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Initiatives to Realize the Healthcare Journey and

Strengthen R&D Functions and Systems
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Yoshida [M]: My name is Yoshida of Sysmex Corporation. Thank you.

| will now explain our current R&D efforts and our future direction in the context of this technology briefing.

On to the next slide. Today's content consists of these four components.
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I will now explain our efforts to realize the healthcare journey and the associated strengthening of R&D
functions and systems.

First of all, shown on the slide is Sysmex's long-term vision, which you are all familiar with: “Together for a
better healthcare journey.” With this in mind, we have been promoting each of our activities, focusing on how
to expand our existing technologies, products, and business experience to prevention and prognosis
management.
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Next slide.

In fact, as you are already aware of the market environment related to healthcare journey, we are already
seeing a lot of digital technology being used in our daily lives and in healthcare in particular.

In this context, the shift in awareness of healthcare is naturally a shift toward prevention after the COVID-19
pandemic, and even within this context, diversified medical services are expanding in the form of digital

technology.

On the other hand, in the same way, in the world of medical treatment, the development of products and the
use of such services are changing at a dizzying pace by combining the advances in knowledge and science with

digital technology.
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In the midst of these changes in the market and environment, we at Sysmex R&D, as shown here, have set up
an innovation stream to expand our existing businesses, new markets, and technologies. The other is to create
new medical care, and we are working on each of these four areas.

From the perspective of strengthening our diagnostics business, as stated here, we are building upon our
existing technologies to develop attractive and valuable products. | will introduce this later, but we have
already taken steps toward next-generation development, particularly in the area of touch-free technology,
which enhances laboratory efficiency and improves the quality of testing.

Another area is the use of such technology to further refine personalized medicine. As you are already aware,
we are developing technologies to enhance and deepen liquid biopsy. Another area of R&D is personalized
preventive and prognostic monitoring, which is being conducted using data science and various
miniaturization technologies, with the aim of bringing such products to new markets.

In addition, as you already know, there is the area of surgical treatment, and there is also the area of
regenerative and cellular medicine, which is now being promoted at a really accelerated pace. We are taking
advantage of the fact that it started in Japan, and we are aiming to create a market that makes use of the
technologies we have cultivated so far.

Furthermore, regarding our approach to DX and Al, we will provide a separate explanation later today. In this
area as well, we aim to highlight Sysmex's strengths and what makes us unique in the industry. | hope to be
able to tell you what is different from what is generally done now.



S

Al Utilization in the Healthcare Journey sysmex
# Testing Al: B # Laboratory (hospital) support Al:
Disease prediction, Healthcare journey Improving the efficiency of
diagnostic support | — - testing and medical operations
‘.‘O /
_’ " Detailed Medical Support for the creation of
e e follow yps shecke?: documents using LLMs,

custom Al, etc.

Sup " t fov~ | { AN (LY e @ Acceleration of R&D

upport for

behapvioral change + . ‘ A Qh
J } ) ﬂ_ == A N -

Ay | gL v @&é

* Motivation for daily health management
* Advice and education for individual patients ' ,

* Recommendations for necessary tests, etc.

In fact, we believe that the use of Al will be handled in this way in each stage of the healthcare journey, and
we are trying to find ways to incorporate what we have cultivated so far in our R&D activities. We believe that
by putting all of these things together, we can create this healthcare journey. | will explain this in more detail

later.
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The most powerful technological asset we consider is liquid biopsy, a blood-based diagnostic approach as
depicted in this slide. We believe this is one of our greatest strengths, built upon over 50 years of expertise in
measurement technology.



Naturally, this includes advancements in high sensitivity, the ability to analyze multiple parameters,
panelization, and the integration of new insights. By capturing these components within the blood, we see
this as a key competitive advantage.

Looking at the example, this is the state of the brain. It is becoming more realistic to use blood to detect
microscopic phenomena, and as you can see from the global situation, there are activities to increase the
value of this biomarker in combination with these biomarkers.

One of the key points is to keep up with this trend, and we are also considering expanding this technology to
other areas, such as cardiac and vascular diseases.

We believe that one of our major information and technological strengths lies in the combination of

conventional tests with information that can have an impact on treatment, especially in the form of
rationalized biomarkers.
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Strengthening R&D Functions ¥sysmex
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tech, medical services, and treatment.

v Collaboration with
affiliated companies RDCUK

v' Development of (UK)
dementia-related > 2 % . .
parameters RDCA .- v Clinical evaluvation and
RDCE '.I'ecjhnopark (US) ° development with
Germany) (Japan) testing centers
L]
PRl Clinical evalvation and .RDCAP
L&l development with testing (Singapore)
centers

v Al development with academia
25 locations in 9 countries

In order to steadily and reliably implement these initiatives, we believe that one of the key points is to
continue to strengthen our R&D functions.

We have been operating 25 R&D bases in nine countries so far, as shown in this slide. By strengthening our
functions in a way that is appropriate for each region, we will enable better cooperation between the bases
in England, Germany, Singapore, and the US and our core Techno Park in Japan.

In terms of RDCE and RDCA, we have already started evaluation of their instruments and biomarkers, and in
Singapore, we are also working on Al development with academia.

By adding product development functions to R&D in Japan and other regions, we will accelerate global
development, which we see as our next challenge.



Promoting the Evolution of Hematology Systems ¥ Vsmex
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Today, one of the key developments we would like to highlight is our hematology system. We hope you will
experience firsthand how we enhance every stage of the testing process, from pre-test management to in-
test procedures, while ensuring greater reliability and confidence in diagnostics.

Topics
System for Rapid Detection of Antimicrobial Susceptibility Wins

g N i "?smex
One of the UK'’s Biggest Science Prizes

We employed proprietary microfluidic technology to create the PA-100 AST System,
which achieves rapid testing for antimicrobial susceptibility.
The system is expected to transform the flow of diagnostics for urinary tract infections and advance
measures to counter antimicrobial resistance. We have begun selling the system in Europe.
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PA-100 AST System

v' Compared to conventional microbiology labs where tests take several days, this system allows the presence of bacteria to be
determined in 15 minutes and the effectiveness of antibiotics in 30 minutes.

v' Operation is simple and not require specialized knowledge.

v' The system earned us one of the UK’s biggest science prizes, the “Longitude Prize on AMR.” Selected as the only winner from over 250
entries since the prize's establishment in 2014, this innovative technology contributes to transforming the diagnostic flow for bacterial
infections and addressing antimicrobial resistance.

