi S, Chen S, Yoshida T, Negishi K, Tsubota K, Kurihara T, Tomita Y. Violet light suppresses pathological retinal
angiogenesis in oxygen-induced retinopathy mice

Wang J, Osada H, Chen S, Negishi K, Tsubota K, Kurihara T, Ban N. Violet light reduces laser-induced choroidal neovascularization in a mice
model

Chen S, Osada H, Wang J, Fujinami K, Negishi K, Tsubota K, Kurihara T, Ban N. Violet light is retinoprotective in P23H rhodopsin transgenic
mice

Kurimoto K, Ikeda S, Yoshida T, Negishi K, Tsubota K, Kurihara T. Exploration of AAV Serotypes Efficiently Enabling Gene Delivery to the Sclera

Jiang X, Kondo S, Torii H, Negishi K, Kurihara T, Tsubota K. Measuring light environments with irradiance may better evaluate the influence of
violet light in myopia progression

Kondo S, Jiang X, Otsuka N, Kaneda D, Torii H, Negishi K, Kurihara T, Tsubota K. Influence of Eyeglass-Lens Transmittance on Violet Light
Exposure: A Dual Evaluation Using Irradiance and llluminance

ShiJ, lkeda S, Hou J, Negishi K, Tsubota K, Kurihara T. Choroidal mast cell degranulation is an important feature during myopia development

Huang Y, Yoshida T, Imanishi S, lkeda S, Negishi K, Tsubota K, Kurihara T. Sympathetic Nerve Distribution in Close Proximity to Vascular
Components of the Mouse Choroid

Yoshida T, Ma Z, Huang Y, lkeda S, Negishi K, Yamanaka A, Tsubota K, Kurihara T. Analysis of brain regions activated by violet light irradiation

Hou J, lkeda S, Imanishi S, Fukuchi T, Negishi K, Tsubota K, Kurihara T. Suprachoroidal space injection of LPS stimulates choroidal M1
macrophage polarization and induces myopia in mice

Tsubota K, lkeda S, Negishi K, Kurihara T. Suppression of myopia by oral administration of bovine lactoferrin with manganese

Ikeda S, Yoshida T, Negishi K, Tsubota K, Kurihara T. Scleral hypoxia response induces ER stress and promotes myopia
Yang Y, Tomita Y, Lee D, lkeda S, Jiang X, Negishi K, Tsubota K, Kurihara T. Protective effects of crocetin on retinal function in a prolonged
myopia-induced mouse model

Chen J, Ikeda S, Imanishi S, Lee D, Zhang Y, Yang Y, Negishi K, Tsubota K, Kurihara T. Retinal Pigment Epithelium as the Central Hub of
Pathologic Myopia: YAP/TAZ Signaling

Vision China 2025, Xi’an, China, 12-15 June 2025

Kubota E. Women in Eye Health Session: Spotlight Forum

Hou J, Kurihara T, Tsubota K. Violet Light Therapy for Myopia

First Conjoint Meeting of RIKEN and International Society of Microbiota
— Targeting Microbiota, Tokyo, Japan, 8-9 October 2025

Ichimura R, Tanaka K, Song |, Shimizu E, Ogawa Y, Tsubota K, Fukuda S. The Impact of Inmune Changes Induced by Bone Marrow Transplantation on
the Colonization of Gut Microbiota Following Fecal Microbiota Transplantation

KCXL 2025 Milano, Milan, Italy 11-13 December 2025

Kobashi H, Tsubota K. Efficacy and Safety of KeraVio using Violet Light-Emitting Glasses and Cyanocobalamin Drops for Progressive Keratoconus:
A Pilot Study

Tsubo Lab  VISIONary INNOVATION 2026

25



==
%%ﬁ% Achievements  January 1 - December 31, 2025

26

3 [E|PFIBRFFEEE  International Symposia
°

Asia Dry Eye Society (ADES) Summit 2025, Jeju, Korea, 30 May 2025

Tsubota K, Sato S, Ogawa Y. Stem Cell Protection for oGVHD Therapy

Visual Science Research Exchange Conference of Ophthalmology, Shanghai, China, 30 May 2025

Tsubota K, Sato S, Ogawa Y. Stem Cell Enhancing Eyedrops for oGVHD and Dry Eye/MGD (online presentation)

Wenzhou University Optometry Hospital Lecture, Wenzhou, China, 17 June 2025

Tsubota K. Innovation (A New Role for Doctors)

4th Wenzhou, Shanghai and Keio Joint Meeting on Myopia, China & Japan (hybrid). 17 June 2025
Organizers: Xiangtian Zhou, Toshihide Kurihara & Kazuo Tsubota

1. Yotsukura E. Slowing of Greater Axial Length Elongation Stemming from the Coronavirus Disease 2019 Pandemic with Increasing Time Outdoors: The Tokyo Myopia Study
Wu J & Shu Z. Dynamic monitoring of choroidal vasculature for myopia onset in primary school children: evidence from a 3-year longitudinal study
Shu Z. Retinal GABA Regulates Functional Subtype Transitions in Dopaminergic Amacrine Cells in Myopia Pathogenesis

Yang Y. Impact of Extended Lens-Induced Myopia on Retinal Structure and Function in Mice

Shi J. Choroidal mast cells and their degranulation are a pivotal trigger for myopia development

Pan M. Scleral mitochondrial hyperfission promotes myopia development

Zhao F. Decreased scleral Wnt5ahi fibroblast exacerbates myopia progression by disrupting the scleral ECM homeostasis

Yoshida T. Violet light can influence myopia progression in mice through epigenetic regulation

0V ® NG A WN

Zhou X, Kurihara T, Tsubota T. Discussion on the future of myopia research

Zhongsan Ophthalmic Center Scientific Lectures, Guangzhou, China, 25 July 2025
Tsubota K. Are Allergies and Myopia Related?

Tsubota K. Investigators Create Innovation

Zhongshan Corneal Forum, Guangzhou, China, 26 July 2025

Tsubota K, Sato S, Ogawa. Are Stem Cell-Enhancing Eyedrops for oGVHD and Dry Eye/MGD?

National University of Singapore: The Innovation & Precision Eye Health Webinar Series 2025, Singapore, 25 November 2025

Tsubota K. Integrating Innovation and Science: A Hypoxia-Based Approach to Myopia Control and the Challenge of Advancing Innovation in Japanese Medical Schools (online presentation)

Elljc.lf?ﬁ—':%~ Domestic Conferences
)

E31EARERFRE 244/ The 31st Annual Meeting of the Japanese Society of Ophthalmic Diabetology, {118, 202551 825H
B, R, R, ST, RitHE, TEE, RE—T, FH—8, BERE T, EHEF. Violet light reduces pathologic angiogenesis in oxygen-induced retinopathy model

