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Kyokawa: Right, I'll start by explaining today’s agenda. This is the agenda, and after Teshirogi has
made some introductory remarks, we’re going to tell you about our sustainable growth drivers in the
order or Research, Development, and CMC. After that, Teshirogi will provide a summary, and then
we’ll move on to the Q&A session.

Teshirogi: Once again, good morning. I'd like to express my gratitude to you for being here today.



Selection of Therapeutic Area Cons
in SGS2020 B

® Core Therapeutic Areas: Capitalize on our strengths

Infectious Diseases Pain/Neuropathy
® Expand anti-HIV drug discovery ® Strengthen R&D for treatmentof pain
platform into other anti-viral discovery ® Enter neurology/psychiatric areas,
areas starting with Alzheimer’s disease and
® Accelerateresearch and development ADHD
for multi-drug-resistant bacteria ® Pursue discovery of neuro-regeneration
® Pursue drug discovery for emerging and drugs that may improve synapse and
re-emerging infectious disease neural function

® Innovative Frontier Medicines: Establish our next core therapeutic areas

Obesity/Geriatric Metabolic Disease Oncology/Immunclogical Disease
® Progress R&D for anti-obesity drugs ® Progress cancer peptide vaccines
® Pursue research for complicated ® Pursue research into novel immuno-
frefractory/geriatric condition modulating therapies

# Make the most of our know-how and assets in our areas of strength and evolve into
leadership positions

# Leverage modalities and alliances to cultivate new areas that contribute to medium- to long-
term growth
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I'd like to start by talking about the Shionogi Growth Strategy, or SGS2020, which is our medium-
term corporate plan, and which we began implementing in FY2014. This is an illustration of the
direction for R&D that we want to take.

As you can see, we are maintaining infectious disease, and also pain/CNS as our core therapeutic
areas, while also retaining open, completely free research, though it only forms part of our research
base.

We have not been focusing solely on these two core therapeutic areas, and we want to maintain a
certain level of freedom for our researchers, who are incredibly passionate and want to continue
pursuing good research. And from their work, we have chosen as future growth areas obesity and
geriatric metabolic disease, for example, and looking forward to 2030 or 2040, with the world’s
population growing older, we have been continuing with research based on the idea that we might
be able to come up with some drugs that could be useful in that area.

We have been aiming to challenge new modalities, particularly with regard to antibodies and nucleic
acid, and because we have been tackling oncology and immunological disease for a comparatively
long time, we have continued in the belief that if we stick with such research we will be able to
produce something interesting in these therapeutic areas.

In line with this policy, we have been working on the pipeline, and as for the HIV product patent cliff,
that would arrive in around 2028, considerable changes are expected. | think that not only
ourselves, but all companies that sell HIV oral drugs, will face the same problem, and with that
timing in mind, the question is what sort of pipeline we should build. We recognize that in the next



several years, in the two or three years from 2020, unless our next core therapeutic area becomes
clear, our earnings structure will find itself in a considerably severe situation.

So with that also in mind, during this R&D Day, we’ll be talking mainly about drugs that will go into
clinical entry or are achieving progress in the clinical phase during FY2020. After that, we’ll be
discussing the one exception, an anti-cancer drug, which will not be going into clinical entry until
FY2021, but from our point of view, it has really interesting attributes, and the adjuvant it’'s expected
to be used with the cancer drug will be in the clinical phase during, so we're going to be offering the
pair as a set.

Looking ahead to FY2021, exactly one year later, we’'ll be talking about pipeline that will go into
clinical entry from FY2021.

weitict Growth Strategy for 2020 X p

Grow sustainably as a drug discovery-based
pharmaceutical company contributing to a
more vigorous society through improved

healthcare
Region to grow Keys to growth
Japan/US Addressing society'’s
Development in EU/Asia needs

lU Balance of innovation

and health economic
efficiency

Infectious disease
Pain/CNS
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So as | mentioned earlier, we're going to focus on the U.S. and Japan and maintain the core
therapeutic areas of infectious disease and pain/CNS as a base, while articulating what we’re going
to be offering in the next phase. Especially, we have positioned the aging society as an important
theme..



Pursuing More Efficient R&D withsou.
mall Molecule Drug Discover ’

Contribute throughout the healthcare value chain by
leveraging our capabilities in small molecule drug
discovery, creating novel drugs whose innovation

brings both health and economic benefits

. . Drug discovery Development
Open innovation engine design
« I|dentify novel research * Mew SAR® platforms ) Errf:'_f;g;?s?:;ﬂ.g;ﬁ;ﬁ;];}g;?_g
concepts * Expand platform to include marketing product
Biomarker R&D
prursling synargias with our pipeline
Utilization of big data
m SHIONOGI * Structura-Activity Relationship

Regarding our R&D in the field of small-molecule drug discovery, | believe that we have strengths at
an extremely high level of in the world even now. However, when | talk to the researchers, when
considering to approach the new targets, such as enzymes, proteins, or membranes, it gradually
becomes difficult to approach only with small molecule drug discovery. So we’d like to expand the

scope of modalities a little.