Cited from https://www,sysmex.co.jp/news/2024/240613.html, Sysmex Astrego AB - Longitude Prize
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Continuing, a little regarding R&D. | would like to introduce some topics.

This instrument is not yet seen in Japan, but as noted here, it has been awarded the Longitude Prize, the
largest scientific award in the UK.



In particular, this instrument provides a breakthrough solution for the currently significant issue of urinary
tract infections by detecting the presence of bacteria and evaluating antibiotic effectiveness. This product
stands out for its ability to deliver results in less than an hour.

We believe further advancements in this technology will enable its application in more personalized and
remote medical care.

Topics

Initiatives to Realize a Resource-Circulating Value Chain

We became the first company in the industry to adopt the horizontal recycling of containers for reagents.

We have established a process to collect used containers and produce contaminant-free recycled resin.
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This process reduces the consumption of virgin resin by approximately 30% and decreases CO,
emissions by around 15 tons per year. We plan to expand the range of applicable products.

https://www.sysmex.co.jp/news/2024/241223.html

I would also like to introduce one of our key initiatives addressing a major social challenge: our commitment
to the SDGs.

As shown here, and as many of you are aware, medical institutions generate a significant amount of waste
daily as part of the testing process. In our efforts to reduce this waste, we believe there is much we can
contribute through technology and product development. With the cooperation of manufacturers, we are
actively promoting the adoption of closed-loop recycled containers as part of our sustainability initiatives.

As noted here, this initiative has impact of reducing 15 tons of CO, annually. We are continuing our efforts to
expand the application of this technology to a wider range of products under development.
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Last but not least, we will continue to aggressively promote R&D in order to expand the existing market to
new markets and new applications. In this way, we will continue to realize a new form of medicine, the
healthcare journey, by making full use of advanced science and information science. We look forward to your
support. Thank you.

That's all from me. Thank you very much.

2  Medical DX Utilizing Al

Iwanaga: My name is lwanaga. Thank you. | would like to explain about Al-based medical DX.
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As Yoshida mentioned, this section illustrates the use of Al in the healthcare journey. Here, we have outlined
three key Al-driven approaches.

We believe that Al in disease management can provide disease prediction, diagnostic support, and behavioral
transformation support. In addition to this, we believe that Al can be used to improve the efficiency of
laboratories and hospital operations. Third, as an internal activity, we believe that this type of Al can be used
to accelerate R&D.

Development of Sysmex Al

1. Features of Sysmex Al
2. Laboratory (Hospital) Support
3. Disease Management (Support for Behavioral Change)

In this context, we are developing our own Al, Sysmex Al.



Due to time constraints today, we will focus on explaining two Al applications listed here: laboratory (hospital)
support Al and disease management Al.

1. Features of Sysmex Al ¥ sysmex

® Possesses specialized knowledge in testing and diagnosis

v" Knowledge of laboratory medicine

v Large-scale receipt data and academic/testing data owned by Sysmex

® Recommends tests to improve risk estimation accuracy
v" Research parameters from Sysmex products

v Utilization of Sysmex's proprietary biomarkers

® On-premises LLM support tailored to clinical settings
v' Secure Al that can operate without the need for an external internet

connection
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First of all, let me explain the characteristics of Sysmex Al.

As you can see here, Sysmex Al has three key features. The first is to have expertise in testing and diagnosis,
such as laboratory medicine knowledge, large-scale receipt data, and our own academic and laboratory data,
which we will use to train Al.

The second is test recommendations to improve the accuracy of risk estimation. The Al is designed to improve
the accuracy of risk estimation by utilizing the research items of our products and our own biomarkers.

Third, we are developing an on-premise LLM for clinical sites, a secure Al that can operate without requiring
an external Internet connection.



2. Laboratory (Hospital) Support
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sysmex

We are working to improve the efficiency of hospital and laboratory operations through the use of Al, reducing the

workload of healthcare professionals. Our Al operates in a secure environment using the expertise of testing specialists.
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The first Al we intend to develop using this type of Al will be Al for laboratory (hospital) support.

Through the use of this Al, we hope to improve the workload of healthcare professionals by streamlining
operations within hospitals and laboratories. The Al we are developing will be an Al that will be used where
we possess the knowledge of testing specialists and can operate in a secure environment.

On the left side, in the section on laboratory support Al, we have listed the characteristics of each of these
products in text form. We would like to realize highly accurate risk forecasting, which cannot be achieved with
ordinary Al, by utilizing and learning characteristic data from our products.

The laboratory support Al is currently under development with a plan to launch it in the fiscal year ending
March 31, 2026, and we are working to expand the scope of its application in the area of hospital support Al.
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Next, this is our laboratory support Al that leverages research parameters. By integrating testing data from
our instruments with multivariate analysis of blood cell counts, we aim to stratify diseases that were
previously difficult to distinguish.

Here, we have presented a conceptual diagram illustrating how we utilize data from our hematology and
hemostasis instruments to enhance disease classification. Although we have not been able to provide detailed
information to date, we have been able to demonstrate this in several areas of research.
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3. Support for Behavioral Change Fsysmex

We are utilizing digital data and proprietary Al to promote medical schemes

and individual behavior change.

Predictive, Preventive, Personalized, Participatory

Detection of onset » Prediction of onset
Treatment of disease » Pre-disease care and prevention
Standardized treatment » Personalized medicine

Healthcare professional-centered » Active individual involvement

Medical checkups, detailed follow-ups + Value provision through digital and Al

Another Al we are working on is a behavioral transformation support Al.

3



In 2011, an American researcher proposed P4 medicine. It will be a new medical concept expressed by the
English words beginning with the four P's written here. In the context of prediction, prevention, personalized
medicine, and patient engagement, active participation by individuals in their own treatment process is crucial.

We hope to make good use of Al in these areas to realize new medical processes. Through these Al initiatives,
we hope to move from the existing medical process to a new medical process that utilizes digital and Al.
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3. Support for Behavioral Change: -5
Challenges in Disease Risk Prediction Using Al
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In terms of the challenges of disease risk prediction using Al that have been addressed so far, we have used
machine learning to learn big data from population-related medical data to create predictive models.