F£129[E AARERF L4/ The 129th Annual Meeting of the Japanese Ophthalmological Society, B, 2025548 17H~20H
1. GEEE—RE- FE—3 ZREE SEERRINSIIEER N2 FET 5L TERAETTS
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5. EiE RAFL BEE RET, FE—B, EREKE, HEFK. T VRICBIENAF Ly bTA M LD L — Y —F R A MEI IR
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FTEIAFERF LS /The 7th Annual Meeting of Japan Myopia Society, XBx, 20255E6H288~29H
1. hEE— RS, RE—T, FH—3, EREX BIEER L ERICE )5 Yap/ Tazlc & 2 RBKFZAEHIEEEOTFE
SRR, BEFTE, B BHEE—, Dy av Iy, RiE—T, A, BRE. RETEFEYVRETIVICHITZ 7 0T OHFEEERED R
Jue Shi, HE—, BHE —, &I, BRES, RE—T,, TH—B, FRER. Fi&EBGMRLIOMEETICEERKE %E
HHEYE, BT, B8, BHE—, IRE—T, ILPE, FE—F, FRER. LABHICLYEH L SN 2RO ENT
FHE—%, tHE—, BPEE RFE—7h, FREE. <V H VM7 b7 ) VI L BEE IR
IMERE—ED, E8k, KIFERE, £BAH, BESHK, RE—7, ERAX, FH—3. EARRICBI2 N MFL Y b FEBERUAD XLV ZOERENEX 552
=—h, o HE, 518, BHE— RE—T), FH—F, FRERE. v 7 RIRIEEICKES T 2 B RIOARETICEET 5
BHE—, 57, EEET, SHE— RE—T, HH—8, FRERE VKBS M VLEANCLIRISEZEEETILY T RO
Q. BT, STE RETh FHE—F, EREE IRSEICH T3 MEFBIMEE R TTF ROFKE/ < 2— Okt
10. @i HEE— SHE StE—, RE—T, FE—B, EREX KERFFOY/ 07 7 —SBEH < T ADBINERLICHEE 52 %
11. SEE EEET RE—T, FA—B, BERER. v 7 ROERERABIRILEE FHBIROHRE LTELD
12. <U72F WAKEND BES BAFE EBMA ARBT NIE NIST, DADRT, I0-5 ERAE BREN, RE—T. 2EHCBIARKEEZ 8L BE EREROEEL 0k
13. EREBZE E74H, TME, tH E—, PR, RE—7, Wb, AR, SFA—3. HERZOINEIIIREEOIEE LA N L CEE2FES 3

® N OO AN

F6EIAXRREIAIZE S APTOS 2025, XBR, 202556H27H

Tomokazu Fukuchi, Yohei Tomita, Tomonori Yuda, Kazuno Negishi, Kazuo Tsubota, Toshihide Kurihara. Unsupervised Choroidal Segmentation of OCT via Masked Autoencoders & Clustering

FATEBFAER - KEYMF R, Eli, 202557A11H
B —, 63, B — R, SE—B, BRMRE BRIET 7+ —h AREIC £ B IR IE AR Bk & IR L

FAEBFRERF R, KE, 202557190
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Shin-ichi Ikeda, Tomokazu Fukuchi, Jue Shi, Kazuno Negishi, Kazuo Tsubota, Toshihide Kurihara. The role of immune cells in the choroid of the eye: Mast cells as regulators of myopia
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Upward revision of full-year forecasts for FY3/2025, achieving record highs in net sales and all profit categories.

20255 |3 EER CAERAEZ KIff-—F LV E LT,

2025 F3FMBHAERIC DLW EABEZ TV E LA L MICERFIREBEE CBEREEEMLE LT,
AR EE R L AL OB INSERORLAELR R INGSMOMII 2 BE IR T HEREL>TVET,
Fiscal year ending March 2025 (FY2025) marked a year of significant progress in our financial performance.

We revised our full-year earnings forecast upward and achieved record-high net sales and profits at all levels.

While continuing strategic investments in research and development, we further strengthened our earnings base,
thereby demonstrating our ability to achieve both growth and profitability.

HE-REREOMEZEE (T -V A MAE)

Strengthened dialogue with shareholders and investors to enhance engagement.

F—T XN RENAT Yy FEATHREL AR - FXDOZERMEZM L

Hosted hybrid "Open Campus" events to improve transparency in research and business operations.

BEREOWFERICHFNLE L. EFRERRB LR EBR RN BEARERGHASRZNAT7Y Y FTEREL.
UTLRBICIFI00ZBHI SN BRLELERICTONEL,

T—hATERIETIEY 2 — FEIEHL R 500U LR ER L A TS TORMER LICOANYE LT,

e F—T v F v RENAT Yy FTHEEL AR -FEOEBAMER LR £ LT,

We further strengthened engagement with investors. In addition to the Annual General Meeting of Shareholders and shareholder meetings,
we held hybrid-format briefings for individual investors. More than 100 participants attended in person,

with active Q&A discussions reflecting strong interest. Archived short-form videos generated over 1,500 cumulative views,

contributing to greater market visibility and investor awareness.
We also hosted hybrid-format Open Campus events to enhance transparency in our R&D and business activities.

FEE TR ERERCARER FRBEIARIOERLEL,

FREEye Valley P KE > 7 ML 74 RAYSICT/ A—/NIVEROREB A EBEL MHME CIINHNFPE EFTRERE) 2ZELE L,
B TIITLM-0030EAFEIEFEEEIT. TLM-0010Phase [1a#21T. TLG-001DLPOER L BEREH ZRLTUVET,
IHICALHERDEFANDSAICLY ER Vo LA RBEH TOFH -AREESBENY E LT,

IS OWTIE UTOT LRV =Rz hhH 8 TTHRLZI,

On the business front, we achieved meaningful progress across multiple strategic initiatives,

including international expansion, R&D,and entry into new business domains.

We established a foundation for global expansion through China’s Eye Valley and our Seattle office in the United States.

In recognition of our intellectual strategy, we received the Intellectual Property (IP) Achievement Award

(Commissioner of the Japan Patent Office Award). In development, TLM-003 advanced to a Phase |l clinical trial in Japan,
TLM-001 progressed to Phase lla, and TLG-001 achieved Last Patient Out (LPO), demonstrating steady pipeline advancement.

Furthermore, our entry into the cosmetics sector has created new growth opportunities in the beauty and wellness domain.
For further details, please refer to the press releases below.

EREBEEZWNRELAE TLM-003 0EAE || HRRFABOBHNSE
TLM-003 Enters Phase Il Clinical Trial in Japan for Myopia }

https://contents.xj-storage.jp/xcontents/AS82482/f8783fa6/425e/4754/9f3f/b18deceTb2cc/140120250417517256.pdf

VA4 R—LIRERERE AESE TLM-001, Phase2a REBITOHHSE
‘ TLM-001 Advances into Phase lla for Meibomian Gland Dysfunction
https://contents.xj-storage.jp/xcontents/AS82482/24415863/476d/411e/96a9/al49ae53d7e1/140120251009570540.pdf

NAFLy T4 MBS T/SA R[TLG-001 |EAEGKAERICHE VT LPO%ERK
TLG-001 Achieves Last Patient Out (LPO) in Clinical for Myopia Trial in Japan }

https://contents.xj-storage.jp/xcontents/AS82482/a7aa2061/b047/4019/b3f9/a8109a4c87ee/140120251020575709.pdf
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10th Anniversary Special Lectures and Party

A/ "= a VPR T TEFA IR RFK

A “Gokigen” Future Pioneered by Innovation

HHEIHRITI0EEZ DR 2025F7A3BICHRT IV a—F — R CCRRFHBEB LSO/ S—T1—Z RV LELT,
RIALI0EFE/S—TA =TI NMF Ly b7 MEORFMERREHBLE L7,

EFEN H120080/5— =28 DI - RHIEHRIBRRUSRN RRADE Y a2 9 hH5 5 FERICERISH O L eE LY E L1,
ZOWEFEVNIARZAEEZ JEEITDRONE LD, O ERITERDSARAS ZXEEZEBEOBY THY (DL VREHHLETFES,
St ELEREDHRIGHIZ S HITREICL MRICHEIT 28R Z LTI TOLEFEFETTY,

RII0FEFZRL EFDORAMR CERT 2320 —4—(ICL2KRFERNITHhNE LD T,
ZNZNDREDHDEONIAARERRADBEREREANDEEE LUTICZA P2 A TCTRBALET,

In 2025, we celebrated our 10th anniversary and held a commemorative lecture and reception on July 3 at Hotel New Otani Tokyo.

At its 10th anniversary celebration, Tsubota Laboratory shared its latest research achievements,

including advances related to violet light. Approximately 200 partners from industry, government,
and academia gathered for the occasion, and the venue was vibrant throughout,
making it a truly energetic and wonderful moment to share a vision for the future.