For about five years, we've actually possessed antibodies and nucleic acid drug discovery
technology, so we’ve been conducting a number of ongoing studies on whether they can be

translated into drug discovery. Today we're planning to talk about anti-cancer drugs and adjuvants,
and we have been gradually building a technical foundation not only for small molecules but also for

larger molecules, and I'd like you all to realize that.
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R&D vision ”

Research: Innovation in drug ’
discovery to meet societal needs
CMC: Research and Development
of original CMC technology
Development: Advance reliability
and innovation together

KPI of Efficiency:
Original pipeline ratio*: Over 50%

I 5hionogl-origin
[ Research- 67%
collaboration I Ill;ﬁle'l‘;'lan
Cn-licensed i .

@mm * Praprietary ongin compounds in the development pipeline (Includes development candidates and 7

results from joint research with partners)

So our research has always focused on these sorts of KPIs. Not everything is developed in house,
and when we work with startups, for example, we start with joint research. During this joint
research, we find out whether our researchers and the researchers at the company can generate
synergy effects. By collaborating, we confirm that 1+1 equals 3 or 4, and if we are able to confirm
that, we move to further expand the relationship.

We include all that, but we still have achieved an original pipeline ratio of over two-thirds, and in our
next medium-term plan, which will be looking ahead to 2030, this is going to continue to be an
extremely major approach and direction for us.
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This shows our strategic investments in FY2018, so one year ago, and some of them are have
been blossoming, but we've made a wide variety of investments. Of course, one approach would be
to acquire capabilities through M&A deals costing 100 billion, 200 billion, or 500 billion yen, but we
want to maintain strong R&D capabilities that are based on our own research, | think that
continuing to conduct investment on that scale is vital for our company.
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So we’re somehow managing all these alliances, but when considering healthcare as an
increasingly important platform as we move toward 2030, a key issue will be how to establish
partnerships with players outside the pharmaceutical industry, so we will need to continue to polish
our collaborative capabilities and alliance capabilities going forward.

Right now, we’re working with all these various companies/organizations, and | think that further
enhancing these sorts of capabilities is probably desirable for a next-generation pharmaceutical
company.
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Growth Drivers Created fn:vm F¥2014 to present
brand name in US: Fetroja®, brand name in EU: Fetcroja®,

** brand name in Japan and s Symproic® brand name in EL: Rizmaic®

ADHD: attention deficit hyperactivity disorder

details are shown in p.117
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Today's Topic SO0NG

The World We Envision Based on Our Core Pipeline

Paradigm shift of cancer
treatment with synergy with
exlsting products

Regulatory Changing the regenerative

T cell medicine paradigm

inhibitor £-005151

[redasemtide]

Improve a wide range of psycho
neurclogical diseases, such as
addictions, with a new mechamnism

of action Paradigm y Cancar A booster of mrmune
Shift Df teckpicintinhibitars
disease W i .- -',||.;:I||,:--. shift ta
BEPN1477T0 treatment 5-540956 sctional cu

A platform that improves the
efficacy of immunotherapy
for a wide range of diseases.

Mew option for treating
Alzheimer's through
improving cognitive function

Paradigm shift in treatments
for many diseases
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5-600918

v ~HEED apnes

5-637880

Efficacy that changes existing
concepts of depression
treatment

A new key mechanism for psycho-neurological diseases
Pain, deprassion, and madtiple sclerasis

Create products and services for diseases with no satisfactory
treatment options, and contribute to solving social issues
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Regarding page 10, it shows drugs produced in 2020 under SGS2020, and | won’t mention them
all, but these are today’s themes. From 2020, as | mentioned earlier, we're going to see a drop in
revenue, and profits, from HIV products, particularly oral drugs, as their patents expire, and
regarding what sort of answer we're going to come up with to make up for this drop, this is our
solution at the present time.

Anti-cancer drugs are at the top, and the division heads of Research, Development, and CMC are
going to be explaining them all later, so moving clockwise, these anti-cancer drugs and S-005151,
and the adjuvant have a potential to create a new paradigm. And S-600918 and S-637880 are
small molecules, and can treat pain, CNS disorders, and new diseases. S-812217 and BPN14770
target the CNS. And S-874713 is our original pipeline. So we believe that we have come up with
products that are have strong marketability potential.

I'm proud to say that naldemedine and mulpleta are extremely good products, and when | said that
it is our drug-discovery capabilities that enable us to provide products to the world, I'm still not
entirely satisfied with the amount of market share we can capture, so in light of that, we intend to
push forward aggressively with these promising pipeline while remaining conscious of
marketability.



Biggest Management Issue Facing Shiohogi g

Transpiring around 2028

Overcoming the
“HIV Product Patent Cliff”
for Sustainable Growth
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The main theme can be summed up with this phrase. How can we overcome the HIV-product
patent cliff to achieve sustainable growth? Of course, because we’re a pharmaceutical company,
our business is based on pharmaceuticals, but we want to create a new Shionogi in the future,
including by establishing other business models. | believe that the most important core element for
that is the R&D strategy we're telling you about here today.

