Innovation all for the patients

e CHUGAI PHARMACEUTICAL CO,, LTD.
A member of the Roche group

CHUGAI PHARMACEUTICAL CO., LTD.

Company Briefing for Individual Investors (Antibody Engineering Technologies)

June 30, 2023



Event Summary

[Company Name]

[Company ID]

[Event Language]

[Event Type]

[Event Name]

[Fiscal Period]

CHUGAI PHARMACEUTICAL CO., LTD.

4519-QCODE

JPN

Investor Conference

Company Briefing for Individual Investors (Antibody Engineering
Technologies)

[Date] June 30, 2023
[Number of Pages] 33
[Time] 19:00 — 19:55
(Total: 55 minutes, Presentation: 44 minutes, Q&A: 11 minutes)
[Venue] Webcast
[Venue Size]
[Participants]
[Number of Speakers] 2
Dr. Osamu Okuda President and CEO
Dr. Tomoyuki Igawa Head of Translational Research Division
Support
Japan 050.5212.7790 North America 1.800.674.8375 — SCR | PTS
Tollfree 0120.966.744 Email Support support@scriptsasia.com S Asia’s Meetings, Globally

1



Presentation

Moderator: Good evening. Thank you for joining us for today's online information session for CHUGAI
PHARMACEUTICAL CO., LTD.

Today's speakers are Dr. Osamu Okuda, President and CEO, and Dr. Tomoyuki Igawa, Head of Translational
Research Division. Thank you.

Okuda: Thank you.
Igawa: Thank you.

Moderator: Dr. Okuda, | understand that in today's briefing, you are going to talk about CHUGAI's strength in
the field of antibody therapy.

Okuda: Yes, that is correct. We have previously given briefings where we present an overall picture of
CHUGAI's strengths to individual investors.

Today, we would like to take a closer look at antibodies. This area is a unique attraction and strength of
CHUGAI. We have spent the past 20 years developing our antibody technology. Today, Dr. Igawa, who leads
our development of antibody technology, is going to give an easy-to-understand explanation about our work
in the area.

Moderator: Dr. Igawa, we are looking forward to your talk. Thank you.

Igawa: Thank you. Today, | would like to explain this complex antibody technology for a non-scientific
audience.

Moderator: We will come back to you a little later.

First, Dr. Okuda will give an overview of CHUGAI for those who are unfamiliar with the Company. Next, Dr.
Igawa will introduce the antibody technologies that CHUGAI has developed as one of its strengths. Afterwards,
we will hold a real-time Q&A session to answer any questions you may have. The entire briefing is scheduled
to last 45 minutes.

Dr. Okuda, over to you.
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| Company Overview -

Roche Goup

An R&D-Driven Pharma Company with Expertise in Oncology and Biologics

A Leading Japanese Drug Manufacturer (FY2022 IFRS on a Core basis)
Revenue 1,168.0 billions of yen, operating profit 451.7 billions of yen, 7,771 employees
No. 1* share of Japanese oncology market

No. 1* share of Japanese antibody drug market

A Unique Business Model j'ﬁ" -" 3 _
Chugai’s strategic partner Roche holds 59.89% of Chugai's shares §Location of Head Officefii!

15th to 20th floors of JRs¥iSS
Chugai autonomously operates as an independent listed company e 3

Unique Science and Drug-Discovery Technologies
Chugai launched the first Japanese therapeutic antibody and has
world-leading drug discovery technologies in antibodies, mid-size

molecules, etc.

5

*Copyright © 2023 IQVIA. Source: JPM 2022. Reprinted with permission. The scope of the market is defined by Chugai.

Okuda: Thank you.

First, an overview of CHUGAI. CHUGAI is an R&D-driven pharmaceutical company, with strengths in oncology
and biotechnology. In Japan, we have maintained the number one position in the field of oncology and in the
market share of antibody drugs for many years. We have formed a strategic alliance with Roche, a global
pharmaceutical company. We have a unique business model based on this. We will discuss this a little later.

Our company is proud of its strength in drug discovery technologies, including antibodies.
Moderator: Thank you for the overview.

| understand that CHUGAI has achieved dramatic growth in recent years.
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| Trajectory of 20 Years Y-

Okuda

In 2002, we entered into a strategic alliance with Roche. Since then, sales have steadily grown and revenue

Roche Goup
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: Yes. Please take a look at this graph.

have increased. Since 2018, operating profit has increased dramatically.

Looking back over the past 20 years, revenue has increased approximately sevenfold and operating profit has

increased approximately 17-fold.

Moderator: Looking at the graph, we can indeed see a constant, steady increase. During the period when

business in Japan was struggling, the so-called "lost 30 years," why were you able to achieve such growth like

this?
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|Global Sales of Chugai Originated Products
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Okuda: As you can see from the next slide, the biggest driving force was the development of breakthrough
drugs by CHUGAI, which drove global growth. We now have four in-house-developed pharmaceutical
products that are sold around the world, as shown here.

The Company sells its products worldwide through Roche, with annual sales exceeding JPY1 trillion. Hemlibra,

in particular, the second product from the right, has worldwide sales of over JPY500 billion. It is CHUGAI's

largest growth driver.