Reaching this significant milestone would not have been possible without the generous support and goodwill of all involved,
for which we express our deepest gratitude.
Looking ahead, we remain firmly committed to further strengthening our collaborative ecosystem and
continuing to deliver outcomes that make a meaningful contribution to society.
To celebrate the 10th anniversary of Tsubota Laboratory,
special lectures were presented by three distinguished leaders active at the forefront of industry and academia.
This digest introduces their passion for social implementation and their visions for the future,
shared from their respective perspectives.
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Report: Tsubota Laboratory, Inc. 10th

B AEMFHAREOSH

ASRZHED S HEERRL BEA OB [BEEFU
SE—BHED S VAT REREIETD IBEMEFALLE
BREE KERY CHRERSL IRED 26K, 2015F ICHRE
EUH L E LT, Y5 RTHE o7 P8I RE TIRE0BEBR
BF—LNCHRERITEL,

NAFLy b FAMNRAREXREMFHAREDSH

The Journey of Violet Light Research and the Photobiology Laboratory
HEE I EERDAFEFI ERIR TR #% £4%

Speaker: Dr. Toshihide Kurihara, Associate Professor, Keio University School of Medicine

. The Journey of the Laboratory of Photobiology

Dr. Kurihara recalls learning from Prof. Hideyuki Okano the perspective of
“understanding pathology and linking it to regeneration,” and from Prof. Kazuo
Tsubota the importance of “delivering science to patients.” After honing his
skills during his stay in the United States, he established his own laboratory in
2015, two years after returning to Japan. What began as a challenge with just
five members has now grown into a team of over 60 researchers.

B ~M1FLy I M RRERE

BRERAOZERID S/ XA ALy b 54 MRZABAL. /ALy 51 bat
HZEHOPNSE N LTHARIE DIE 54 RS L TIREITEHIZ B X H
SRLETYRETNTEOICENE Lz, CORMRIFFATRLINSE
DHERRAEREL RIS EAAER AR EoTVET,

. Violet Light Research and Achievements

Violet light research was initiated from clinical questions. It was
demonstrated in mouse models that violet light, via the photoreceptor OPN5,
maintains the thickness of the choroid and suppresses the progression of
myopia. These findings led to collaborative research between the Tsubota Lab
and JINS, and the work has now progressed to Phase Il clinical trials.

B BEB4oH L7 70—F ¥ ASOF TV ER
EREAEI BEECEEUEREDEELAREREEICN T 2EH
HWABEFREFRMERRINF L. BEYRLLHYRORA%
HAEDLERIFAZOR TV | 2R L MREZOLDICHERL
DIEBE AT - BB FETY 2025F2BICIZEARNEFEIPIE b EE
~DBREESEERET L. EENA—SEBABLE LT,

. A Novel Approach to Visual Restoration:
Development of Chimeric Rhodopsin

Dr. Kurihara presented an innovative gene therapy strategy for severe visual
impairments, such as retinitis pigmentosa. The method involves the
development of “chimeric rhodopsin,” which combines the advantages of
microbial and animal types, to grant light-sensing capabilities directly to cells.
A historic milestone was achieved in February 2025 with the completion of the
first clinical trial dose administered to a patient in Japan.

58 2

B 5iiEh SRR BHD/NFTLILS T

HE BHER LAIBHAEEL BBHOH Y A EIRAN LRE T ARIE
BR7AY I MHEITLTVWE T RIBIRA SHE R T % #5.5491,500
A—PMLOBEEEE A ERLOEENS[LEkmOAE ~NEBRL.
ADERDOEHEMNEGI T DB TT IHRTY 7I13H150~7 Z—)L
ICBLNHVTELVWES |[ZRRTHILEBIELTVET,

ERICKDEDDICY ~DHkEK

An Entrepreneur’s Challenge to Revitalize Urban Development

BEE KAV IFR—AL T X RKRIHEERSRCEO HY Z K

Speaker: Mr. Hitoshi Tanaka, Founder & Group CEO, JINS HOLDINGS Inc.

. A Paradigm Shift in Urban Development Beginning in Maebashi

Currently, Gunma Prefecture and Maebashi City are collaborating on a large-scale
project to fundamentally transform the nature of the city. The vision is to convert a
1,500-meter stretch of road space connecting Maebashi Station to the Gunma
Prefectural Government Office from a car-centered roadway into a “1.5 km linear park,”
transitioning it into a human-centric urban space. Spanning approximately 150
hectares, this initiative aims to create a “walkable and enjoyable urban environment”.

B B8 Lo FEETL

I ABORBEEDEFH O T HAHHOBEETILELTE
hobEEEEHTEY ABRARREAER (YE) HREMERERIN
FLIEBARBEDOTY 7RI A Y NDEEEFE LT . SHROEHIERS
PHERZERICBLWTHEELRSBEAI L AZ ZENHFINTVWET,

. The “Maebashi Model” as a National Strategy

Furthermore, Maebashi’s private-sector-led urban development has
garnered attention at the national level as a model for regional revitalization,
and then-Prime Minister Shigeru Ishiba visited the site in person. It is expected
to serve as a vital reference for a Japanese-style “Area Management” success
story, with future institutional design and policy discussions in mind.

W B F~nT—1

HFKIE FEIKNERVFr—REL FOLRVWERIZHEE
ThHhHEBYVETIIH—BRDY —K—> v IHEAFITFHET R,
SHIDICKREB/URETEOBNWF LRI EANDHFLFELN
E(B/R

. A Message to Tsubota Laboratory

Mr. Tanaka emphasized that in both urban development and venture
management, an unyielding passion is paramount. He expressed high
expectations for Tsubota Laboratory—born from the leadership of Prof.
Kazuo Tsubota—to become an even greater driver of social
transformation in the years ahead.
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Neurological Diseases and GPCR Drug Discovery

#EE  BERIAT R -BEERRVY—TFE2—K AY R &%

Speaker: Dr. Hideyuki Okano, Professor / Director, Keio University Regenerative Medicine Research Center

B @R 8REE | 251HT35HK770—F [ innovative Approach to Regulating “Hyperexcitability” in Neurons

B LT, TILYNAT—ECALS A EDMREEBICHET S Prof. Okano is advancing drug discovery research that aims to suppress the
[ RMEOBREE | % KMAKDX—4 Y FTH B [GittEH “neuronal hyperexcitability” that is commonly observed in neurological
GPCRJIC &> T4 T BRI R A ESNTWET, ZNIT LY. t:seaseslsuch as AIzhelmgr s d;]sease an.d am)l/otrolphf lateral sc(;eroms (IAI&S(;
& e S 1t AR AT AN B T & A S E T y targeting next-generation therapeutic molecules known as Gi-couple
% K OBIRISK T DR RE L — S ° protein—coupled receptors (GPCRs). This approach is expected to lead to the

establishment of novel treatments for many intractable neurological diseases.

B FRS RoMR DS B Synergy with Tsubota Laboratory’s Insights

AT RAENTEIZBERIOPNS (NA ALy b 54 b RERE) | The photoreceptor “OPN5” (violet light receptor), a major focus of Tsubota
GiHERIGPCRO—ETHY NAF Ly hS54 Mo LB R (R R Laboratory, is also a member of GPCR family. The neuroprotective effects
R induced by violet light irradiation may have potential applications across a wide
" y + 3 Ny Nt | < i
Lffi(\%é&*%%{%?&’\ﬁﬁﬁﬁ’( EBAIREMED % VET . EJE%EQ:“L%‘ SFH range of neurological disorders. Prof. Okano expressed his strong commitment
FHRDEFEMREHEDHRAMRZBL TORDIOETH /% to presenting a new therapeutic paradigm over the coming decade through joint
BENSZALERRLEEWEBOWEMREZSNE L . research with the talented investigators at Tsubota Laboratory.