Today, after taking your questions and hearing your opinions, we intend to continue to evolve, so
thank you for today.

Kyokawa: Moving on, Dr. Kiyama is going to discuss the research field.



R&D Vision Beyond 2020

Create innovations beyond the borders of
medical/pharmaceutical fields, unbound from existing

concepts, showing every consideration for social issues
+ Create solutions that go beyond existing concepts via expanded modalities
and flexible disease area strategies

— To further enhance our strength in small molecule drug discovery and establish a
presence in peptide drug discovery and nucleic acid drug discowvery.

- To further enhance/extend approaches to drug discovery through alliances
- To pursue what patients really suffer from through flexible disease area strategies
+ Collaboration with a wide range of business partners

- To flexibly adapt to changes in external environments through collaboration with other
companies

+ Realize high-level business operations
— To expand multi-level preparations for the HIV patent cliff with a keen focus on timelines

————
Establish new platforms combining the strengths of our
company with those of our business partners
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Kiyama: I'm going to tell you about the progress we’re making in the field of research.

This is our R&D vision, Beyond2020. The key components are expanded modalities, collaboration
with a wide range of business partners, and realizing high-level business operations, and as
Teshirogi mentioned earlier, we are going to be expanding into new modalities while further
augmenting our strength in small-molecule drug discovery. As we announced in February, we have
launched two new research centers: an advanced pharmaceutical research center and an
innovative medicine research center. By revamping our organization, we have clarified where
responsibilities lie.



Therapeutic Area Strategies Beyond 2020° g

Tharapautic Arsa While focusing on infectious and psycho-neurological diseases
as our core fields, we will pursue other therapeutic areas with high social

Strategies

and medical need, while establishing a research management system
that enables flexible and clear prioritization.

Protecting the world from the threat of infectious
diseases as a leader in the area
v To provide new benefits to HIV/influenza patients
v To contribute to global health by dealing with the three major infectious
diseases and AMR

Paradigm shift in the treatment of psycho-

Psycho- neurological diseases
QTR TSNS 1 realize optimal therapy through objective diagnosis/stratification

diseases v To provide a wide range of treatment options through discovery of innovative drugs
with new mechanism of action

Address diseases with substantial

unmet needs affecting many patients
¥ To aggressively pursue disease areas with great social nead, and to reshuffle priorities
flexibly and rapidly according to the potential of “drug seeds”
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As for therapeutic area strategies, we are going to maintain infectious disease and psycho-
neurological disease at the core, and when something promising emerges from other therapeutic
areas, we will, as | have continued to state in the past, reshuffle priorities flexibly and rapidly.
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This was displayed earlier, so I'll skip it.
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Therapeutic

Area

Indication

Immuno- Regulatory T cell
oncology nhibitor Cancer P18-23
Immuna- S-540956 )
oncology MNucleic acid adjuvant Cancer Pea-2i
Psycho- Various psycho-
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diseases diseases
Infectious HIV franchise HIV infection P33-36
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diseases treatment, diagnosis Corona virus infection P39-41
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Today I'm planning to talk about seven projects, and | believe that the parts highlighted in red
represent core pipelines that could lead to paradigm shifts in disease treatment.
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Market forecast for cancer therapeutics (by category) *
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I'll begin with cancer. As you all know, the cancer market continues to expand, and the market size
for ICl and immunomodulators, in particular, are going to keep increasing. However, the main
players in the immuno-oncology market are Opdivo and Keytruda, which are anti-PD-1/PDL1
antibodies, and obviously, there are cancers for which these are ineffective or only mildly effective,
and patients for which these treatments don’t work account for between 70 and 90 percent of the
total, so | believe the immuno-oncology market will continue to grow.
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Regarding unique immuno-oncology assets that Shionogi possesses, for some time we have been
working on the development of a cancer peptide vaccine, and in addition to this there is a nucleic
acid adjuvant, a TLR9 agonist, which we announced last year, and an anti-CCR8 antibody, which |
will discuss today. These are described on the right, and as you can see they work against various
targets of the cancer-immunity cycle, so a variety of treatment approaches are possible.
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Let's move on to page 21. Regarding tumor immune-related cells in the intra-tumoral
microenvironment, we have focused on regulatory T cells (Treg). As you know, cancer cells emit an
immune checkpoint signal, which prevents attack by cytotoxic T lymphocytes (CTL), but there are
also other suppressive immune cells with this immunological inhibition. Among them, we have
focused on Treg, which plays a major role. This research is being conducted jointly with Osaka
University’s Center of Medical Innovation and Translational Research (CoMIT).
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Identification of CCRS8, an anti-tumor target

selectively overexpressed in tumor Treg
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This is page 22. We identified CCR8 as an anti-tumor target selectively overexpressed in tumor
Treg. The graph on the left shows what kind of cells CCR8, which are indicated as red circles, are
expressed in, and we found that in peripheral blood, they are expressed in hardly any cells, and
that they are highly expressed only in cells that have penetrated tumors.