Together with Actemra and Enspryng, which are shown here, these three are the antibody drugs that are the

subject of today's discussion.

Moderator: Now that you have explained, | am sure that many individual investors who are watching have

guestions about how you were able to continuously create your own products and achieve high growth.
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Business Model That Implements Managerial Autonomy Based d)

on a Strategic Alliance with Roche D ey
Roche Group

® Chugai products are maximized in the global market ® Roche products are maximized in the Japanese market

® Abundant Roche products are marketed in Japan ® Innovative Chugai originated products are marketed globally

Products from Chugai research Products in-licensed from Roche

Exclusively develop and deliver
promising new-drug candidates in
Japanese market

Specialize in innovative, challenging
drug discovery

Out-licensing products to Roche
enables accelerated global
development and marketing

Secure stable revenue base in
domestic market

Okuda: Supporting all this is our unique business model, which you can see on this slide. Products developed
by Roche can be marketed exclusively in Japan by CHUGAI. This allows CHUGAI to secure a stable revenue
base in Japan. CHUGAI can then focus on innovative and challenging drug discovery.

Thanks to our business model, we can create innovative technologies and products based on those
technologies, which in turn are delivered to patients around the world using Roche's global development and
sales network.

Moderator: Looking at the operating profit margin, | believe that CHUGAI's operating profit margin has been
extremely high in recent years, at around 40%. Could you explain the reason?
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I Features of the Earnings Structure Apparent in Our Unique Business Model Cb

Rache Graup
m Chugai achieves a high operating profit margin of approx. 40%
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Okuda: Please take a look at the next slide.

In the pharmaceutical business, stages of development that incur very high costs include the so-called late-
stage clinical development part and the marketing and sales part. Through our strategic alliance with Roche,
roles are split. Roche takes care of the most expensive overseas development, late-stage development, and
marketing and sales.

Although the cost of products introduced from Roche into Japan is a little high, the business model is
extremely cost-efficient even after deducting this cost. That is why the operating profit margin is close to 40%.

Moderator: The roles are well divided. It seems like a very efficient system.
Okuda: | would certainly say so.

Moderator: Indeed. You have been able to achieve such a high level of profitability. What do you think are
the priorities for CHUGAI in the future?
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I Growth Strategy for 2030, “TOP | 2030” o

Roche Goup

“Double R&D output” & “Launch global in-house products every year”

Discovery
N

Global First-class Drug

doubling R&D output

P Expansion of existing technological bases
and building a new technological foundation
to materialize unique drug discovery ideas

P Launch in-house global products every year by

P Accelerating innovation opportunities by
strengthening collaboration with leading global
players and leveraging digital technologies

Key Drivers

Futuristic
Business Model

A 4
» Dramatic improvement in product / patient

value by restructuring business model, having
digital utilization as a core

P Improve productivity of entire value chain by
leveraging digital technologies.

» Commercialization of insight business with the
aim of maximizing the value of pharmaceuticals
and having a new business pillar

»DX »RED SHIFT »Open Innovation

* RED: Research & Early Development

Okuda: We have formulated a new growth strategy, TOP | 2030, and have begun to implement it. In this

context, our goal is to become a top innovator in the healthcare industry, not just in Japan, but worldwide.

Our goal for 2030 is to double our R&D output. We have set a lofty target of launching one global product

created in-house every year.

Moderator: | think that is a very lofty goal, but what would be the key to achieving it?

Okuda: Well, in a nutshell, it is the pursuit of innovation. The key will be how we can continue to produce
innovative drugs. | would like to discuss our research strategy and our approach to what we call technology-

driven drug discovery.
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I Chugai Research Strategy: A technology-driven approach D
{pacha Roche Group
- Enabling an optimal approach for disease targets by developing mid -size molecule drug
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The next slide shows that, in general, drugs are made by matching disease-related or disease-causing
molecules, on the left, with drug discovery technologies.

CHUGAI's strength is in the drug discovery technologies on the right side, such as with small molecules, mid-
size molecules, and antibodies. Our strategy is to create a one-of-a-kind technology, in other words, a
technology that differentiates us from our competitors. We aim to create innovative drugs by identifying the
most appropriate disease-related or causative molecules. We call this a technology-driven drug discovery
strategy. We have developed this technique in several contexts, including antibodies, small- and mid-size
molecules.

Today, Dr. Igawa will explain our greatest strength, antibodies.
Moderator: Thank you, Dr. Okuda.

I'm sure our viewers will agree that this was a useful overview of the background behind CHUGAI's dramatic
growth to date, the characteristics of its business model, and its research strategy. Thank you very much.

Next, we will hear from Dr. Igawa.

Dr. Igawa has long been a leader in antibody engineering technology development at CHUGAI. Today, he will
be explaining about antibody engineering technologies. Thank you.
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|What is an Antibody Drug? Y-

Roche Goup

When a pathogen or other foreign substance (antigen) enters the body, antibodies exhibit
an antigen-antibody reaction that binds to the foreign substance and detoxifies it as an
immune reaction.