10 FERE  THREMF (ER)

10th Anniversary Commemorative Ceremony: Summary of Congratulatory Remarks

Pk AF & [BEERR]

Prof. Kohei Itoh (President, Keio University)

BERZRBOBHTHI[HEE-NIZEICHRRTZ2FARO/\EAEOEH 2E<FMINTVET  SHLRE
REESIEFAOROBITHEELZRFEL WL E BEREERNEFTANAFAMZ B R ERCEIB LRI TUILLE HF
EH-GNEHLLTCOBRBICKRELPAFEZF EONE L=

Prof. Itoh highly praised Prof. Tsubota’s multifaceted activities, which perfectly embody the Keio University guiding principle “Be a Pioneer”.

He expressed strong expectations that Prof. Tsubota would continue his dedicated mentorship of the next generation, thereby ensuring a steady
contribution of outstanding human resources to Japan's biomedical ecosystem, and emphasized his vital role as both an educator and a leader.

Al B K [hARERART REERR]

Mr. Osamu Nagayama (Honorary Chairman, Chugai Pharmaceutical Co., Ltd.)

FHEAZDIOETHK LEIT/-EHAZARICTHLGRVBBELEHOBREZRBEINE L. BRI A EELHE
DILRDZIFERICATEINETOEZRAZIEMEMAOND EEHIC RMKD ) —LF—FBREFAT RO 545 HE
ICMIFORNKHBUVWATZAS THEZRNONE LT,

Mr. Nagayama conveyed his deep respect and gratitude for the extraordinary achievements Prof. Tsubota has accomplished over the past

decade. While commending the significant contributions to the overall development of Japan’s biotechnology industry as a whole, he offered a
warm and strong message of encouragement for the cultivation of future leaders and the further growth of Tsubota Laboratory.

N re

WA B K [0— FRERAST ARDHRER]

Mr. Kunio Yamada (Chairman of the Board, Rohto Pharmaceutical Co., Ltd.)

RLHRESH BEORF —REBHICTIRREL U EFLRERFEZRUCTE2HFE /A~ —LLTDRVEE
BMAINFELE B IHELA I THI2FEREFBSROFHEZLALHMEL.I00EAFICHITEALVWRES
MRLC 2B REAIZEROIRFLZTONE L,

Mr. Yamada highlighted the deep bond he shares with Prof. Tsubota through years of shared experiences—including skiing-as a close friend and as a current

like-minded business partner. Celebrating Prof. Tsubota as “the most joyful person,” he offered heartfelt congratulations on this milestone for both Professor
Tsubota and Tsubota Laboratory, and led a toast on behalf of all attendees, expressing hopes for continued success toward the centennial anniversary.
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The Third Tsubota Laboratory Conference— Accelerating R&D Through Energetic Discussions
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#3E(22025%118ICCRIKIZTRIEL £ L7-,2023%F11 805 1HE, 20244F 108 DFE2EICHEE S EIH 0L 0HIZEE -BIREASML K
BREASICEENTERDOS>BICEZFLELT,
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At the Tsubota Laboratory Conference, researchers collaborating with Tsubota Laboratory and its employees gather to present and discuss
the progress of their research and how these studies lead to product development.
The third conference was held at CRIK in November 2025. Following the inaugural conference in November 2023 and the second in October

Ny IPxFxwAXAI—T74 ~/7 Backcast Meeting I

2024, approximately 60 researchers and stakeholders participated, and the event concluded successfully with highly enthusiastic and active
discussions.

We plan to continue holding this conference regularly to deepen collaboration with researchers and to further accelerate the speed of
Tsubota Laboratory's development efforts.
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7'A%°5L  The 3rd Tsubo-Lab Conference Program
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"Tsubota Lab UPDATE 2025"
Kazuo Tsubota, MD, PhD, MBA President and CEO,
Tsubota Laboratory, Inc.

"Discovery of a New Mechanism for Dry Eye Treatment"
Shinri Sato, MD, PhD

Acting Instructor, Department of Ophthalmology,
University of Washington, School of Medicinelnc.

"Neurological Diseases and GPCR Drug Discovery"
Hideyuki Okano, MD, PhD

Professor and Director, Keio University

Research Center for Regenerative Medicine

"Visualizing the Mysteries of Myopic Eyes through

'Cells, Location, and Stiffness™ Shinichi lkeda, PhD

Project Assistant Professor, Photobiology Laboratory,
Department of Ophthalmology, Keio University School of Medicine

"Developing a Gokigen Future through Collaboration
with Engineering" Takahiro Ishinabe, PhD

Professor, Department of Management of Science and
Technology, School of Engineering, Tohoku University

"What is the Work of a Strategic CFO at Tsubota Lab?"
Keisuke Mitsuoka, PhD, MBA, RPh
CFO, Tsubota Laboratory, Inc.
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Challenging the Next Growth Phase through the Company-Wide "Backcast Meeting"
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ATKRL—Z—DEIFLEDIT ROBRT T —ANEBRICEHEEDTENNET,

From Agile Management to a "Hybrid" Model Integrating Backcast Management

Until now, we have built our business foundation through agile management that responds quickly to changes in the environment,
leveraging our mobility as a startup. However, as it marked its 10th anniversary, a long-term perspective on what kind of social value we
aim to create over the next decade has become essential. Therefore, the company has decided to introduce the backcast management
approach, which works backward from a vision of the ideal future state to guide present actions.

Offsite Meeting in Atami: As the first step, we held the "1st All-Company Backcast Meeting" in Atami, where all employees gathered to
discuss the future. The goal was to step away from daily operations and freely discuss "Tsubota Lab 10 years from now," transcending
the boundaries of departments—such as R&D, Business Development, and Corporate—and their roles.

Throughout the meeting, the atmosphere was filled with our characteristic "Gokigen" (cheerful) culture. Unlike discussions held in
conventional conference rooms, we actively exchanged ideas in a relaxed and open setting. Employees shared their positive thoughts on
themes such as "How can we brighten the future of society?" and "What role should Tsubota Lab play in achieving that vision?"
symbolizing our strong teamwork (Keep Learning, Create Together) and high level of psychological safety (Lead with Kindness).

Driving Force from the Envisioned Vision: Through this retreat,
employees shared a "blueprint for the future they want to realize"
that extends beyond the framework of medicine and healthcare.
These results are introduced in the ‘Vision’ section. The introduction
of backcasting management does not diminish our existing agile
strengths. Rather, the company’s aim is to further enhance the
quality and speed of daily decision-making by having a clear
"future-oriented axis".

Precisely because we live in an uncertain era, we choose to
illustrate the future ourselves. With the enthusiasm and sense of
unity fostered during this meeting as our driving force, all employees

of Tsubota Lab will work together with our collaborators to steadily
advance toward the next growth phase.
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At Tsubota Lab, we value building a culture that allows our employees, their families,
and the partners who support our research to stay “Gokigen” and thrive.

Family Day

Marathon

ulls
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On October 3, 2025, Tsubota Laboratory held its inaugural
"Tsubo-Lab Family Day." The event was designed to give our families
a firsthand look at our vibrant workspace and business operations,
fostering a sense of connection and support for our mission.

The day was filled with excitement, featuring a trumpet mouthpiece
masterclass by CEO Kazuo Tsubota, a "Tsubo-Lab Light Lecture" with
a quiz competition led by CTO Shin-ichiro Kondo, and a lively session
where all employees introduced one another to the families.

CTO Kondo showcased various products and eyewear he has
developed over the years, drawing cheers from the children. As
souvenirs, attendees received exclusive "Tsubo-Lab" stickers
designed by Shoko Baba and bags featuring a violet light-inspired
design.

Since the event, we have seen an increase in family-related
conversations within the office and more talk about work at home.
We believe this initiative has
significantly contributed to a
supportive work environment where
employees and their families feel
more connected to one another.