Traditionally, health guidance and lifestyle improvements have been based on population-level stratification,
using predictive models for groups rather than individuals. However, this approach presents several
challenges: individual data is not fully reflected, the accuracy of predictive models for individuals remains
limited, and the interpretability of prediction results is often insufficient.



3. Support for Behavioral Change: Realization through Sysmex Al %Smex

By utilizing markers that reflect individual lifestyles and large-scale data, Sysmex Al facilitates

highly accurate personalized disease risk prediction and supports behavioral change.
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To overcome the abovementioned challenges, we leverage Sysmex Al, which builds on the unique capabilities
of our products to deliver higher-precision predictions. By utilizing our global data collection network, along
with large-scale datasets from PHR and EHR, we are combining those data with that of new biomarkers and
digital applications which can obtain personalized patient data. Through these advancements, we strive to
realize new Al-driven solutions that contribute to behavioral transformation in healthcare.

We would like to further promote these activities and provide products that can contribute to the field of
prevention and be more useful to patients.

That's all from me.



3 Deepening of Liquid Biopsy Technology

Sato: This is Sato and | will explain about liquid biopsy.
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As Yoshida explained, we are working to deepen our liquid biopsy technology to increase the number of
diseases that can be measured by it, and to diagnose diseases at an even earlier stage.

Today, | will explain our efforts in Alzheimer's disease and its expansion, and also in the new field of
amyloidosis, which is shown here.
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First, | will present a slide that we shared last year, which provides an update on the Amyloid beta testing
reagents and their current status. Although some countries are still considering or have applications pending,
we are steadily introducing the product to the market in Europe, the Middle East, and Asian countries.

Testing Reagents to Determine the Risk of Drug Side Effects L
(ApoE Gene)

Regarding the diagnostic reagent for predicting the risk of side effects when administering anti-ApB antibody drugs,

we have completed an application for manufacturing and marketing approval in Japan (September 2024).
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https://www.sysmex.co.jp/news/2024/240917.html
Citation: van Dyck CH., et al. Lecanemab in early Alzheimer's disease. New Engl | Med. 388, 9-21(2023)
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The other is that we have completed the application for manufacturing and marketing of a test reagent to
determine the risk of side effects of therapeutic drugs.

This reagent is designed to measure the APOE gene, which has three variants: APOE2, APOE3, and APOE4.
Each individual inherits a combination of these from their parents. Research has shown that individuals who



inherit two copies of the APOE4 variant face a significantly higher risk of side effects when treated with
lecanemab.

The guidelines also call for measuring the APOE genotype when administering medication, if possible, but
there is no insurance-covered test in Japan yet, so we have developed a test method. The right-hand side
shows the performance of the test. We have created a highly accurate test that is 100% consistent with the
reference method, applied for manufacturing and marketing approval, and are now in the process of applying
for insurance coverage.

»

Trends in the Development of Disease-Modifying Drugs for E
Alzheimer’s Disease .

<

smex

Progress in the development of disease-modifying

Approval of Donanemab drugs
v' Approval of Lecanemab was followed by
Donanemab, which is now in clinical use. Studies are underway to apply drugs earlier
v Patients with mild cognitive impairment or early (before disease onset).
Alzheimer's disease require confirmation of amyloid
pathology. v AHEAD3-45

v' TRAILBLAZER-ALZ3

Development

Therapeutic agent Approval status

company
Ad b ) o ¢ e
(ADUHELM™) Biogen, Eisai us Development of disease-modifying drugs for tau
pathology is underway.
Lecanemab Japan, the US, China

Eisai, Biogen

(LEQEMBI™) and the UK

Donanemab v E2814 (Eisai)
(KISUNLA™) Eli Lilly Japan and the US v BIBO80 (Biogen)
v' Bepranemab (Roche)
v JNJ-63733657 (Janssen)
v LY3372689 (Eli Lilly) etc.

Source: ClinicalTrials.gov, alzforum.org
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So far, we have covered key topics, but now | will discuss our future direction, considering environmental
analysis and drug development trends.

First of all, on the left side. As many of you may already know, following lecanemab, a new drug, donanemab,
has also received approval.

The key point related to our discussion today is shown on the right side. One is that studies are underway to
administer medication at an earlier stage, before cognitive abnormalities appear. Another key aspect is the
later-stage developments in this field. Beyond amyloid pathology, there is ongoing drug development
targeting tau pathology.

While only five treatments are listed here, many more are currently in development. In response to this, the
guestion becomes, what are we going to do about it?
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Development of Alzheimer Drugs and Required Tests ey

Biomarkers that can accurately determine the stage of disease are needed as drugs are developed.

1. Development of disease- Current applications 2. Development of disease-
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This diagram, which we have presented several times in past briefings, horizontal axis represents age or how
some individuals progress toward dementia over time.

In this model, cognitive impairment increases as you move upward. It suggests that around 20 years before
symptoms appear, Amyloid beta begins accumulating in the brain. This is followed by the emergence of tau
pathology, which leads to neuronal cell death, ultimately resulting in cognitive decline. Currently, lecanemab
and donanemab are only approved for mild cognitive impairment or early-stage dementia, making their
applicable patient population very limited.

Earlier, two key aspects were highlighted in the environmental analysis: one of them is the study exploring
whether these treatments could be administered at an even earlier stage, before cognitive impairment
appears, during the normal phase. Additionally, tau-targeting drugs are being developed as a potential
treatment for patients who are considered too late for amyloid-targeting therapies. The question is how we
will respond to this.

Point number one. When it comes to early-stage detection, we believe our AB biomarker plays a key role and
offers a significant advantage. In principle, AB is the earliest biomarker to appear, making it the first indicator
of disease progression. Therefore, by accurately measuring AB, we aim to contribute to earlier intervention
at point one of the disease progression.
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Performance Comparison of AB42/40 ¥ sysmex
(At the Stage with No Cognitive Abnormalities)

AB42/40 method may be useful for the determination of medication in the stage with

no cognitive abnormalities.

No cognitive Patients with no cognitive impairment +MCl+
abnormalities dementia
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Adapted from A Nakamura et al,, Clinical Utility of Plasma AB42/40 and pTau217: 2- Relevance to AB and Tau Pathology, AAIC Advances: Modernizing Diagnosis, 2024 32

In fact, evidence is emerging. The ROC curve may be a bit complex to interpret, but essentially, the higher it
is, the better the diagnostic performance of the test.