Furthermore, they are not expressed in the effector CD4* T cells and CD8" T cells, and only
expressed in Treg, which acts suppressively, so | believe we have identified an extremely
interesting target.

Described on the right is the anti-tumor effect of the anti-CCR8 antibody. We used a breast cancer
model for mice, and even in the case of cancers for which PD-1 antibodies are ineffective or only
moderately effective, the anti-CCR8 antibody is shown to be extremely effective. In this
experiment, there was a complete reduction, meaning that the cancer had completely disappeared,
in 90 percent of the group. And even after a long period of continued observation, the cancer did
not reappear, demonstrating an excellent level of treatment effectiveness.
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Let’s move on to page 23. In the previous experiment we gave mouse antibodies to mice, but here
we see the effect of a development candidate antibody to CCR8-humanized mice. We used a colon
cancer model, but just as was seen with the previous experiment, the anti-CCR8 antibody
demonstrated a high level of anti-cancer effectiveness. We are now accelerating research to
achieve early clinical entry.



Status and Challenges of Vaccine Adjuvants -~

Market and vaccine adjuvants competitors

Forecast of vaccine adjuvants Major Launched Vaccine Adjuvants and Indications

Growth markets, infectious diseases adjuva e e,
and cancer nt  Products (companies) indications
(Million $)

an Alum Gardasil (MSD) etc. Cervical cancer
1200 MF59 CELTURA (MNowvartis) HINT influenza
100K AS03 Arepanrix H1M1 [G5K) HINT influenza
200 Others ASD4 Cervarix (G5K) Cervical cancer
] Infacticus | (18- :

B0 diseases 1ss Heplisav-8 (Dynavax) Hepatitis B
400 Cancer

- Issues of products on the market

0 = Side effects such as inflammation
2017 2008 2022 2026 () = Weak induction of cellular immunity

Need for an adjuvant that induces cell-mediated
immunity with fewer side effects

* Global Vaccine Adjuvants Market Qutlock (20017-2026) 2

& SHIONOGI 4
Let's move on to page 24. This shows the current status of vaccine adjuvants. The graph on the left
shows our forecasts for the vaccine adjuvant market, and as you can see, the adjuvant market is
expanding in both the infectious-disease and cancer fields.

The graph on the right shows vaccine adjuvants that are already on the market, as well as their
indicators. So various adjuvants are already available, but there are issues with them, including side
effects such as inflammation. These adjuvants induce humoral immunity but they have a weak point
of weak induction of cellular immunity. We therefore believe that a safe adjuvant that induces
cellular immunity is required.
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Features of S-540956 (non-clinical)
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Leveraging the features of 5-540956, we can develop new therapies for
oncology and infectious diseases (such as HIV functional cure)

CTL: Cytotoxic T cells FEMC : Peripheral blood mononuclear cells 25
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IF& & Incomplete Freund Adjuvant {Montanide)

Let's go on to page 25. Last fiscal year we told you about the TLR9 agonist S-540956, and here we
see its characteristics.

The graph on the left of page 25 shows that typical adjuvants such as Montanide do not induce CTL
at all with respect to various antibodies, while our S-540956 exhibits extremely powerful CTL
inducibility. It also exhibits superiority over existing adjuvants.

The graph in the middle shows productive induction of IFNa in vitro with human PBMC.

The graph in the right shows that spleen enlargement is suppressed to an extremely high degree
compared with existing products, and indicates that there are few safety concerns.
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By immunostimulation, it triggers CTL from cancer-specific antigens
and exerts antitumor effect.

CTL: Cytotoxic T cells 26
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Let’s move on to page 26. This shows that when S-540956 is administered alone, even when only
the adjuvant is administered, there is still an anti-tumor effect, but the graph on the right shows the
results of an experiment where the adjuvant was administered directly into a lymphoma, and as
there is powerful suppression of the tumor.

Our S-540956 is superior to previous products in that it has high transferability, in that it travels into
the lymph node when injected subcutaneously, and as you can see from the middle graph, even
when it is subcutaneously injected far away from the tumor, it exhibits anti-tumor efficacy.

The graph on the right shows CTL inducibility.
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Let’s turn to page 27. As you can see, at present, treatment involving immune checkpoint inhibitors
is mainly used with advanced-stage cancers, and considerable efforts are being made to expand its
application to early-stage cancers, but in the case of patients for which it is ineffective, by combining
our assets in this way, we hope that we will be able to achieve broad application, and ultimately, to
provide treatment methods that can be expected to cure the disease completely.