Antibody drugs are drugs that artificially use this antigen-antibody reaction. Uniform
antibodies are mass produced using biotechnology and used as drugs.

Antigen that is a landmark of
Antigen Antigen cancer

_.5""

Antibody

Antibody drug

Conceptual illustration

Igawa: Thank you.
Let me begin by briefly explaining what antibody therapy is.

With the coronavirus pandemic, the word "antibody" appeared in the news a lot, but what is an antibody?
When foreign substances, such as pathogens and viruses, enter the body, antibodies recognize them and
neutralize them. That's what antibodies do.

The foreign body, the thing that an antibody binds to, is called the antigen. The binding of the antibody to the
antigen is called the antibody-antigen reaction. When an antibody is artificially created and mass-produced
using biotechnology, it is called an antibody drug. As you can see on this slide, antibodies are often shaped
like the letter "Y" and can bind to their antigen with the tips of both arms.

For example, the antibody binds to the yellow antigen, which is a marker of tumor cells, and thereby kills the
tumor cells. The antibody drug is used as an anticancer drug.

Moderator: In other words, antibody drugs supplement the capabilities of the body's immune system.
Igawa: Yes, that's right.

Moderator: We learned earlier that antibody technology is strength of CHUGAI. Could you tell us more about
that?
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From Small Molecules to Antibodies and then Next-generation d}
Antibodies 05 e o

Next-generation
antibody drugs

Small molecule Antibody
drugs

. . Antibody engineering
Antibody binds to target, technologies are used to make

inhibiting its activity. next-generation antibodies
capable of actions not possible
with conventional antibodies

Hemlibra®
Enspryng®
\_ /.

Igawa: Originally, "pharmaceuticals" referred only to small molecule drugs, as shown on the far left. Around
1980, antibody drugs started being developed, using biotechnology.

Actemra®
Mitchga®

At that time, our company was among the first to research antibody drugs. Back then, the antibody drugs
being developed would simply bind to the target, the causative agent of the disease, and inhibit or block it
from being involved in a disease.

One of these antibody drugs is Actemra. Actemra binds to interleukin-6, a molecule that triggers inflammation,
and blocks its action. As a result, it stops inflammation. These are conventional antibody drugs.

Because of our experience with conventional antibody drugs, we have long recognized the potential to do
much more with antibodies, or to put it another way, we know that there are limits to what conventional
antibody drugs can do.

Therefore, we have been developing new technologies, which we call antibody engineering technologies, to
create new antibody drugs. These technologies allow these new next-generation antibody drugs to do things
that are impossible with conventional antibodies.

Moderator: This slide has a diagram. Can you explain this to me?
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| Looking Deep into Antibodies to Make the Impossible (-
Possible

IgG antibody

Igawa: Of course. As | mentioned earlier, a typical antibody binds to an antigen with both arms. This seems
very simple if it only binds. We have been thinking about various things that can be done by facing this
antibody molecule thoroughly.

Moderator: Could you tell us about the challenges you overcame in developing this technology?

| What Antibody Drugs Cannot Do (1) -

Spechey OV I~

Conventional antibodies can
bind to an antigen only once.

&

Might it be possible to make an
antibody that binds to antigens
multiple times and thereby
works more efficiently?

IgG antibody
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Igawa: Of course. Here, | will describe how we have cleared some of the hurdles associated with antibody
drugs.

First, what can't we do with antibody drugs?

Conventionally, an antibody can bind to its antigen once. An antibody with two arms like this can only bind
two antigens, and that's it.

If there are a lot of antigens in the body, a lot of antibodies must be administered. In some diseases, you can
end up with a lot of antigens in the body. This would require a lot of antibody shots, which is not very practical.

Our idea was to create an antibody that could bind to its antigen repeatedly. The next slide shows the idea
of the Recycling Antibody.

Recycling Antibody® -

Rache Groip
Antibody that binds to antigens many times, maintaining long-term efficacy

Conventional Antibody Recycling Antibody®

Neutral i& | @/x\‘ 0y Neutral 2 i/:: %

Acidic Engineer antibody
to dissociate from
the antigen pH-
dependently

Antibody binds to the antigen Antibody can bind to antigens
only once multiple times .
Conceptual illustration Igawa T. et al. Nat Biotechnol 2010.

Igawa: We call them Recycling Antibody because they are recycled, and | would like to briefly explain this
concept.

As you can see on the left, conventional antibodies, as | mentioned earlier, can bind to an antigen only once
on each arm. In other words, as you can see in the picture here, the green blobs on both arms are antigens.
The antibody binds to the green blobs, and that's it.

In fact, antibodies, when administered, bind to antigens in the blood, and this area depicted in blue is a cell in
the body. Antibodies are going in and out of these cells.

With conventional antibodies, the antigen remains bound to the antibody all the time, whether it is outside
or inside the cell, so once they bind, that's it, and you can't do anything about it. It can no longer bind to the
next antigen.

Now, the pH within parts of a cell, represented by this red circle, is acidic. The pH is neutral in the blood, but
it is acidic in the cell, so the environment is a little different.
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Taking advantage of this difference in environment, we designed the antibody so that the antigen leaves the
antibody when it becomes acidic.