In January 2025,

Tsubota Lab held
a ski retreat with the doctors who support our research.
The goal was to spend relaxing time together in the snow, enjoying nature
and physical activity—something that can be difficult to do in our busy
daily routines. Taking care of our physical well-being is an important part of
staying “Gokigen,” a core value of Tsubota Lab, and this retreat allowed us
to experience that firsthand.

Out on the slopes, we encouraged one another, laughed together when
we fell, and saw many expressions that don’t usually appear in the
research setting. During dinner, everyone gathered around the same table,
and conversations naturally flowed—from research topics to everyday
stories—creating a warm atmosphere where we felt even more connected.

Through this ski retreat, we were reminded that both mental and
physical well-being play a vital role in fostering good research and
meaningful collaboration. Tsubota Lab will continue creating an
environment where our members can stay “Gokigen” and thrive.
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<7V VEERER EHOL L AEEDITHT R IIBERAYA
EEREIT TSV E L ARICMAERFRT —L - AEHE
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Under the leadership of Marathon Club Captain Yusuke Sekine,
Tsubota Laboratory has continued its active participation this year.
Every week, a group of volunteers—including employees, joint
research team members, and building management staff—gather to
run and stay active on a course near our office.

We also participated in the TOKYO Night Relay Marathon again this
year, with a significantly higher turnout of employees than last year.
While the atmosphere was festive and lively before the start,
everyone turned remarkably serious once the race began. Passing
the sash at a faster pace than usual, the final stages of the race saw
a thrilling neck-and-neck battle between the joint
researchers/CRIK team and the Tsubota Lab team.

The true essence of this activity lies in the vibrant communication
that transcends affiliations and departments. Moving forward, we
will continue to use the Marathon Club’s activities to maintain
physical and mental well-being while further expanding our circle of
" Gokigen ".
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Cosmetics Originating
from Harvard University Researchers I
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aconia

WAZRIZERESEPLE LEAAREHZEL TALDETE
DBEQOL)mELEICERYEATEF L. ZOMREEA*LYEE
IEWEBANEBRT2BEBEO—RE LT FIbiEREE
~SAWLELE,

AEEOBERICIL.CEO-IFH—B0BRES LU EESZEL /-
IMEZ~NOELLHYET  REEL L TREZEICEDZHT
POERICEE S BRE N ESAMNICR TELRRICNZ MINHEZH
TOEHEZRALTC.EELAST TOESICH T2 H L MER
DREUZEBRHBTDICEVELT,

I LM EROERR LT A= N"—FRZICBVWTEERE
BLUREEWE%ZESR| T 5David SinclairiZr £ EAI%ZE - R ZF
BEffiTdH BDelavie SciencesttE DEEAERL L7z, D
BF L7zaeonia(ZAZT7) IE N—N—FRZOMBMEEZESIC
HEL-RFVTTEETT,

AEEOPZEHSTIRET—IL™|*f FHREETCHRI8HA
MBRBEIN/-MEDARICEREZB THREINE L BREEICEIS
TEIEBANZIXLDOEEZIGA LI O E. A HERIC
5T 2SIRTLEH L OBEENEFEINTEY REARHSBORIZ
MR ERTIBHEALTVET . FEAFLADRFOES
PoBOLNMBEAHE~BELTZ2EBEAL LT . BERXRR KRS
ERAF v /XRCRIKICTEEBREAITRRHITVEL.

BMENIET VY RZERICHRINEHLLRAF VI T7HA
aeoniald NRAVIFA VYA MITITBAWLLEITET HEIC
EOEZBEDT TARBITAI BRI —REFEHICAIT -
ARG ZBELTVET,

* INCl(International Nomenclature of Cosmetic Ingredients) Name:Bacillus Lysate

2XIRFE YA b+ (Official Web) :

https://www.tsubotalabcosmetics.com/
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Tsubota Laboratory has long been committed to improving people’s
quality of life (QOL) through research activities primarily centered in
the field of ophthalmology. As part of our business strategy to expand
this research foundation into areas more closely connected to everyday
life, we have newly entered the cosmetics business.

This initiative is rooted in CEO Dr. Kazuo Tsubota’s clinical and
research-driven interest in aging science. Through many years of
clinical practice as an ophthalmologist, he has observed age-related
physiological changes from multiple perspectives. In addition, his
involvement in the field of anti-aging medicine has led him to strongly
recognize the need to create new value at the intersection of medical
care and daily self-care.

This vision led to our partnership with Delavie Sciences, where
Professor David Sinclair of Harvard University serves as Co-Founder
and Scientific Advisor. Together, we introduced aeonia—a
next-generation skincare product developed on the basis of advanced
research in genetics and longevity science.

The core ingredient of this product, CosmoVeil™*, was developed
based on insights gained from microbial research involving
approximately 18 months of exposure to the space environment. By
applying an understanding of biological mechanisms that enable
adaptation to extreme environments, this ingredient has attracted
attention for its association with SIRT 1 activity, which is involved in
the maintenance of cellular function, and possesses characteristics
that connect it to scientific perspectives in the field of longevity
research. As part of our efforts to bridge knowledge obtained at the
intersection of space science and life science to society, the product
was also presented to healthcare professionals at the Center for
Research and Incubation, Keio University.

aeonia, a new skincare product developed based on scientific evidence,
is available for purchase through our official online platform. With the aim
of delivering research-driven value to everyday care, we are establishing a
distribution framework designed for the general public.

S

ﬁFEEI 77 \10*: a—2R 2025 Tsubota Laboratory - Top Ten News ltems

BIZE10EE! ROLI0EANEZEL"ZINE
10th Anniversary: Accelerating Commercialization for the Next Decade
BB ER AN M EREARRROURERICAITZEEREHHOELRY LT,

We celebrated our 10th anniversary, marking a milestone year as we focused on
the social implementation of our research achievements.

BEREERZER
Record-High Financial Results
2025 3R B EE L AMBEL TR EHICBERSEEMLEL,

We revised our full-year earnings forecast upward for the fiscal year ending March 2025,
achieving record highs in both net sales and profits.

FR[EEye Valley& EiERIL. /N4 F Ly 74 FHHFEA
Deepening Partnership with China’s Eye Valley: Violet Light Goes Global
fEEye Valleyl DipEZ B L NAF Ly b 74 METOEBRERAKREEIELE LT,

We strengthened our collaboration with Eye Valley in China,
advancing the international expansion of our proprietary Violet Light technology.

'''''' wrsmwmr RS A

HMEAEERR A E A o= < FHE FEFTRERY

Intellectual Property Strategy Recognized with Commissioner of the JPO Award
SMTEEIMHFE (FBFTFRERY) |2 ZE L BHoMMEaraGHEsnE LT,
Tsubota Lab received the "Intellectual Property (IP) Achievement Award
(Commissioner of the Japan Patent Office Award)"

| RE 7 MVLRERER, 70—/ IVEROERIES

New Seattle Office Establishes Foundation for Global Expansion
KEDT LA 74 2%BZRLOBARBICRT - AHEHEEEDE LT,

We opened a new office in Seattle, USA, strengthening our organizational structure for further international growth.

TLM-003A*Phase2~ . ;a1 IN§ R AR DB FE A aE
TLM-003 Enters Phase II: Advancing Development of Myopia-Suppressing Eye Drops

FRBEZNRE LITLM-003 GEEIH mBRE) 088 BRFEIE (P REB~BITLE L,

Clinical trials for TLM-003, a therapeutic candidate for myopia suppression, have successfully progressed to Phase Il in Japan.

TLM-001A'Phase 2a~, K 74 74 5815 THi/=AmTREME
TLM-001 Advances to Phase lla: New Potential in Dry Eye Treatment
VAR —LBRHEREAR A EETLM-0010Phasel CRIF AR L MA HEFE S/, Phase 2ail BR~BATL £ L 7=,

After confirming favorable safety results in Phase |, TLM-001—a treatment for Meibomian gland dysfunction—
has moved to Phase lla clinical trials.