S-874713, Dopamine D3 Receptor Inhibitor "= _g

Potential to ameliorate a wide range of mental illness symptoms based
on the mechanism

Features of S-874713

*+ Selective inhibitor of D3 receptor

+ Activates of prefrontal cortex and nucleus accumbens through D3
receptor inhibition
* Avoids side effects associated with D2 receptor inhibition
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Next I'll discuss psycho-neurological diseases. It's on page 29. Recently, our in-house research has
led to the discovery of a compound called S-874713 that is a selective inhibitor of the dopamine D3
receptor to an extremely high degree. The characteristic feature of this compound is that it is a
strong inhibitor of the D3 receptor. Compared to other nucleic receptors, it is over 5,000 times more
powerful. And it is also exhibits more than 4,000 times the selectivity toward D2, through this D3
receptor inhibition, prefrontal cortex and nucleus accumbens are activated.

With respect to D2, it has, as | mentioned earlier, over 4,000 times the selectivity, tso this
compound can also prevent side-effects caused by D2.

Regarding future disease applications, it is expected to be applicable to huge number of psycho-
neurological diseases, including ADHD, addiction, dyskinesia, depression, and autism, and we are
currently in the process of formulating a strategy concerning which indications to address first.



Current Status and Challenges of ADHD sons |
Treatment —

Patient number and market size in Japan, US and Europe*

Patients Market
20145 26.54 million 2014 $6.1bn
l l
2024 34.13 million 20244 $13.9bn

Feature and challenges of ADHD treatment

Non-central stimulants Central stimulants
(Intuniv®, Strattera®, etc.) (Vyvanse®, Concerta®, etc.)

Less concern for addiction and side « Highly effective for hyperactivity /

effects, or overdosage impulsivity

Maoderate effect compared to central «  Addiction and safety concerns

nervous system stimulants

Improvement of balance between efficacy and side
effects is expected
@EHID‘ND’G' * Global Data 2016 10

An example of this is shown on page 30. I'd like to show you some data regarding ADHD, a disease
that we already offer products for.

As you all know, ADHD drugs comprise non-stimulants and stimulants. With non-stimulant drugs,
such as our product, Intuniv, there is little concern about addiction or side-effects. And while Intuniv
is effective for inattention, the effect is slightly weaker than that of stimulants.

Stimulants, which are shown on the right, are highly effective for hyperactivity and impulsivity, but
there is a slight risk of addiction or safety, so going forward, a balance needs to be struck between
effectiveness and side-effects.



Mode of Action of S-874713
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Mode of action of S-874713 and existing drugs for ADHD
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S-874713 shows a strong efficacy by acting on both the prefrontal cortex

as well as the striatum / nucleus accumbens, while

avoiding addiction.
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Let's go on to page 31. The non-stimulants | referred to earlier are indicated by the black lines at

the top left, and they act upon the prefrontal cortex, improving cognitive function and reducing

impulsivity. Stimulants, on the other hand, act not only on the prefrontal cortex, but also on the

striatum and the nucleus accumbens of the basal ganglia, which means that they are more
powerful, as they further reduce impulsivity. However, addiction may occur.

D3 antagonists act on both, so they are almost as effective as stimulants, while not resulting in

addiction. They therefore have extremely superior characteristics.

Tini pibs I
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Potential for greater efficacy than existing non-stimulants
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The results of a T-maze test are shown here on page 32. With this experimental model, a mouse
was placed in this maze, and if it turned right, it would immediately receive one piece of food,
whereas if it went left, the door wouldn’t open for 30 seconds, after which it would receive a lot of
food, though it would have to wait 30 seconds to get it.

The experiment was repeated 50 times, and here we see the number of times that the mouse
turned left. In comparison, the results were like this. With existing drugs A and B, the mouse went
left 15 times out of 50. With S-874713, however, it went left 20 times, indicating greater efficacy
than current non-stimulants in terms of controlling impulsiveness.
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Achieving Total Care for Infectious Diseases
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Prevention
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Cure

invasion

Prevention of disease
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Eliminating

pathogens
A new approach to
infectious disease treatment
using therapeutic vaccines

Creation of a vaccine with
superior preventative efficacy
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Continuing on, I'd like to discuss our progress in the field of infectious diseases. This is page 34.
Until now we have focused on the three major infectious diseases, influenza, and refractory
infections, and our R&D has primarily targeted the alleviation of symptoms. But now we're adding
vaccines to the mix so we can get involved in prevention. We also want to try employing treatment
vaccines to cure diseases.
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Challenges for Developing Anti-HIV Drugs = - g

Anti-HIV drug market will be changed by the availability of
generics for DTG in 2028 or after. Improving on these

options requires reducing the overall burden and stress of
HIV treatment on patients.

Less frequent dosing
Improved effectiveness

—
Reducing Fatient Burden Lap*
by reducing dose frequency
' CAB/RPV

Once-daily oral The best of oral
2-drug regimen

: 2 drug regimen
Dovato® | g
Once-daily oral

3-drug regimen Focusing on creating the best 2 drug

regimens, including LAP, and driving

———— toward functional cure, as the mainstays of
Tivicay ™ the next-generation of HIV treatments

HIV
Functional
cure
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Reduction of side effects
by reducing the amount
of drugs taken

Im 2020 PoC*=
Clinical trial
started
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Page 35 shows our challenges going forward in the realm of anti-HIV drugs. We want to employ S-
648414, which we told you about last fiscal year, and create the best two-drug regimen.