The image on the right shows the action of the Recycling Antibody. It binds to the antigen in the blood and
firmly blocks its disease-causing action. When the bound antibody enters the cell, it releases the antigen due
to the acidic environment. When released, the separated antigen is broken down and destroyed by the cell,
since the cell originally has the ability to break down many things.

Afterwards, these antibodies, whose binding arms are now free, can return to the bloodstream and bind to
the next antigen. By repeating this process, the antibodies bind to the antigen in the blood. The antigen is
released in the cell and the antigen is degraded. The antibody can then go and bind to the next antigen. By
repeating this process over and over again, one antibody can bind repeatedly to a number of antigens. This is
the Recycling Antibody technology.

Moderator: In effect, you have created an antibody technology that truly breaks with conventional wisdom.
What kind of benefits does this have for patients? Could you elaborate on this?

|Advantages of Recycling Antibody® o

Roche Group

Administration

Inconvenient intravenous P < - in a hospital
ministration i &
ad stratio e ‘, ‘ Burden of
' S AR administration
‘ T time
@ )
The antibody is repeatedly Patients can
used in the body self-administer
A _4 at home without
» visiting the
( Prolonged dosing interval B : 4 hospital
Reduced administration volume
\_allows subcutaneous administration )

Igawa: Of course. Antibodies have to be introduced into the body. If you want to administer a large amount
of medicine, say 100 milliliters, you have to use an intravenous infusion, as you can see in the picture here.
Because it is an intravenous infusion, the patient has to go to the hospital, lie in bed, and receive an
intravenous infusion for one or two hours.

The patient would have to go to the hospital to receive the medication. For someone who works, going to the
hospital every week or even once a month to receive injections can be a major burden.

Moderator: Yes, | can imagine.

Igawa: With our Recycling Antibody, a single antibody can act over and over again, so a small amount can be
effective.
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That allows us to reduce a 100-milliliter injection to 1 milliliter, which can be administered subcutaneously
under the skin. It can be administered by inserting a needle under the skin rather than directly into a blood
vessel. That way, you don't have to go to the hospital, you can just inject yourself.

Moderator: The decrease in volume will allow you to do it on your own without having to go to the hospital.

Igawa: Yes, that's right. You administer it under the skin, so you can easily do it yourself. This eliminates the
need for hospital visits, which is very beneficial to the patient.

Also, one antibody binds over and over again, so the antibody's action lasts longer. In this way, for example,
what used to require once-a-week injections for ordinary antibodies will now require only monthly or every
three months injections. Injection is a bit of a burden, even if it is administered subcutaneously under the skin.

Moderator: Yes, it's something I'd rather avoid.

Igawa: Yes, indeed. If the administration interval could be reduced to monthly or every three -months, it
would be much easier for the patient. That is another benefit of the Recycling Antibody.

Moderator: | think it's good to see this type of patient-oriented approach.

What challenges have you faced so far?

| What Antibody Drugs Cannot Do (2) b

Roche Group

Conventional antibody binds to the
target antigen in both disease lesion and
normal tissue

IgG antibody 3 Might it be possible to make an antibody
' that binds to the target antigen only in
disease lesion to reduce side effect in
normal tissue?

Igawa: Well, there's another hurdle I'd like to talk about.

As | mentioned earlier, antibody drugs can bind to antigens. One benefit of antibody drugs is that an antibody
binds well to a specific antigen. This is a double-edged sword in the body, however, as it means that the
antibody will bind to the antigen wherever it is in the body. In some cases, you want the antibody to bind to
the antigen only in disease lesion of the body.

In some diseases, such as cancer, for example, it is better for antibodies to work only in the area where the
cancer is located.
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We wondered if it would be possible to make such antibodies, which bind anywhere, work only in the disease
lesion with pinpoint accuracy. This offers the potential to reduce side effects of treatment, by preventing
antibodies from acting outside the disease lesion.

Moderator: Now, can you tell us a little more about the benefits that these antibodies bring?

| Features Targeted with Switch Antibody™ (-

oy Roche Group

Antibody drug is unusable
because it causes systemic Q

side effect IFikiiifia
system attacks

normal tissue
Targets not
‘ druggable due to
side effects can be
targeted

S . : Patients can stay on
Specifically acts in disease treatment
lesion, reducing side effect

Igawa: Of course. This is what we are aiming for with our Switch Antibody technology.

20

In some cases, normal antibody drugs can have the kind of side effects written here in pink. Depending on the
antibody drug, the target you are aiming for, or the antigen, when administered, it will act as | mentioned
earlier throughout the body. That may prevent you from using the antibody drug.

For example, imagine if an antibody supplements the immune system to attack cancer. However, if it acts in
the liver, it becomes toxic in the liver, or if it acts in the skin, it becomes toxic in the skin. It may be good to
strengthen the immune system in attacking cancer, but on the other hand, the immune system can also attack
the body. This would naturally lead to these side effects.