FEIEIFFTRERFHE, “HOREEN "L LTEER
The 3rd Tsubo-Lab Academic Conference: Strengthening Our Role as a Knowledge Hub
FIEDIFTREREREL MEERREOEFEHANARY b7 — D5 ERY £ L7,

We hosted the 3rd Tsubo-Lab Academic Conference to share our latest research
and strengthen networks with both internal and external stakeholders.

O 0 N O U0 ~ O DN

NI G S . o3 S » — R -
BREICEICHRTER -V VRANBAH7 7V D E-EIC
Entry into Beauty & Wellness with Science-Based Products: New Brand Gains Media Attention

N=N—FREFOIMRT 7> FEERNRERGL FEROY ) —RHX T4 T TEEEEDELT,
Our exclusive domestic launch of a Harvard-origin skincare brand drew significant media coverage,
marking our successful entry into the wellness sector.

o

LB EL R EZADEBZIT
Evolving into a Multi-Functional Organization: Expanding the Foundation for Growth
AR IR LRIRAEOMEEZILAL M ERIFI2ED D21~ EML £ L7,

The company strengthened key functions—including R&D, clinical development,
and Public Relations/Investor Relations—resulting in an increase in headcount from 12 to 21 employees.
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In Tandem with the Association of Startups from Keio University School of Medicine

BEZPAZFEFHREAVFy—DEEFRINISTEERT,
20261 BBE. 20 FTIREAL L7,

BERIAZEZTRNVFr—HESIE. SELEMORP
BREFHREL . RX— b7y 7 - TALZATLDOECICEYBAT
WET IS 3FEERTRERENIPOA R L. ERZHHERZ—
Ty TDEERINEE>TVET,

BERZRDRFEZIAA /A= a3V DREEARDICIF. AT VR
LaAv—v v YE—yavomazr IR ET IEATARTT KR
SHIFAS KL SORBZREZ— Ty 7OREICEEBML . KFFHERY
Fr—DREFEBRDIRNRDLTENYET,

As of January 2026, venture companies launched from Keio
University School of Medicine have grown to a total of 20, seven years
after the Association’s establishment.

The Association promotes interaction and information exchange
among member companies and works to strengthen the startup
ecosystem. Notably, member companies have completed Initial Public
Offerings (IPO) for three consecutive years, enhancing the visibility of
startups emerging from the Keio School of Medicine.

It is essential for both science and commercialization to function
powerfully in tandem if the Keio University School of Medicine is to be
a springboard for innovation. Tsubota Laboratory will contribute to the
emergence of future startup companies and strive to serve as a model
for university-launched startups.

*i’%ﬁfﬁk ¢ iﬁﬁigiﬁﬁ Social Contribution & Academic Sponsorships

BEERZBXFPEFPRERFv—i

KRERR—E (2026 F3AHRE)

Association of Startups from Keio University School of Medicine - Member List (as of March 2026)

& EEEE HEH=E BRI
Company Name Business Field Dept. of Origin Established

SHIE= Y _ P . -

RRSAER  hstawsmss RIS+, BRI S LT 2015428

Company Tsubota Laboratory, Inc Drug development, Biotechnology, Medical devices Ophthalmology Feb 2015
Heartseedth={ &4t BEEE TERERAEL 20154118
Heartseed Inc. Regenerative medicine Cardiology Nov 2015
AR TA 77—~ RIS BERE EBF-BPHRZ 201641148

BRERENE K Pharma, Inc. Drug development, Regenerative medicine Physiology/Orthopedics Nov 2016

Board Member

Company “AAHT L —2AX—D s RB—Y NIRRT T RB—Y NIV T 2018478
Grace imaging, Inc. Sports health care Sports health care July 2018
S A A BEER ARF} 2025%7RH
Caksus Bio Inc. Regenerative medicine Ophthalmology July 2025
XSt AdipoSeeds BEEE MmRAE 2016478
AdipoSeeds, Inc. Regenerative medicine Hematology July 2016
X =#t0Ul DETINAR ARELZ 20165 7H
OUl Inc. Medical care devices Ophthalmology July 2016
HWASHLRTEY 3>~ BEEE ARELF 20165114
Restore Vision Inc. Regenerative medicine Ophthalmology Nov 2016
H &4t Luxonus AR RE il 20184128
Luxonus Inc. Image diagnostic devices Anatomy Dec 2018
MatriSurgetk &4t EREEM R FAXE! 2019#18
Matri Surge Co., Ltd. Biomedical materials Surgery Jan 2019
wREHA Y RIZE-loTALZT T HSMRER 20195548
Otolink Inc. Drug development, loT healthcare Otorhinolaryngology May 2019
¥ &ttiXgene FEEmER IR PR AR 2020£1A8
iXgene Inc Drug development Physiology and neurosurgery Jan 2020

—ReBLE : N s < R

Sl Mo MU &4t ERHERT/ A X BRI 202042H

Company iMU Corporation Medical devices Orthopedics Feb 2020
KRR SHINTEP EERAY AT LDRFE UNnEYTF—avER 202047R
INTEP, Inc. Medical system development Rehabilitation medicine July 2020
ALANER= &4t 7077 LEFERFRT EEP 202142A
ALAN Inc. Medical device development Physiology Feb 2021
#=+t0rthopicks 1EHRIBIEE B HR 202142R8
Orthopicks Inc. Information and communications Orthopedic surgery Feb 2021
RN &t FerroptoCure -IE3 FeinERIZTRRT 2022454
FerroptoCure Inc. Drug development Institute for Advanced Medical Research May 2022
Direavatk &t ERHEER T/ N R AR 2023418
Direava Inc. Medical devices Surgery Jan 2023
7 7IVR bR AR DDS &Il b5 FeFE 20235108
Pharstoma Inc. Drug delivery system, Drug development Chemistry/Pharmacology Oct 2023
A &ttmedimo B3 A 2022444
medimo, Inc. Medical devices Apr 2022
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2025F 3. TROEHY HE - FXR~NDHBEZBL T HEPEROXEBICEML IV XL BUEI’HE LK%

ZTHNAMWELEY,

In 2025, we contributed to the advancement of society and industry through sponsorships of the following organizations and events.

LEEFBESVFr—HES JAMZ) [JAMZ SUMMER CAMP 2025]¢2025% 88 29H (%) ~ 30H (%))

Japan Alliance of Medical School Startups (JAMZ) "JAMZ SUMMER CAMP 2025"
] 5 [Friday, August 29 - Saturday, August 30, 2025]

https://www.jamz.or.jp/

BERFH 74 —F L[ 74 —FLRAV Y-S TLERBICEHZRERERS| (20255 98 178 (K))
Myopia Prevention Forum: Press Conference on the Launch of the Internal Consortium
2. [Wednesday, September 17, 2025]

https://myopia-prevention.jp/

FE33EAEY z— 7 L VEREFRFMES (20255F9A198 (&) ~ 20H (1))
The 33rd Annual Meeting of the Japanese Society for Sjogren’s Syndrome
3. [Friday, September 19 - Saturday, September 20, 2025]

http://sjogren.jp/

F10EERARRFMESR (2025F11A38 (A -H))
4 The 10th Annual Symposium of Myopia Society Japan [Monday, November 3, 2025 (Public Holiday)]

https://myopia.jp/

FUEBRFRS T4 7910 —EEXRFMER (20255128148 (H))
5 The 14th Annual Meeting of the Japanese Positive Health Psychology Society
. [Sunday, December 14, 2025]

https://jphp.jp/shusi.html

FBIAEBAARY T4 740 —EFZE T,
2025 FARICER LB EE B LUANEIHER
MREZFRICTEFAREEZEREL.["TEIFA”
BRE~NORYEH —ZZ2FARNNT7r—< R %
EF20? |2 BBIC. BHEEN R —FKEKk%E
fTWELT=

At the 14th Annual Meeting of the Japanese Positive
Health Psychology Society, we presented our results
from a "Gokigen" survey conducted in April 2025
targeting our employees and external research
partners. Our staff presented a poster titled
"Initiatives for 'Gokigen' Management: Does 'Gokigen'
Enhance Performance?"