In the context of amyloid detection, our test has shown better results when compared to phosphorylated
Tau217, especially in the early stages where there are no noticeable cognitive impairments. However, when
considering the entire number, including individuals who already exhibit cognitive impairment, the
differences become less pronounced.

This result suggests that our AB42/40 reagent is particularly valuable for determining treatment decisions at
the pre-symptomatic stage, before cognitive abnormalities appear.
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Promotion of Real-World Data Acquisition for AB 42/40

The performance verification of AB42/40 is being promoted in the real world

at multiple cohorts and facilities.

Sample data

(Shiga Medical University cohort) =Evalustionn conarts=

v SESSAI, Il, Woman (Shiga Medical University)
v" lwaki Health Checkup, Iki-iki Health Checkup
(Hirosaki University)

012 v J-MINT prime TANBA (Kobe University)
75% others
50%

0.11 25%

0.13

AB42/4Q ratio

Reference cutoff value:0.102 < Prospective real-world studies>

v" Kobe University
v" Tokyo Metropolitan Medical Center for Health and
009 Longevity

Citation/Adaptation: Kengo Ishiki et al., “Age dependency of blood-based biomarkers for AD measured by
fully automated and highly specific immunoassays in general Japanese men: SESSA,” International

0.08 Conference on Alzheimer's and Parkinson's Diseases and related neurological disorders, 2024.
40s 50s 60s 70s  80sand above
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The AB42/40 assay has faced concerns regarding robustness and other factors. In response, we are actively
working to accumulate real-world data to strengthen its reliability. We have several facilities listed here, but
we also do this at many others.

On the left. Here is one example, which provides an interesting insight into the AB positivity rate across
different age groups. In their 40s, 50s, and 60s, the number of individuals testing positive for AR remains
relatively low, with most cases staying above the threshold line. However, by the 70s, the data shows that
25% of individuals fall below the threshold, meaning one in four tests positive for AB. Half of those in their
80s are positive, which means that cognitive function is actually normal for all of them.

This indicates that such changes are already occurring in the brain, even though this trend is currently
observed as age dependent. The next step is to examine how these patterns evolve when other disorders are
present. We would like to accumulate evidence, including various types of stability, and link this to insurance
treatment.
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Initiatives to Develop p-Tau Markers

We are developing an immunoassay system for tau markers with high correlation with mass spectrometry,

in the aim of achieving high measurement performance, as with the development of AB reagents.

Example of p-tau181
< Development Strategy >
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Phosphorylated tau has many in the sample otullol
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Performance verification in p-tau181 [pg/mL]
clinical samples p-tau181, IP-MS [fM]

Citation/Adaptation: Kengo Ishiki et al., “High correlation of plasma tau and p-tau181levels measured by a fully automated immunoassay system and an immunoprecipitation mass spectrometry assay,”
International Conference on Alzheimer's and Parkinson's Diseases and related neurological disorders, 2024.

Kazuya Matsumoto et al, “Correlations of p-tau217, p-tau181and tau levels between CSF and plasma that are measured by fully automated immunoassay platform,” Alzheimer's Association International
Conference, 2023.
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Meanwhile, the development of a phosphorylated tau marker to detect amyloid is also underway in parallel.

Sysmex's strength lies in the fact that we have built instruments that correlate with mass spectrometry, which
is why we have achieved high performance in AB. We have several tau markers, and our strategy is to select
antibody sets and reagent compositions that correlate well with mass spectrometry and measure patient
samples for these markers.

The example shown here is for phosphorylated Taul81, but we have already obtained similar results for
Tau217 as well.
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Need for Diagnostics/Liquid Biopsy for New Therapeutics

Tau-targeted disease-modifying drugs are being developed.

There is no simple way to identify Tau accumulation in the brain

TauPET is needed to determine the status of Tau accumulation

QA A

Braak | Braak Il Braak Ill Braak IV Braak V Braak VI

The latest clinical trial data on tau-targeted disease modification (E2814) (time course of PET images)

Citation/Adaptation: Tharick A Pascoal et al., “18F-MK-6240 PET for early and late detection of neurofibrillary tangles,” Brain. 2020 Sep 1;143(9):2818-2830.
Kristin. R. Wildsmith et al., “Anti-Tau Therapeutic Antibody, E2814, Reduces Early and Late Tau Pathology Biomarkers in Patients with Dominantly-Inherited Alzheimer's Disease (DIAD),”
17th Clinical Trials on Alzheimer's Disease (CTAD), 2024
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Next, we will move on to the discussion on tau. The discussion now shifts to the right side of the time-series
diagram, focusing on the development of new treatments for patients with advanced disease stages, who are
currently ineligible for lecanemab therapy.

Currently, to examine how tau accumulates in the brain, the standard method used is TauPET, which
corresponds to amyloid PET. As you can see very clearly in this, as the stage progresses, the red area increases
and the location shifts. This is how we determine tau accumulation in these conditions.

One example from the earlier study involved E2814, a tau-targeting drug developed by Eisai. TauPET imaging
shows that tau levels decrease drastically over one to two years after treatment initiation.

Currently, TauPET is required to evaluate tau PET. This is actually the same image as AB's roughly 5 to 10 years
ago. One of the pillars of our R&D is to replace what is currently only available with PET with blood.
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Biomarkers for Understanding Tau Pathology

There are multiple markers that reflect tau pathology, and they may be used in combination for staging.

Tau pathology
Amyloid pathology

Abnormal 4

MTBR-tav243

Biomarker

degree of
abnormality

p-tauidl

Normal

High risk Preclinical phase Mild cognitive impairment Alzheimer's dementia

Citation/Adaptation: Gemma Salvadé et al., “Disease staging of Alzheimer's disease using a CSF-based biomarker model.” Nat Aging. 2024 May;4(5):694-708. 26

Several biomarkers have already been identified for assessing tau pathology. Since p-Tau217 levels start
increasing at a very early stage, it reflects amyloid pathology rather than tau pathology.

In contrast, later-rising markers such as p-Tau205 and MTBR-tau are believed to better represent tau
pathology. Our goal is to utilize HISCL technology to develop assays for these multiple biomarkers, enabling
precise tau staging through comprehensive measurement.

e
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Development of Biomarkers for Patient Stratification to Aid Treatment

In order to accurately understand the state of the brain and lead to appropriate medication,

multiple biomarkers are being developed in parallel.