In order to solve this problem, as described here, if antibodies can be produced that specifically act in the
disease lesion of the body, then we can develop antibody drugs with reduced side effects. Some targets are
very attractive, but not druggable with conventional antibodies, ordinary antibodies, because side effects
occur if they are used normally, but we can make it druggable. We believe that by reducing side effects, we
can turn drugs that are difficult to use due to side effects into antibody drugs that can be used continuously
for a long period of time.

Moderator: Are there any proprietary technologies that CHUGAI has developed to reduce these side effects?
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Switch Antibody™ Technology b

Antibody that specifically act in disease lesion

Switch Antibody™ Switch OFF .
Does not bind to the target antigen in

. normal tissue because there are few

{ Normal cell }

[N A
1 L
= ) v

- L i
Switch ON *

_ Binds to the target antigenin (v
7 tumors because there are many

Conceptual illustration Kamata-Sakurai et al, Cancer Discov. 2021. !

Igawa: Yes, that is our Switch Antibody technology. | will explain on the next slide.

The reason why we named it "Switch Antibody" is, simply put, we have attached a switch function to the
antibody molecule. In other words, in this figure, there is a patient who has tumor and the antibodies are
switched on only in close proximity to the tumor.

In otherwise normal, disease-free areas, the switch is turned off. As shown in the figure on the right, the
antibody does not bind to these normal green cells. You don't want these cells to be attacked by antibodies.
We want the antibodies to attack the tumor cells shown below.

Both the normal cells and the tumor cells have this purple antigen. Ordinary antibodies would attack both the
normal cells and the tumor cells. This is not useful as a drug.

We have developed this Switch Antibody, which has a molecular switch associated with it. This switch
molecule is present in high concentration around the tumor cells, but not around normal cells.

Moderator: You can see it in the diagram. There are a lot more around the tumor cells.

Igawa: Yes, indeed. This yellow molecule is the switch molecule, and when there are a lot of switch molecules
around, the antibody turns on and can bind to this purple antigen.

There are very few switch molecules in the presence of this normal cell, so the switch is not turned on, and
the antibody does not bind to normal cells. This is the Switch Antibody technology.

Moderator: Now you've told us about the Recycling Antibody and the Switch Antibody.

How are you making the most of these technologies in your development pipeline?
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Igawa: Of course. This figure shows CHUGAI's unique pipeline of products using the Recycling Antibody and
Switch Antibody technologies.

We established this Recycling Antibody technology in 2008. The first product using this technology, Enspryng,
was recently approved and launched.

Subsequently, projects, such as crovalimab, GYM329, and AMY109, have been steadily progressing. These all
use Recycling Antibody technology or Sweeping Antibody technology, which is a further evolution of the

Recycling Antibody technology.

Crovalimab is a Recycling Antibody against C5 complement, another molecule involved in autoimmune
diseases. We are now in the process of submitting an application to the health authorities.

RAY121, another Recycling Antibody for autoimmune diseases, is now in clinical trials.

We have established the Switch Antibody technology and are now in the process of applying this new Switch
Antibody technology to more and more projects.

Right now, the first Switch Antibody, STA551, is in Phase | clinical trials testing its effectiveness.

Moderator: Are you working on any other new technologies? Please tell us about them.
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|What Antibody Drugs Cannot Do (3) o
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Igawa: Of course. Let's talk about another antibody challenge that we're working on.

In the figure here, we can see that the antibody is binding to the same orange antigen on both arms. As |
mentioned earlier, the main use of antibodies is to block or inhibit the action of disease-causing molecules.

We wondered what else we could do. Suppose an antibody does not bind to the same antigen with both arms,
but binds to one antigen with the left arm and another antigen with the right arm. It could then be as if the
two antigens have been joined together by the antibody.
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| Bispecific Antibodies Capable of Binding to Two -
Different Antigens |

Conventional antibody Bispecific antibody

With this in mind, we created a bispecific antibody, as shown on the next slide.

As you can see in the figure, conventional antibodies bind to the same antigen on both arms.

In contrast, a bispecific antibody binds to two antigens. In this case, the blue left arm binds to antigen A and
the red right arm binds to antigen B. This is a bispecific antibody.

The following slide shows our first drug discovery project using a bispecific antibody.
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As you can see here, we have used this bispecific antibody to create a treatment for hemophilia A, a blood
disease.

The cause of hemophilia A is dysfunction of blood coagulation factor VI, a molecule essential for blood
clotting. As a result, the blood does not clot properly. This results in the disease called hemophilia A.

As you can see in the figure above, factor VIl is flanked by red factor IX and blue factor X. Factor IX and factor
X are attached to factor VIl in the middle. Factor VIl is responsible for bringing factor IX and factor X together.
Patients with hemophilia A have a dysfunction of factor VIII.

When we thought about how we could make this into a therapeutic drug, we came up with the idea of creating
a bispecific antibody, which binds to factor IX with the right hand and factor X with the left hand. This would
bring factor IX and factor X closer together. Depending on the shape of the antibody, it could be used to bridge
the gap.

This project was undertaken in the hope of creating a drug that would act exactly like factor VIII. The resulting
product, Hemlibra, is now providing significant value to patients.