Having said that, the GE market, centered on dolutegravir, is expected to expand from 2028, and
for the purpose of meeting needs that aren’t met by once-daily oral pill regimens, namely the
burden and stress felt by patients due to having to take their medicines every day, means that are
long-lasting medicine that can be injected will likely become necessary in the future.

Furthermore, in addition to the drugs we're currently developing, we want to make an ideal long-
lasting injectable regimen that contains S-648414, and after that we want to achieve a functional
cure for a HIV, so we're currently pressing ahead with research to that end.
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Efforts to Discover HIV Functional Cure - p

The ultimate vision for functional cure discovery as
a company that discovers HIV therapeutics

Lymph node transfer of
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Regarding a functional cure, as | mentioned in my previous discussion of tumor immunity, we're
conducting research using S-540956. S-540956 exhibits extremely high transferability to the lymph
node. Because the HIV virus lies dormant inside lymph nodes, a “kick and Kill” approach could
perhaps be applied to wake up the dormant HIV virus, which could then be eliminated using drugs
and the immune system, so we're currently pursing research in that area.



Entry into Vaccine Business ) g

Entered the vaccine business by making UMN Pharma a

wholly-owned subsidia
UMN Pharma SUIMN

Fossessing a vaccing manufacturing platform that allows the production of homogeneous and stable
antigens without the need for viral culture

Characteristics of platform technology (BEVS) of UMNs

Four “S” enabl | li

« Safer: Only viral genes need to be available

« Stable: Antigenicity does not change during manufacturing
+ Scalable: Complex culture conditions are not required
+ Speedy: Manufactured 2 months after genetic information is available

Starting with a preventive influenza vaccine

By fully integrating the strengths of UMN into the strengths of Shionogi in
infectious disease, we have expanded our business area into prevention.
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Regarding the vaccine business, you will be aware that we have acquired UMN Pharma, and
yesterday, March 18, it became a wholly-owned subsidiary. So finally, the Shionogi Group is in the
vaccine business, and we will be pushing forward with vaccine R&D by fully utilizing UMN Pharma’s
BEVS platform.

We're starting by working on a vaccine for preventing influenza, but we're currently thinking about
second and third R&D themes to follow that.



Future Development of Vaccine Business-

Exploiting the strengths of Shionogi in infectious diseases to

enter the preventive and therapeutic vaccine businesses

Infectious disease Infectious disease treatment
Preventive vaccine Therapeutic Vaccine
Creation of vaccines to Creation of therapeutic vaccines to

. . . replace existing treatments for
prevent infectious diseases, . X :
infectious diseases where relapse or

including influenza reactivation is a problem

Combining antigens, adjuvants and routes of
administration to continually create optimized vaccines

————

Contributing to fortify new drug discovery platforms and
expand the pipeline
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In the vaccine business going forward, we intend to work not only on vaccines for disease
prevention, but also on vaccines that could treat or cure new-emerging or re-emerging infectious
diseases.
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Collaboration with Hokkaido University Research

Center for Zoonosis Control
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Hakkawda Universily
Research Center for
Zoonosis Control

Strengths Strengths

+ One of the best research + Infectious disease is one of its core
laboratories for infectious diseases therapeutic areas

+ Experts in various infectious + Strong drug discovery capability
diseases using various modalities such as

»  Promotion of research and small and medium-sized molecules
education about zoonotic diseases »  Deliver solutions through prevention,
with another research base in Africa diagnosis, and treatment

Based on the knowledge from previous research, we initiated
drug discovery research for COVID-19 as well as emerging and
re-emerging infectious diseases.
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I'd now like to talk a bit about what we’re doing to tackle the novel coronavirus, which is currently
causing unease and posing a threat all around the world.

We have had a research center at Hokkaido University for some time, and we have been
collaborating with the University’s Research Center for Zoonosis Control for many years. Even
before this novel coronavirus emerged, we had actually been conducting research on new drugs for
treating coronaviruses. So by combining the respective strengths of Hokkaido University and
Shionogi, we have begun drug-discovery research using the novel coronavirus.



Exploratory Data About the Novel Coronavirus:

(flash report) —

Promising compounds for the novel coronavirus

have been found from internal in vitro studies

(ECsp 0 M)
Novel Novel Previous
Compounds coronavirus’ coronavirus coronavirus
In-house data bublished data™ In-house data
Compound-1 0.10 - 0.40
Compound-2 Ongoing - 0.22
Compound-3 Ongoing - 0.25
Remdesivir 0.64 0.77 Ongoing
Favipiravir 132 62 >400

To reduce the societal anxiety and economic impact of the pandemic of
novel viruses such as SARS, MERS and SARS-CoV-2, we will continue drug
discovery and prepare for pandemic of coronavirus in the future as our
mission as a pharmaceutical company which focuses on infectious diseases
as one core therapeutic area
(® SHIONOGI e 40
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We moved quickly to use a sample of the novel coronavirus supplied by the National Institute of
Infectious Diseases to build an assay of the virus, and at the end of last week were finally able to
produce a reliable assay method, and from this week we have started applying compounds.