AA 2024 diagnosis and staging criteria
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category and blood biomarker
biomarker
A AB42 Amyloid PET
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In fact, the 2024 guidelines have already proposed staging criteria, which were presented at academic
conferences. These guidelines suggest that it would be beneficial to measure multiple biomarkers, including
the ones mentioned earlier, using blood or cerebrospinal fluid.



Sysmex is actively developing almost all of the blue-marked biomarkers shown here in parallel. As each is
completed, we plan to gradually introduce them to the market.

Efforts to Address Diseases Associated with Aging

Efforts are underway to test for amyloidosis, which is of growing importance in an aging society.

About amyloidosis
Amyloidosis is a general term for diseases in which abnormal fibrous proteins called amyloids are deposited in various
organs of the body and cause dysfunction.

1. Prevalence has increased in recent years as society ages (strong element of aging)
2. Difficult to diagnose using blood because it is deposited in tissues

3. Therapeutic drugs are under rapid development.

Precursor protein Denaturation, Tissue
(e.g., transthyretin) agglutination deposition

— 9)
() an
an = T - [ = “

Transthyretin
(TTR)

From this point forward, we will shift to a completely new topic, our latest initiatives. The effort is called
amyloidosis.

This section, titled “Addressing Aging-Related Diseases,” highlights the need for diagnostic tests that align
with an aging society. In this context, we are focusing on amyloidosis. Amyloidosis is a condition in which
amyloid, a fibrous substance, accumulates in organs, leading to organ dysfunction. When amyloid builds up
in the brain, it results in Alzheimer’s disease. However, amyloid can also accumulate in various other organs,
affecting their function.

One key characteristic of these new initiatives is that they address conditions that are increasing with the
progression of an aging society, many of which are closely linked to aging-related factors.

The second point is that these conditions involve tissue deposition, making blood-based diagnostics
challenging. This challenge serves as a key motivation for exploring liquid biopsy as a potential solution.

The third point is that these initiatives are not just about diagnostics—they are closely linked to treatment
options, ensuring a direct connection between testing and therapy.
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Approach to Cardiac Amyloidosis sysmex

As there are many potential patients with transthyretin cardiac amyloidosis, expectations for testing are high.

About transthyretin cardiac amyloidosis

+ This is a disease in which TTR amyloid, formed by aggregation of transthyretin (TTR), deposits in the
heart, causing myocardial dysfunction.

« Although it is said to be latent in approximately 13 to 14% of patients with HFpEF *, many patients are
undiagnosed @1, 2).

1. Prevalence has increased as society ages (strong element of aging)
->HFpEF * patients are estimated to number approximately 30 million worldwide (caicuiated from 3 anda 4),
and all patients are eligible for testing.

2. Difficult to diagnose by blood because it is deposited in tissues

->Confirmed diagnosis by tissue biopsy or radionuclide scanning, but challenges include
invasiveness

3. Therapeutic drugs are under rapid development.
->Transthyretin stabilizer (Tafamidis/Pfizer) approved for treatment

1. Eur Heart J. 2015 Oct 7;36(38):2585-94.

2. ESC Heart Fail. 2023 Mar 27;10(3):1896-1906.

3. Eur J Heart Fail. 2020 Aug;22(8):1342-1356.

4.2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the American College of
Cardiology/American Heart Association Joint Committee on Clinical Practice Guidelines

* heart failure with preserved systolic function
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As our first effort in this disease, we are targeting the heart and working on cardiac amyloidosis. Among these,
we have begun to focus on transthyretin cardiac amyloidosis, in which a protein called transthyretin
accumulates.

These are exactly the three | mentioned earlier. With the progression of an aging society, one key focus is
HFpEF, a form of heart failure. It is estimated that 30 million patients worldwide could be affected by this
condition.

Another challenge is tissue deposition, which currently requires cardiac tissue biopsies or nuclear medicine
imaging for diagnosis. These methods are invasive and complex, highlighting the need for alternative
approaches.

In recent years, treatment options for amyloidosis have emerged, though they remain quite expensive.
Notably, in the case of cardiac amyloidosis, it is estimated that 99% of patients remain undiagnosed. We aim
to develop robust diagnostic solutions for these highly unmet medical needs.



Development of New Test Method for Transthyretin-Type Cardiac "@smex
Amyloidosis

The development of an amyloidosis test using HISCL is underway.

We have applied for a basic patent through joint research with Kobe University.

Transthyretin (TTR) and its properties Construction of measurement system using immune reaction
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In fact, we are already conducting R&D and are collaborating with Kobe University. The basic principle has
already been developed, and a basic patent has been applied for. This is where new liquid biopsy technology
comes into play. Traditionally, we have focused on various measurement approaches, such as high-sensitivity
detection and functional analysis. However, in this case, the focus is on measuring stability. When this protein
becomes unstable, it begins to accumulate in tissues, so we created a meter to measure this stability and

applied for a patent.

¥ Vsmex
Expanding Efforts to Address Amyloidosis-Related Diseases

Through enhanced liquid biopsy technology and open innovation, we are establishing appropriate diagnostic

techniques for a wide variety of amyloidosis diseases.

Systemic amyloidosis:
Systemic amyloid deposits in multiple organs
» Transthyretin amyloidosis

- Transthyretin-type cardiac amyloidosis
+ Carpal tunnel syndrome

*  New amyloidosis
»  AA amyloidosis, etc.

Localized amyloidosis:
Localized amyloid deposits in certain organs
» Cerebral amyloidosis
» Alzheimer's disease
- Prion diseases.... etc.
* Such as corneal amyloidosis

We have initiated joint research with
Kumamoto University Amyloidosis
Medical Center on new amyloidosis.

+

Enhacement of liquid biopsy
technologies
We are enhancing and utilizing technologies such
as ultra-sensitive quantification, multi-parameter

analysis, functional measurement, structural
stability measurement, and activity measurement.
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This is the last slide. While we previously discussed cardiac amyloidosis, there are various other forms of

amyloidosis as well.



We have started a joint research project with Kumamoto University's Amyloidosis Center, which is one of the
most advanced centers in this field in Japan.

Sysmex will continue to deepen its liquid biopsy technology and introduce new tests to the world for this area
of high unmet needs.

That is all from me.

Regenerative and Cellular Medicine Initiatives

Tsujimoto: | will now provide an update on the progress made over the past year in regenerative and cellular
medicine, as part of our efforts in Innovation Scheme Area D treatment initiatives.