I3 YouTube% Z#EEEL 72& Wy, For further details, please visit our YouTube channel.
https://tsubota-lab.com/news/1227/
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Visualization of CO, Emissions

BKASHITFHZ RIEKIEZE T v /¥ TH LA S ZeveroD
TEOL & YHDEEEEIHESCO2BEHENEEAEM LV -LE LT,

LHIEHTIHZE AW 77 LAREZRT>TEYE A B4 D
FT74ZABECRESOBE  YROEELRE FEEHEZBL T
—EDOBRBAFNNEL TVWEERIEIEHLY X TASHEAELESD
RRICHEMT 2701 FTEHORRKREZELBIEL . @Y%
EEETICENEETHIEEX ABETA VM REIEE LT,

N—hF—tLTZeveroftzBEL-ERICE . HHEOEI XX
ETVREORELHY £T BERBEFLAVEL OB E K
FERAALOEENAHHLIVD VT34 Fz—V 264280
[Scope 3J|DIBEIIIEEICEENDEMEALY ET , ZeveroitD
Ty b7 =L A AZERALTERGRT — 225X, D
BRI cE213r . BREETHECGHGT A MILITHERLT
BY WARISEAMOS WVERA RO AR TH 2 A% 5 ML . &=
EREWELELT,

HEDHR YHOELRCO2HHFRIZHECEAY R MEA
R EITHE S BIEEEH (Scope 3) AAAR¥EE HH TS Z LA ARSI
FLEZHFHEDOKREITRLTEZLLEDHY EFEAN . SRIOBAEER %
LI ERAI RN T EHEDHIRPRIBE B E DB FEDRETS
REBRBEAFERHLI-BEZHELTEVWET,

lScopel:I:$ Emissions by Scope SCOpeZ
2%

Scope3
98%
Rt F—RE
RN N Zevero
Partner Compan )
Introductionp g HRAEttZevero

Tsubota Laboratory, Inc., with the support of climate-tech company
ZEVERO Co., Ltd., has conducted a comprehensive assessment of the
CO2 emissions associated with its business activities.

Although we operate under a fabless business model without our own
manufacturing facilities, our daily operations—including office
management, employee travel, and logistics—nevertheless generate an
environmental impact. To contribute to a sustainable society, we believe
it is essential to first accurately assess our current environmental
footprint and implement appropriate management practices. With this
objective in mind, we launched this assessment project.

Our decision to partner with ZEVERO was driven by the unique
challenges of our business model. As a company without production
facilities, capturing Scope 3 emissions—which encompass the entire
supply chain—is both more critical and more complex than measuring
direct emissions from fuel use. We selected ZEVERO’s platform for its
ability to efficiently and precisely analyze vast datasets using Al
technology, as well as its compliance with the international greenhouse
gas (GHG) Protocol, ensuring highly transparent external disclosure.

The assessment revealed that the majority of our CO2 emissions are
indirect (Scope 3), primarily stemming from office electricity usage,
business travel, and procurement of goods. Although our total
emissions are relatively low, we will use these findings as a foundation
for advancing environmentally conscious management, including the
reduction of unnecessary energy consumption and the exploration of
sustainable transportation options.

. 73 T j\ U BU?;FH:'.% 5 > :F V2 7‘ ($1ﬁ St CO2e) Emissions by Category Ranking (Unit: t-COze)

co vx I 77>

Business Travel

co &y [ 227

Capital Goods

@7 wxaoEn ) 39

Employee Commuting

@ mALrEs | 37

Purchased Electricity

(1) BALLRE - ¥—E2 | 27

Purchased Goods and Services

(3.3) K- TRAE—RIE | 0.6

Fuel- and Energy-Related Activities

2023F Rl (R EREHE: AW f4) . Scope 1-3%2 B LIREH R A X (GHG) FEHEDHEE P ESGT —X
BEEITIT 7y M7+ —LeRHL CEOREBRFATERRRRELZBEINTLET,

Founded in 2023 (CEQ: Tatsuki Yachi), Zevero Co., Ltd. provides a platform for calculating greenhouse gas (GHG) emissions across Scope 1-3 and
managing environmental, social, and governance (ESG) data, supporting corporate environmental disclosure and decarbonization management.

2025£F- )‘-7-_‘"{ 7*‘%@' H:Iliﬁ_% Mass Media
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[L*¥25—HiE] 5P FNIKKEI KADZF |
https://www.radionikkei.jp/otona/

[YouTube] fFHZHRZEIFATV
https://www.youtube.com/channel/UCMLKbuQbRPN2geuJjECdbtw

TLEFHIB0ooSTAR - 22— b7y 7ISBLET I 38 RX—t7y 752 MET 2| BROMRDHF% FASIT2“KRE"OEY HAHZBITHR !
EXBHE BEEFRAF 30 BARBOYAIVINLA/R—av%iRId |

DIAMOND online 48 [EZAEWTHL |LBREICAZIEMAHZ S EAVAG]DE
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Mﬁ#ﬁ% Financial Data

FHZFR MRARGETRADETRELZ T2 A BROERBICHBEELCRFAZEELTEWIELAA AIHAI

RABERICKY FFZEF LTI EBVELT,
S RN DREZEREICHFTLOODLEFZBIRLTEVWIMETY,

Tsubota Laboratory has balanced proactive R&D investments for future growth with efforts to achieve profitability. Although the previous

fiscal year ended in a loss due to various factors, we aim to return to profitability while maintaining high-level investment this year.

BZ5E1EZE  Profit & Loss

(Efiz:FM) (unit:1,000yen)

)

s k& Sales

\j

I

LER{fi Costof Goods Sold

T E#F2ZE  Gross Profit

REBELU—REEE Selling, General and
Ju .. .

Administrative Expenses

=HEFZE  Operating Income

d

J

=l

FBEFZE  Ordinary Income
PO HAL EAREFIZE  NetIncome

Mefol) PUEHRY Net |
1#RE 7Y M3 HAEAEF 8 () P:r thcaorz((;en)

BExiEB&R Balance Sheet

(Bf7:FF) (unit:1,000yen)

TRE)EREE  Current Assets

BEEEREE Fixed Assets

BEATT Total Assets

SRBIEE Current Liabilities

EIFEEfE Fixed Liabilities

BEAT Total Liabilities

WMEEAST Total Net Assets

BE-BEAST Total Liabilities and Net Assets

B2 E&ALEE Equity Ratio

20255 3R HASE M- 1A

Fiscal Year Ending March 2025,
Third Quarter Results

792,179
63,835
728,343
637,788
90,555
122,225
84,488
3.30

20255 3R HAEHAR

Fiscal Year Ending March 31,
2025 Year-end

2,445,308
57,814
2,503,123
846,636
69,214
915,850
2,503,123
2,281,308
63.4%

20265 3R 4A 5E3M+-H

Fiscal Year Ending March 2026,
Third Quarter Results

145,607
14,003
131,604
672,156
/540,551
519,108
520,052
A 20.20

20265F3AHA SFE3MFHAKR

Fiscal Year Ending March 2026,
Third Quarter Results

1,629,767
42,894
1,672,661
514,540
52,501
567,041
1,105,619
1,672,661
66.1%
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20265F3RH BHAREREL

Fiscal Year Ending March 2026,
Full-year Earnings Forecast

200,000

AT760,000
AT40,000
AT740,000

A 28.68

L E N

Compared to the End of
Fiscal Year 2025

A 815,541

A 14,920
A 830,462
A 332,096

A 16,713
A 348,809
A 481,653
A 830,462
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2012

2015

2017

2019

2020

2021

2022

2023

2024

2025

58 HRASHITHI RORIFEBIUHAREF 71 7AKT &L
May: Establishment of Dry Eye KT, Inc., the predecessor to Tsubota Laboratory, Inc.