As you know, we have been conducting R&D on anti-viral drugs such as Dolutegravir and Xofluza,
S0 we possess an incredibly varied library. From this library, our researchers have selected
promising ones based on their own experience, and we have currently started assaying, but, for
example, we have found that this compound, shown here as Compound-1, exhibits an extremely
powerful action of 0.1 uM against the novel coronavirus.

Because throughput is still poor, | can’t show you any results today, but, for example, Compound-2
and Compound-3, which have a completely different structure to our Compound-1, are somewhat
effective against existing coronaviruses. If you compare the Compound-1 data for the novel
coronavirus with that for a previous coronavirus, you will see that Compound-2 and Compound-3
could also be promising.

Regarding targets, we've also included data here on Remdesvir and Favipiravir, which are currently
undergoing clinical trials, but we want to show that even compared with drugs like those, Shionogi
possesses compounds that are by no means inferior.



Fight Against COVID-19* o

Business Partnership with Micro Blood Science Inc.

for an IgG/IgM Antibody-test Kit

Difficulties in the current diagnosis

+ PCR is an essential test for confirming infectious patients

+ PCR presents problems in terms of simplicity and rapidity, such as requiring dedicated
measuring equipment and requiring a relatively long time to obtain test results

* Rapid lgG/IgM antibody-test kit for the COVID-19, imported by MBS
from a Chinese cooperative company, Vazyme Biotech, Co., Ltd.
+ This test kit, which is very convenient and uses only a drop of blood, provides rapid
test results in 10 minutes
+ It also demonstrates high performance with a sensitivity of 94% and a specificity of
97% (according to Vazyme's clinical trial data in China)

* Shionogi will progress discussions with MBS regarding the distribution
and sales of this kit
Contribute to early diagnosis and following treatment for

COVID-19, leading to safe and reliable society
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This concerns diagnostic drugs. This week, we've issued a press release about this, but we have
started working with Micro Blood Science to introduce a test kit that simultaneously measures both
IgG and IgM antibodies, and produces test results in ten minutes with just one drop of blood from a
finger.

Obviously, the PCR test, which is administered by the national government, is an essential test
method for identifying patients. However, throughput remains poor, and the test method we are
planning to offer would not replace the PCR method. Rather, the respective advantages of both
methods could be put to use in different situations, which we hope would help to relieve the current
turmoil in society.



SONG

Progress in Peptide Drug Discovery -

Focused Program (PG) portfolio : narrowed down from 12PG to 6PG

Confirmed POC in non-clinical Obtained highly active peptides for

models in priority PGs intracellular targets

Target 3 [ ] Achieved cell membrane penetration
Infactious Target 4 ® Achisved cell membrane penetration
diseases

Target & & Crigin for small molecule PG

Target 9 (Extracellular)

weasqndag

Confirm non-clinical POC

Target 10 (Extracellular) Confirm non-clinical POM

Target 11 (Extracellular) ‘ Confirm non-clinical POM

To prioritize our efforts, we have narrowed down PDPS PGs and accelerated
the development of fundamental technologies to permeabilize peptides
across cell membranes and to use peptides as a starting point for discovery

of small-molecule lead compounds.
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Finally, I'd like to talk a little about our progress with peptide drug discovery. We have deployed a
PDPS, making us able to obtain good peptide seeds and hits for various targets extremely rapidly.

We have declared that we are to begin non-clinical development during this fiscal year, and we
have already confirmed non-clinical PoC for extracellular Target 9. And based on a strategy of
select and focus, we are pouring resources into this theme.



Expectations and Challenges for SoNG
Peptide Drug Discovery f—

Extracellular targets Intracellular targets
Exploring new medical needs by utilizing various Aggressive approach for high-difficulty targets
administration routes such as oral, pulmonary, and (proteases, protein-protein interactions)

transcdermal

speciicapeliepeptide lssues @ Cell membrane permeability
racefiular target: T @ Peptides have low membrane permeability and
VM are expected to have limited effects on
intracellular targets

ntracelivlar argets *  To establish peptide membrane permeation
technology

Tao establish technology to generate small molecule
leads (which leads may be membrane-permeable)
based on peptide structures

Combine our small molecule drug discovery capabilities with PDPS
technology to establish a unique peptide drug discovery platform for
highly difficult drug discovery targets
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On the other hand, during this process we have also become aware of various problems. This is on
page 44. Regarding extracellular targets, good ones can be obtained relatively rapidly, but with
intracellular targets, drug discovery involves suppressing the intracellular target by getting the
peptide through the cell membrane into the cell, but this is extremely difficult. The same is true
worldwide, and every company is struggling.