Roadmap for the Commercialization of Regenerative and Cellular -
- sysmex
Medicine

In addition to launching businesses that utilize our technologies at an early stage, we will

strive to launch regenerative medical products.

FY2024 FY2025 FY2026 onward

! 1 24

This slide shows a roadmap of our efforts, with three themes.

The bottom section on quality control represents our initiative to apply the technologies developed for in vitro
diagnostics to the cell manufacturing process. In the area of automation, our engineering technology can
really be used in abundance to automate the cell manufacturing process. And finally, at the top right is the
development of regenerative medical products.

In the center, you may notice a circular rotating arrow, symbolizing that these three elements are not
progressing independently but rather influencing and enhancing each other in a synergistic manner. By
working on regenerative medicine products, we can understand the essentials of quality control in great detail,
and by working with other companies on quality control, the knowledge we gain can be applied to our own
pipeline development.

Today, | would like to focus on quality control, which is starting to show some signs of commercialization, and
automation, which is becoming more visible. However, simply mentioning these three elements without
further explanation would leave the picture incomplete. Therefore, in the next slide, | will provide a brief
update on regenerative medicine-related products.



Regenerative Medicine Product Pipeline and State of Progress "‘Shvsmex

We are promoting the development of innovative regenerative medical products that offer new hope to patients.

Submission for

Cells Target indication Clinical value Progress regulatory
approval
(expected*)
Inducible inhibitory Induction of immune

Living donor (liver) Investigator-initiated study

T-cells ot (oo tolerance in recipient T- i Around FY2026
Mg AliedCel P cells Y
Cultured . Verification of the viability
= Restoration of
hematopoietic o o ; of expanded culture of
Hematopoietic hematopoietic function by 5w
stem cells o hematopoietic stem cells Around FY2030
tumors cultured hematopoietic o BTG USITE Tk
M8 AlicdCel stem cells underway.using
animals
iPS cell-derived : fh . Establishment of strains
latelets REFtorationar emastatic and manufacturing process
P Thrombocytopenia  function with artificial ; s : Around FY2029
M) Y (including automation) and
= P search for indications

*No change from last year’s R&D meeting

45

These three pipelines are the same ones you have already seen at last year's R&D meeting. There will be no
change in the timing of the regulatory filing.

The update pertains to the second column from the right, specifically the progress section. At the top,
AlliedCel is advancing its inducible inhibitory immunoregulatory therapy. As for this area, the investigator-
initiated study is progressing smoothly.

These three pipelines are the same ones you have already seen at last year's R&D meeting. There will be no
change in the timing of the regulatory filing.

The update pertains to the second column from the right, specifically the progress section. At the top,
AlliedCel is advancing its inducible inhibitory immunoregulatory therapy. As for this area, the investigator-
initiated study is progressing smoothly.

The cultured hematopoietic stem cells in the middle are still in the early stages of development, but we will
soon have key data.

Finally, Megakaryon is advancing its iPS-derived platelet formulations by focusing on establishing higher-yield
cell lines, automating the manufacturing process, and exploring potential indications for clinical applications.
The work has been done in a very multilayered manner.

Finally, Megakaryon is advancing its iPS-derived platelet formulations by focusing on establishing higher-yield
cell lines, automating the manufacturing process, and exploring potential indications for clinical applications.
The work has been done in a very multilayered manner.



Changes in the Environment Surrounding Regenerative and Cellular <%
Medicine e

The importance of quality control and automation in regenerative and cellular medicine is growing.

Issues Present to future

® Because the raw material consists of
heterogeneous cells, quality control

testing is considered important to ensure
9 B Increased awareness of the need to

safety and functionality. H H
® Concerns have been raised regarding the EnEITe thessatetymf TepEERie } Stand?fdlzatlon
garaing medicine, and the need for of quality control

safety of cell production and provision in 4 . )
private medical treatments under the Act standardized quality control testing

on Securing Safety of Regenerative
Medicine, and the importance of sterility
testing has been reaffirmed.

Automation of

up production costs. production

budgets to support production
® |oT adoption has not progressed, and data automation for regenerative and
is not centrally managed. cellular medicine.

® The complex production process, which
still relies heavily on human labor, drives } METI and others have secured }
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| will now report on today's focus on quality control and then on automation.

First, looking at the external environment surrounding these two areas, quality control plays a crucial role. As
highlighted in the top two points on the left, cell-based therapies are inherently complex and challenging
modalities. Ensuring rigorous quality control has long been recognized as essential in this field. Moreover,
recent incidents, including cases where patients developed sepsis, have drawn significant attention. As a
result, there is an increasing emphasis on strict sterility testing, reinforcing the importance of quality control
in cell-based therapies.

Additionally, the bottom two points highlight the complexity of cell manufacturing processes, which still
involve many manual steps. This underscores the growing importance of automating production. The Ministry
of Economy, Trade and Industry has announced plans to significantly invest in this sector in the current fiscal
year. As key players in this field, we, along with others, aim to actively participate in these initiatives to
accelerate automation.



Features of Sysmex’s Quality Control Technology #vsmex

The technology has useful characteristics for research and manufacturing processes in

regenerative and cellular medicine.

Simple, Simple and standardized measurement operations using a
avtomated

quality control platform developed with automation in mind

High Automation of the measurement process and proprietary
reproducibility reagent technology enable improved accuracy and higher
Bae moRy Ml sensitivity in cell and protein analysis within culture media

Quick and
continuous Supports rapid and continuous measurement of large quantities of

meaﬁ’;ﬁ%‘g‘t of samples suitable for screening, as well as simultaneous

parameters measurement of multiple protein parameters
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Let me begin by reporting on our progress in quality control.
| don't think it is necessary to reiterate here the strength of our quality control technology, but | believe that
what we are delivering as value in in vitro diagnostics can be used almost exactly as it is in the cell

manufacturing process.

From the next slide, | would like to report on the actual situation in which we are demonstrating our value.

iPS Cell-Derived Platelets e

We are promoting the development of artificial platelets that could become

a new constant in transfusion medicine.

Characteristics of iPS cell-derived platelets Applicability
1. Transfusion possible regardless of Through'present'at.ions at the Japan Society of
atiant’s HLA type Transfusion Medicine and Cell Therapy and the
R yP Japanese Society for Regenerative Medicine, as well
2. Safety, without risk of infection or cancer as through hearings with key opinion leaders, we

are discovering the following potential applications.