28 HAEHF 74 TAKT A SHEREARA A SHZRARMERREH L SFRHITAIRICHSEE RIXTE)
February: Renamed to Tsubota Laboratory, Inc. ((Tsubota lab Inc.) following the merger of Dry Eye KT, Inc. with Myopia Research Institute, Inc. and
Presbyopia Research Institute, Inc. (the first year of Tsubota Lab Inc.)

118 ~"4F Ly 4 O IRER OERZIDHI TS RIEEEZ TR TS [/N1F L v F 74 MR ZEBioMedicinefhIc THE&
November: Published the “Violet Light Hypothesis,” suggesting the potential of violet light to suppress axial length elongation (myopia progression) in EBioMedicine

2f BEREZRAFEFBHR FH—BHIHASHITES RO RIEGR ICHE

February: Dr. Kazuo Tsubota, Professor of Keio University School of Medicine, appointed as President and CEO of Tsubota Lab Inc.

4R EFETIRERNE LINAF Ly b4 FMBE X HRE 7L — L[ TLG-001] DIRFRERFRAT % Fta

April: Initiated an exploratory clinical trial for “TLG-001", a violet light-emitting eyeglass frame designed to suppress myopia progression

58 ERXHABERFTAFO/RASH IV RENIF Ly F T4 M2 RHT 2 A HFEERESRTLG-001] 0HFERFZHHR

May: Concluded a joint development agreement for the “TLG-001" violet light-emitting eyeglass frame medical device with JINS Inc., a leading Japanese eyewear company

6F BESERLEL L TERRBAFEFPREANLF v —H#ESERIL

June: Established the Association of Startups from Keio University School of Medicine as a founding member

128 [ TLG-001] DIFRIIERARIATEZ T L 2 EICH 1T IR LERETINNICT T 23R 2 FERR

December: Completed the exploratory clinical trial for “TLG-001", confirming its safety and efficacy for suppression of myopia progression in school children

50 ERRREAFEFPRIFHELHR T, [TLG-001ICBT 2ERMFNCEH P FAH =X L HRTHH THRAL RE 7 H T I—HE(PNASE) ICRE
May: Elucidated the molecular mechanisms of violet light in suppressing myopia for the first time in the world, in collaboration with the Department of Ophthalmology,
Keio University School of Medicine in the Proceedings of the National Academy of Sciences (PNAS)

68 [TLG-001] DIRAERIERFPREER % BAsR, /6B 230 RFEESFENEIFT S 0 —R HiRIC R _£45 (RE% 0 — K :4890)
June: Initiated the confirmatory clinical trial for “TLG-001" / June 23: Newly listed on the Tokyo Stock Exchange Growth Market (4890)

107 BEEDAFEFBENLRELORFTIEBRNEEZ FLROFENC & 2ERHE - ETIHICE T 2H TR FE % Nature CommunicationFEic F&, [TLM-003/ & LT7RY 7 ML
October: Published joint research results with the Department of Ophthalmology, Keio University School of Medicine in Nature Communications regarding the suppression of
myopia onset and progression via regulation of scleral endoplasmic reticulum (ER) stress, officially launching the "TLM-003" project based on these findings

68 [AARRZ— b7y 7RE2023/ICEVWTEEZERNIEEZE
June: Received the Judging Committee Special Award at the Nippon Startup Awards 2023

IR [ZHRORMBHELERROMERRE P ARMAEXERE L LTRR

September: our “R&D on Devices To Improve Cognitive Function in Elderly Dogs” was selected as an R&D VentureCompany Support Project by the Ministry of Economy, Trade and Industry

3AMAEEREMEICH T2 EMNERESR O], [LRHIC L2 ARTIE RIS ORI A RREMEIHKFEHE L LTRIR
March: Selected for the Tokyo Metropolitan Government R&D support project for the “Development of an Innovative Medical Device for Retinitis Pigmentosa” and the
“Development of a Light Therapy Device for Treating Menstrual Irregularities”

78 HE[Eye Valley ICHFRE L LTHHTH 71 R %MK
July: Established an office in China “Eye Valley”, as the first Japanese company

8H BERBARF DA ¥ a2~R— 3 HLA[CRIKERET ~F1t % BEE

August: Relocated headquarters to “CRIK Shinanomachi”, Keio University's incubation hub

98 HEAFRAIAESR R X—7H— Shenyang Xingqi Pharmaceutical Co., Ltd. (Xingqi) & D3 &K S5 225054

September: Concluded an exclusive license agreement with Xingqi, a major Chinese medical device manufacturer

10A A— MREEE QIRFEICEIT 2 MM BN MR LHFRRHR T — & - —BRERARSBRERICRET 2 71 £ R 2R

October: Signed an evaluation agreement with ROHTO Pharmaceutical Co., Ltd. regarding eye drops / Agreement with a global pharmaceutical company regarding non-clinical trial and clinical trial data

12A[Well-being & Age-tech 2024 Award |ICTEFE%*%E
December: Received the Excellence Award at the “Well-being & Age-tech 2024 Award”

38 #E Beijing Yijie Pharmaceutical Technology Co.,Ltd.EFEICHFRTLG-001ICET 351 R %2 #5332 % ik
March: Concluded a license agreement with Beijing Yijie Pharmaceutical Technology Co., Ltd. regarding "TLG-001" in China

48 n— FRFEHADIICEH L EERITLM-003 | AIERETIMH 235 & LizPhase 28R ICBT
April: "TLM-003", licensed to ROHTO Pharmaceutical Co., Ltd., advanced to Phase 2 for the suppression of myopia progression

58 FA—NUBBERBAO—RELT. 7V FMINLy b (7 ML) ISKREF 74 22 BE%

May: Established a U.S. office in Everett, Washington (Seattle area) as part of our global business expansion strategy

6R {LAEmOBIEES LU RIEIRTEOFFRIZ IS

June: Obtained licenses for the Manufacture and Sale of Cosmetics in Japan

98 BIFARMLCE D GERETFH2IEE T 2ETFEROREL TRETFH Y V-2 TLA | OEEEHEE R

September: Announced the launch of the "Myopia Progression Prevention Consortium," an industry-government-academia framework based on scientific evidence

108 2R RICEE LA ERRITLM-001]5 24 R —LBREERE (MGD %5 F 74 74) £%i5K & L#zPhase 2aiBRICB1T
October: "TLM-001", licensed to Maruho Co., Ltd., advanced to Phase 2a for dry eye associated with Meibomian Gland Dysfunction

118 N—N—FAEOEHRILFER T 7 Faconiad BARICH T2 M ERFTE FKR

November: Announced exclusive distribution rights in Japan for "aeonia," a luxury cosmetics brand developed at Harvard University
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The Annual Report Vol. 7 has been completed. As we celebrate the 10th anniversary of our T b L b
founding and step into the next decade, | am truly honored to have had the opportunity to S U O o

contribute to its editorial process at Tsubota Laboratory.
For this edition, we refreshed the cover design, representing our ten-year journey through the
motif of Sugoroku, a traditional Japanese board game. In addition to business and research
reports, this Annual Report also touches on the positive cycle at Tsubota Lab—how Gokigen is i Thn:fugthS,ONOf)/ INNOVATION.
nurtured throughout the organization and how it can contribute to the success of our business. - create a GOKIGEN future
Through this Annual Report, | hope you will gain a deeper understanding of Tsubota
Laboratory’s initiatives and values.
In closing, | would like to express my sincere gratitude to everyone who offered their generous

support and cooperation in bringing this Annual Report to publication.

Ayaka Nakamura, Editor
Tsubota Laboratory Annual Report
Tsubota Laboratory, Inc.
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