Moderator: Indeed. Now, | would like to ask you, Dr. Okuda, could you please explain, from a management
perspective, how Hemlibra, which you just mentioned, is positioned for CHUGAI?

Okuda: In a word, it is our most important product. The drug has already been approved in more than 110
countries around the world and has played a central role in CHUGAI's dramatic growth in recent years.

This drug has had quite an impact on society, by truly changing the lives of many hemophilia sufferers.

Conventional treatment has to be injected intravenously. This is given about one to three times a week. For
small children, in particular, it can be quite difficult to find a vein for injection. There are also patients for
whom the old conventional treatment gradually becomes ineffective.
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Hemlibra, made by CHUGA, is also effective in patients for whom conventional therapy has stopped working.
It can be administered weekly, biweekly, or monthly.

It is a subcutaneous injection, which has the advantage of being highly convenient and easy for patients to
use. The drug is changing the way this disease is treated because of its convenience and ability to prevent
bleeding.

Moderator: Indeed. Dr. Igawa, can this treatment be applied to other conditions besides hemophilia?
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Igawa: Of course. Our success with Hemlibra gave us confidence that we could actually use bispecific
antibodies therapeutically, as well as clear production-related challenges.

The next idea we thought up is called a T Cell Redirecting Bispecific Antibody. | will briefly explain what that
means.

Tumor cells are usually attacked to some extent by the human immune system to prevent the growth of
cancer. Depending on the patient's condition, the immune system may become weakened and the balance
may tip in favor of cancer cell growth.

We thought it might be possible to use these antibodies to attack tumor cells by enlisting the help of the
body's immune system. These cells in blue are T cells. These T cells are the most important immune cells in
the human immune system and originally function to kill cancer or virus-infected cells.

However, these T cells are not capable of attacking any and all tumor cells. Since T cells have this limitation,
we wondered if we could support their activity by using bispecific antibodies.

Specifically, as you can see on this slide, we created a bispecific antibody with two arms, a pink arm that binds
to the antigen on the surface of tumor cells, which is a tumor antigen, and an arm that binds to the green
molecule, called CD3, on the surface of T cells.
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In effect, these bispecific antibodies can attach the T cells to tumor cells. These T cells are then able to attack
the tumor cells, thanks to the support of our antibodies.

The experiment on the right shows the effect of the antibodies in shrinking tumors in mice. The red line shows
the change in tumor size over time in mice treated with bispecific antibody, with the y axis representing tumor
volume. After administering the antibody, you can see that the size of the tumor is rapidly decreasing.

At 100 days after administration, the tumor had practically disappeared. The T Cell Redirecting Bispecific
Antibody was shown to have a very strong anticancer effect.

When Few T Cells are Present in Tumor site, the Effects [~
of T Cell Redirecting Bispecific Antibody are Limited

High anti-tumor activity is achieved when Anti-tumor activity is limited when few
sufficient T cells are present T cells are present

Conceptual illustration

We are continuing to work on how we can make this even better. However, this modality also has a weakness,
it kills tumor cells using T cells, so it cannot kill a large number of tumor cells unless there are many T cells.

As shown in the figure on the left, the blue cells are T cells and the pinkish ones are tumor cells. However, in
some types of cancer, patients may have very few T cells.

In that case, you end up with this situation on the right. With low numbers of T cells, the antitumor effect is
still limited. In this case, the tumor cells are too numerous, and we just can't compete. There simply aren't
enough T cells.

Support
Japan 050.5212.7790 North America 1.800.674.8375 —_ SCRI PTS
Tollfree 0120.966.744 Email Support support@scriptsasia.com S Asia’s Meetings, Globally

23



Designing a Second-generation T Cell Redirecting D

Bispecific Antibody
1st generation 2nd generation
TRAB™ Dual-Ig® Promotes T cell

proliferation
CD3 . N

e CD137
T-cell ignition key T cell accelerator

N

-

‘ Attack

Conceptual illustration

ignition key

Tumor antigen Tumor antigen

28

We set out to overcome this challenge. We designed a second generation of antibody, which we called Dual-
Ig.

The first generation, named TRAB, bind to these green and pink areas, as shown earlier. The green part
represents CD3, which is present on the surface of T cells, and acts like an ignition key. When it binds here, it
engages the T cells. As a result, the T cells start attacking the cancer, but this is only the engine.

If you just ignite the engine, the car will run a little. In the left figure, the green arm of the TRAB antibody
binds only to the green CD3, but in the second generation, Dual-lg, one arm binds to CD3, the ignition key,
and the same arm binds to CD137, which acts like the accelerator for T cells.

Moderator: Are you saying that the accelerating force is there?

Igawa: Yes, indeed. When T cells are accelerated, they divide and increase in number. As the number of T cells
increases, we will be able to solve the issues that were mentioned earlier.

In the case of ordinary antibodies, one antibody can only bind to CD3, but we have created a technology that
can also bind to CD137.
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Source: Internal data

The left figure shows the result of counting the number of T cells in the tumor of a mouse treated with these
antibodies. The grey points represent the control, and as you can see, there are very few T cells. With
administration of the second-generation antibody, the number of T cells increases 1,000-fold.