Gene editing ‘“‘ ‘n‘ﬂ 1. Prophylactic administration for
technology

i i Cl ‘I“M“M‘ ®  thrombocytopenia due to blood diseases
0 SO A

HLA-deficient HLA;(deficient I-I.tlsk-dle:iﬁie:t Canbe administered 9~ Platelet transfusions in standby/scheduled
iPS cells megakaryocytes  iPS platelets to almost all patients surgeries
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First, | would like to report on our efforts at Megakaryon from an internal perspective.



I would like to do a little recap regarding Megakaryon. On the left is an overview of the iPS cell-derived
platelets Megakaryon is developing. Platelets also express a certain protein called HLA, which identifies a
person's individuality, but by eliminating the HLA, we are creating platelets from iPS that can be transfused to
any patient.

On the right are applicability. This also serves as a progress update. With Megakaryon joining our group, we
are conducting various interviews together with hematology specialists, Japanese Red Cross representatives,
and other key stakeholders we have established relationship with. While the findings may seem high-level
and complex, we have recently gained a much clearer understanding of the unmet needs in this field.

We made some presentations at conferences in this fiscal year. Also, we would like to report on our progress
at various conferences and other events next year to keep you up to date on our activities.

-
Standardization of Quality Control for iPS Cell-Derived Platelets ¥sysmex

We are promoting the application of our hematology technology to quality control testing.

Production process for iPS cell-derived platelets
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This slide presents case studies on the application of quality control in Megakaryon’s manufacturing process.

In the iPS cell-derived platelet production process, iPS cells are differentiated into megakaryocytes, which
then mature and produce platelets. This slide highlights how our XR-Series and XF-1600 technologies are being
effectively utilized for megakaryocyte counting, platelet production assessment, and platelet functionality
testing, all key hematology assays.



External Deployment of Our Quality Control Technology (HISCL) o,gsmex
First Launch of a Product for Research Use

We are starting to launch HISCL™ VEGF reagents (for research) and HISCL™ PEDF reagents (for research).

Correlation with existing ELISA kits Features
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3 o0 i uasi| W 3 Rm078  a® sensitive detection
2 g -
= s = 100 . =
we .
o o | Reduction of total cost for
i 2 i routing testing
= & J
ped ! 1 — ~+ - .
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Company A ELISA (pg/mL) Company A ELISA (pg/mL)

We are also expanding the provision of in vitro diagnostic parameters (such as cardiac and
diabetes markers) for use in cellular quality assessment (for research purposes).

Reference: The market for immunochemistry testing for us in manufacturing quality control for
cell and gene therapies is reportedly likely to reach approximately $1.1 billion by 2033.
Source: BIS Research, “2023-2033 Cell and gene therapy manufacturing QC market - A global and regional analysis”
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From here, | would like to report on how HISCL has been particularly useful in our efforts with the outside
world.

This fiscal year, we have successfully launched two research-use-only reagents: VEGF on the left and PEDF in
the center, as research-use-only tests.

Additionally, as indicated in the blue-bordered section below the center, we have found that many of our
existing in-vitro diagnostic immunochemistry are highly useful for quality control in the cell manufacturing
process. Leveraging our extensive assay portfolio, we have already begun providing HISCL as a quality control
solution for several clients in cell production workflows.

Additionally, although it is written in small text at the bottom, there are projections that this market could
exceed USD1 billion by 2033, according to some reports. | wanted to share this as part of our update.



External Deployment of Our Quality Control Technology (HISCL) -
Customer Feedback

Customer Theme Reagents User feedback
O De\{elopment of iPS cell- ® We have found a clue about reducing the
@ derived RPE cells for VEGF workload by automation and stabilization
regenerative medicine for PEDF of quality control.
Masayo Takahashi, Presidentand ~ age-related macular ® Sysmex's unique instruments excel at
Representative Director, degeneration making testing more complete.
VCCT Inc.
‘\"y‘ Development of iPS cell- ® The technology is suitable for screening
derived cardiomyocytes for Cardiomyocyte 223 :;::szlplr;t?‘rggerﬂ::ic;very tesaRTen
Shugo Toyama, Professor : ] s J
Fujita Medical Innovation Center regenerative medicine for endpoints ® |t has expanded my research because of

Tokyo, heart failure its automation and fast results.
Heartseed Inc.
O . ® We can rapidly obtain measurement
@ Development of pancreatic results for a huge number of samples,
beta cells for regenerative e eoniol numbering in the hundreds.
Hideki Endo, Specially Appointed  medicine for type 1 su?h o insulir‘1 ® The technology contributes to advances
Associate Professor diabetes in research and helps improve the work-

Juntendo University Graduate life balance of researchers
School of Medicine )

Items related to blood

Note: Taiwan, which is actively involved in regenerative and cellular medicine in the United States (the largest market for such medicine) and Asia, has also expressed interest

in our quality control technology.
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This section contains the voices of HISCL users and customers.

We consistently receive feedback from these three experts, as well as from corporate and facility
representatives, that HISCL has significantly simplified the previously cumbersome and labor-intensive
immunochemistry process. Additionally, due to HISCL's exceptionally fast measurement speed, what once
required a full day of sequential experimentation—such as conducting tests, reviewing results, and then
establishing a new protocol—can now be streamlined. Researchers can analyze morning results, adjust their
approach, and conduct further tests in the afternoon, ultimately accelerating the overall R&D process.

Although these applications are still in their early stages, introducing HISCL at this point increases the
likelihood that it will continue to be used in clinical trial drug manufacturing and commercial production in
the future. This suggests that our HISCL assays will not only remain valuable for research but also play a
sustained role in business applications, marking a significant step toward commercialization.



External Deployment of Our Quality Control Technology (FCM) .,gsmex
-New Possibilities in Sterility Testing-

Our FCM may help ensure the safety of regenerative and cellular medicine.

® Currently, most sterility testing is performed using PCR.
® PCR tests take a long time to produce results and are relatively expensive.

As part of the AMED Research Project for Practical Application of Regenerative Medicine (FY 2021-2023), a joint study was
conducted with Dr. Tobita and colleagues from Juntendo University to compare PCR and FCM methods for microbial testing in
PRP* therapy.

The possibility of using our FCM as a rapid microbiological testing method was suggested.

S Identification of
Detection limit iabl dead Ti ired Consumables
(CFU/mL) viable and dea ime require (e
bacteria
FCM 100-102 Yes 30 min. or less Good i i
PCR 109-10" No Around 4 hrs. Fair
Pharnj@copeial 100-102 Yes 2 weeks Good
sterility test
i 30 min.
Gram staining 105-1086 No Very good
or less

FR-500 flow cyclometer for research
* Platelet-rich plasma (PRP) therapy is a regenerative medical technique that involves treating patients using a cell-

processed material derived from the plasma portion of venous blood, which is obtained through centrifugation and

contains a high concentration of platelets. It is the most widely offered regenerative medical technology under the Act

on Ensuring the Safety of Regenerative Medicine. 52

Another key point is the sterility testing mentioned earlier. We have collaborated with researchers from
Juntendo University to present data suggesting that our RF-500 technology could serve as a new and effective
sterility testing method.

Beyond its performance, our RF technology has also shown advantages in terms of turnaround time and cost

efficiency compared to existing methods. While we cannot discuss all details today, we believe that the
practical adoption of RF-500 for sterility testing is not far off.

-
Automating the Production Process for iPS Cell-Derived Platelets ¥sysmex

We have constructed a closed platelet production system with automatic process control and monitoring.

Production occurs in a continuous closed system,
from expansion culture to formulation.

7 B
Culture Production process: Built as a connected
itation Centrifugation il Centrifugationfl Purification Packaging system based on our experience in the
aois agiiating & handling of hematopoietic cells

Features

7

Quality control: Uses an automated
quality measurement platform

- O)) EZ > :
@ ©\’ ; Frozenintermediate .

.
iPS cell-derived
H i I ce erlve i Integrated control: Support for the
megakarydcytes i Mkature PS d d ) d | for th
i { $negel SRR platelets | Packaging digitalization of data, leveraging our data
- ’ - - -- -___- ______ -_- mtegratloln experience in clinical
{ ! ! 1 ] laboratories
! a i —t
Integrated : D ‘ R e
t —_— \
Denagement_ -3 i T :
monitoring e — - B : i 1. Lower production cost
Cell quality assessment — :.A__ | . 1 —"—' 2. Stable quality
— 0w of cells b Tp— 3. Data integrity
=) Flow of test samples . .
_____________ e i Conducted using Sysmex instruments
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| will now continue with a report on our efforts regarding automation.



This is likewise composed of inside and outside initiatives. The efforts inside have once again featured
Megakaryon. While we are not yet able to share photos or videos, over the past year and a half, we have
closely analyzed Megakaryon’s iPS-derived platelet manufacturing process in collaboration with them.
Through this process, we have carefully examined where our technologies can add the most value.

We have identified three major areas where we can add value. The first is automating the transfer of culture
media between process stages. Instead of manually transporting and transferring culture media, the goal is
to enable automated flow of the culture media throughout the process.

Additionally, quality control plays a key role, as shown in the bottom center.
Furthermore, as indicated in green, we aim to digitize each process using 10T, enabling paperless operations

and integrated data management. This data can then be used to optimize workflows, improving yield rates by
identifying process adjustments that enhance efficiency. That is how the concept is established.

External Deployment of Our Automation Technologies ' Vsmex

We are moving ahead with the automation of cell production, using our technology with strategic partners.

Initiatives with VC Cell Therapy Initiatives with J-TEC
Conceptual design of a system with linked Basic agreement to advance manufacturing capabilities in
functional modules regenerative and cellular medicine

) J-TEC @ “Zsysmex

v Provider of platforms for autologous v Leading in-vitro diagnostics company
regenerative medicine v Ayt})matnor} platform developed through
2 . v Trackrecord for the development and stable clinical testing s er s .
sdd manufacturing of regenerative medical Systgmatlzahgn and digitization made possible
3 by clinical testing

products
v/ Cell culture technology and process design
capabilities i

- b - = L. ¥ '\
~- & =

v Connection of modularized functional unit

v Self-propelled transport systems that maintain cleanliness ® Addressing barriers to mechanization and automation in
v Deploy only the units needed at more locations regenerative and cellular medicine production functions
. . ® Contributing to the sustainability and development of Japan’s
® Completed conceptual design of functional modules regenerative medicine industry
° y ; g
.Sta.rt.Ed d|§cussmg regulatory compllance for Reference: 24th Congress of the Japanese Society for Regenerative Medicine, Co-Sponsored Academic
individual instruments Serninar (March 21, 2025)

Title: Sysmex and J-TEC's vision for the development of the regenerative and cellular medicine industry
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As you can see on the last slide, there are two initiatives for external automation.

On the left side, our collaboration with VC Cell Therapy, supported by a subsidy from the Ministry of Economy,
Trade and Industry, focuses on iPS-derived RPE. This includes the implementation of automated transport
robots, ensuring greater efficiency and scalability beyond just a single step of the process.

We plan to further materialize this initiative moving forward. Additionally, in December of this fiscal year, we
issued a press release regarding our collaboration with J-TEC. By leveraging the strengths of both companies,
we aim to integrate our automation and quality control technologies into J-TEC’s current autologous
regenerative medicine product manufacturing process, enhancing its efficiency and reliability.

As you can see at the bottom of the page, there will be a conference on regenerative medicine in Yokohama
at the end of March. We are planning to hold a joint luncheon seminar on the 21st, so if you are interested in
what our two companies want to do, please join us.



Thus, in the regenerative cellular medicine effort, there are three things, as indicated on page 45. Each of
these three is promoting its business by delivering synergies to each other.

This year, in quality control and automation, we will further ensure commercialization and scale. We believe
that we have obtained such a cornerstone.

That’s all for me. Thank you very much.

[END]

Disclaimers

*This material contains forward-looking statements about Sysmex Corporation and its Group companies (the Sysmex
Group). These forward-looking statements are based on the current judgments and assumptions of the Sysmex
Group in light of the information currently available to it. Uncertainties inherent in such judgments and
assumptions, the future course of our business operations and changes in operating environments both in Japan
and overseas may cause our actual results, performance, achievements, or financial position to be materially
different from any future results, performance, achievements or financial position either expressed or implied
within these forward-looking statements.

*Product and other information contained in this material is not intended as advertising or medical advice, regardless
of whether regulatory approval has been obtained.