Moderator: That's a huge difference.

Igawa: Indeed. We see only a small increase with the first-generation antibodies, but the effect of the
accelerator produces this 1,000-fold difference with the second-generation antibody. The figure on the right
shows that this can exert an antitumor effect even on cancers with low T cell counts. While the first generation
of the drug did not show much effect, the second generation has been able to markedly suppress the growth
of cancer.

Moderator: Indeed. At first, | thought it might be a little difficult to understand the content, but after listening
to your presentation, it has started to make sense.

Is it correct to say that this Dual-lg technology has allowed your company to make steady progress toward
overcoming challenges in cancer treatment?

Igawa: Yes, certainly.

Moderator: Now, | would like to ask you, Dr. Okuda, what does it mean, from a management perspective, to
develop this Dual-Ig technology?

Okuda: This is related to the technology-driven drug discovery strategy | explained earlier, but there are two
major points | would like to make here.

One is that it can ensure a competitive advantage. We are developing highly unique and proprietary
technologies that no other company can imitate. This allows us to significantly differentiate ourselves from
our competitors. That's one point.
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Also, this technology is what we call a versatile technology. You can think of it as a technology platform. We
have applied this technology to a specific target molecule. If we apply this to other target molecules, it can be
used in the treatment of other diseases. That is the process we are engaged in. This way, we can create a
continuous pharmaceutical project.

For example, if we can prove the concept of Dual-Ig in clinical trials for one cancer, we can then apply it to
various other types of cancer. By doing so, we can create many more breakthrough drugs. This means that
research productivity can be very high.

Moderator: It's not just about developing the technology, but also about applying it to develop new products.
Okuda: That's exactly right.

Moderator: Thank you very much.

Now, Dr. Igawa, could you please say a few words about how you are using this technology in your current
development pipeline?
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Igawa: Of course. This is the pipeline utilizing bispecific antibody technology. Hemlibra, which | mentioned
earlier, has been approved and launched as the world's first human IgG-type bispecific antibody.

By further developing our bispecific antibody technology and identifying new areas where it can be applied,
we are in the process of developing new treatments using TRAB and Dual-lg antibodies. To date, this process
has brought about the development pipeline you see here.

Moderator: Thank you very much for your clear and concise explanation. It has been fascinating to hear about
CHUGAI's innovative and groundbreaking technology today.

Dr. Igawa, could you please give us a final summary to wrap up your presentation?
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Igawa: Of course. This is my last slide. There are countless types of diseases, target molecules, and antigens
that can be targeted.

However, conventional antibodies are still limited in what they can do, and the molecules they can target are
also very limited.

With conventional antibodies, we could only target certain areas, but by creating new technologies, such as
Recycling Antibody, Sweeping Antibody, and Switch Antibody, we can fix our sights on new molecules that
can be targeted for the first time. This means that there are more and more possibilities to develop new
antibody drugs.

Also, the creation of bispecific antibodies opens the door to new mechanisms of action. These antibodies let
us do things that would have been unthinkable with ordinary antibodies.

CHUGAI has been and will continue to be involved in highly innovative drug discovery that was not possible
in the past. We will do this by creating new antibody technologies that put previously unattainable targets
within reach.

Moderator: Thank you very much.
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Question & Answer

Moderator [M]: We will now move to the Q&A session.

We have already received many questions today, and many of them seem to be about the main theme,
antibody technology.

Let me read the first question.

[Q1] You have introduced many technologies today, but | am wondering if any of the breakthrough
technologies that could be game changers, if successfully developed for pharmaceuticals, are included in your
explanation.

Igawa [A]: Thank you very much.

| believe that if any of the antibody technologies under development | have introduced today become
pharmaceuticals, they will all be game changers. In other words, these could be drugs that will change current
systems of treatment.

Since we are here, | would like to introduce another potential game changer that we were not able to
introduce today. | would like to show one more slide, about a treatment for celiac disease.
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This is DONQ52, and it is a treatment for celiac disease. Celiac disease is an autoimmune disease caused by
an abnormal immune response to gluten, which is found, for example, in wheat. About 1% of the global
population has this condition.

There is currently no cure for this disease. The only symptomatic treatment for celiac disease is a gluten-free
diet, which means a gluten-free diet without things like wheat.
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We are currently working on a project to develop a treatment for celiac disease. That is DONQ52. Now, there
are actually many different types of gluten. There are more than 20 known types, and all of these can cause
disease. As a result, blocking just one of them is not an option.

As shown in the figure on the right, we have created a multi-specific antibody that binds to more than 25
different gluten peptides.

We believe that this will result in a drug that can be administered subcutaneously to patients with celiac
disease, with long dosing intervals, to impair the onset of celiac disease. Since there is no medicine to treat,
we believe that this development could be a game changer if it works.

Moderator [M]: It would be a breakthrough drug that could change current treatment.
The next question is also about antibody technology.

[Q2] You mentioned that you have continuously developed the technology to make the impossible possible.
Where do you see the development of antibody technology going in the future? Can we expect this unique,
one-of-a-kind technology development to continue to evolve in the future?

Igawa [A]: Thank you very much.

We have increased what we can do with antibodies by creating these various technologies, but even so, there
is still a lot that can't be done. If there is something that cannot be done, and it would be better to solve this
problem with antibodies, we are working on solving it by creating new technologies.

One example relates to the brain. Antibodies cannot enter the brain. As a result, it is very difficult to make a
therapeutic drug for the central nervous system. How can we make antibodies that can enter the brain? We
are working on developing technologies that will solve these problems.

Moderator [M]: You would say that there are still more technologies that can be developed.
Igawa [M]: Yes, that's right. | believe there are still many more.

Moderator [M]: Thank you very much.

Next, the question is about the organizational climate.

[Q3] | hear that it takes a very long time to develop a drug. How do you feel about CHUGAI's organizational
culture and mindset? It seems that your company allows for highly original technology development and drug
discovery.

Igawa [A]: | think there are three things that are characteristic of CHUGAI's organizational climate and mindset.

The first point is that ideas for drug discovery come almost exclusively from the bottom up. Rather than a top-
down approach, each researcher thinks of various ideas and proposes what he or she would like to do.
Proposals are made, worked on, and if they fail, that's okay. | think that is the first point, the mindset of our
company is a bit like that of a start-up or venture company.

Secondly, with Hemlibra, for example, if you believe that a product is going to be a game changer, it gives you
the tenacity to keep working on it, even if it takes 10 years. Sometimes, after a few years of work, someone
may decide to give up on a project, but CHUGAI has the tenacity to see these things through, even if it takes
a long time.

Support
Japan 050.5212.7790 North America 1.800.674.8375 — SCRIPTS
Tollfree 0120.966.744 Email Support support@scriptsasia.com S Asia’s Meetings, Globally

29



Moderator [M]: There is a culture of solidly supporting research to the end.

Igawa [A]: Yes, that's right. Management provides very good support. If the researchers are giving it their all,
management will support them.

Thirdly, as a pharmaceutical company, we create molecules to be used in clinical trials. We never compromise
on the perfection and quality of the molecules we create in our research.

Moderator [M]: You think that the three factors you have just mentioned are essential for the creation of
new drugs. Thank you very much.

Now, as a follow-up, we have received questions about technologies other than antibodies.

[Q4] | understand that you have cultivated a strength with respect to antibodies. Does CHUGAI possess
proprietary technologies other than antibodies? Please let us know about other innovative technologies.

Igawa [A]: Indeed. Could you open the slide covering mid-size molecule drugs?
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This is a diagram about using technology to expand the molecules that can be targeted, as | explained earlier,
with antibodies. Of course, there are still things that cannot be done with antibodies. Issues include entry into
cells and oral administration. Inevitably, antibodies need to be injected. This means they can't be made into
a orally available drugs.

We have been researching the use of mid-size molecules as a technology to solve these problems and to do
things that antibodies cannot do. We have been developing the technology for more than 10 years now. These
mid-size molecules can be administered orally. It is possible to target targets inside cells that cannot be
targeted by antibody drugs.

We at CHUGAI believe that this will expand the target space overwhelmingly. In 2021, we started Phase |
clinical trials for the first product using this mid-size molecule technology. We expect to see more drug
discovery projects and pipeline items using mid-size molecule technology in the future.
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Moderator [M]: You are not only focusing on antibodies, but are also moving into the field of mid-size
molecules. Dr. Okuda, could you also comment on this?

Okuda [M]: Of course. As | explained a little at the beginning, CHUGAI has set the lofty goal of becoming a top
innovator in the global healthcare industry by 2030. In this context, our goal is to double our R&D output and
launch one in-house product per year on a global basis. Antibody technology is, of course, very important in
achieving this goal, but in addition to this, mid-size molecules are indispensable. They will be very important
to make this a success.

We have our first mid-size molecule project, LUNA18, which has entered clinical trials. If we can build a
platform for mid-size molecule drug discovery, there will be many more projects to follow, offering great
potential for new drug development.

| have very high expectations for CHUGAI from the sustainable growth perspective, as well as from the social
perspective of fulfilling unmet medical needs and achieving a high level of sustainable patient-centered
medical care. We are also investing significant management resources to ensure our success in this area.

Moderator [M]: It sounds like an exciting time. Thank you.

We have received many more questions, but we are now out of time, so we will conclude the Q&A session
here. Thank you very much for your questions.

Dr. Okuda, would you like to say a few words to finish?
Okuda [M]: Thank you very much for staying with us to the end of this late session.

Today, we spoke to you specifically about our greatest strength, our antibody technology. Although some of
the details may have been a bit difficult to understand, | hope that these technologies will spark your interest
in CHUGAI, even if just a little. We would like to thank you again for your continued understanding and support.

Thank you very much for your time today.
Moderator [M]: Thank you very much.

Igawa [M]: Thank you.

[END]
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1. Speaker speech is classified based on whether it [Q] asks a question to the Company, [A] provides an
answer from the Company, or [M] neither asks nor answers a question.
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