In view of this, want to have a platform for peptide membrane permeation technology, and because
we have confidence in small-molecule drug discovery, we are moving forward in two directions to
building a platform for technology for converting peptides into small molecules as well as peptide
membrane permeation.



Establishment of Technology for SonG

Cell Membrane-Permeable Peptides o

We have achieved intracellular translocation of peptides by combining our
strengths of small molecule drug discovery and PDPS technology.
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Page 45 concerns membrane-permeable peptides. If you look at the graph on the right, you'll see
that all the drugs here are compounds that are known to be active by enzyme assay. With cells,
they are not active. In other words, they do not permeate the cell membrane, but we have increased
membrane permeability by 100 times in about a year, and become able to identify compounds that
also work on cells.

At first glance, it may look as though we’ve just picked up ones we can make at random, but that
isn't the case. We have now accumulated knowledge about what sorts of compounds they are, and
what sorts of peptides can pass through membranes. Going forward, | believe that we may,
conversely, be able to identify which membrane-permeable peptides in our library will be hit
compounds.



Establishment of Technology to Transform Hit,.
Peptides into a Small-molecule Lead Compounds.«f

We have leveraged pharmacophore information from peptide/target
complexes to create highly active small molecules.
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[ 1ssues : Construction of know-how for small molecule design and SAR development |

To provide innovative new drugs at a affordable price, we will technologies to
transform hit peptides into small-molecule lead compounds
and evolve our small-molecule drug discovery platforms.
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This is page 46. This concerns small-molecularization technology, and our future goal with peptides
is to cure disease with protein interactions, so it won’t be adversely affected by factors such as
conventional high-throughput screening.

These are images of the bonding of peptide hits with a target. It shows IC50 at the 0.1 micro level,
and the molecular weight is 1,200. It can’t get through the cell membrane. In contrast, these red,
yellow, and blue pharmacophores are identified, and when a small molecule with such properties is
designed and bonded, the molecular weight drops to half but activity also disappears.

With regard to these, if we leverage the SAR engine of small molecules we have already cultivated,
in just a short period of time, actually about three or four months, we have increased activity by
50,000 times without increasing molecular weight. We're proud to say that this is technology that
other companies have difficulty emulating.
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Therapeutic

Indication

Plan in FY2020-2021

Area

Immuno-
oncology

Immuno-
oncology

Psycho-
neurclogical
diseases

Infectious
diseases

Infectious
diseases

Regulatory T cell
inhibitor
S-540956

Mucleic acid adjuvant

S-874713

HIV franchise

Long-acting/functional cure

Vaccine for
prophylaxis

Cancer

Cancer
Warious psycho-

neurological
diseases

HIY infection

Influenza virus
infection

Initiation of clinical
study in FY2021

Initiation of clinical
study in FY2020

Initiation of clinical
study in FY2020

5-540956: Initiation of
clinical study in FY2020
5-648414: PoCin FY2020

Initiation of clinical
study in FY2021

Progress research activities for core pipeline assets to initiate
clinical development and continuously create new growth drivers
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It was a bit hurried, but regarding the compounds I've told you about today, the Treg inhibitor will
see the initiation of clinical study in FY2021, while in the case of the others, | believe clinical study
can be initiated in FY2020, so during the next fiscal year.

As for a vaccine to prevent influenza, we have already finished selecting candidates, and are
currently gearing up for GLP testing, so clinical study will probably be initiated in FY2021, and |
hope you will look forward to it.

Thank you very much for your attention.

Kyokawa: Now let's move on to lwasaki, whao's going to talk about development.
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Iwasaki: | am Iwasaki. | will explain about the development part.

Page 49 shows the growth drivers we have discovered and acquired in the SGS2020. This table
classifies the growth drivers in disease areas of infectious diseases, psychoneurological diseases,
and new growth areas, and shows the items in pre-clinical development stage, in clinical
development stage, and launched items.



Development

Current Therapeutic Project Indication
Stage Area
Japan: pre- . .
clinical BPN14770 Alzneimers P51-57
US: Phase 2 disease
Phase 1* Psycho- i;?;ng I.?:l; Depression R38-63
neurological Refractory
Phase 2 diseases $-600918 chronic cough etc. P.64-69
Phase 1 S-637880 Meuropathic pain P70, 71
ADHD
Phase 2 SDT-001 (Treatment app) pP72-77
Guided S-005151 Epidermclysis bullosa,
Phase 2 regeneratinn [redasemtide] lschemic stroke etc. P.78-85
Phase 1 | Fibrotic disease S-770108 ldmpatm;s:igmmw P86-88
Phase 1 Infectious S-648414 HIV infection FE9-91
Launched diseases Xofluza® Influenza virus infection P92-97
@ EHImDGI Projects in red are core pipelines with which we desire paradigm shift of disease treatment

Page 50 shows the current stages of our development projects as a whole. Today, | would like to

* 5-812217: Phase 3 studies are bang conducted by Sage

explain mainly about the items written in red, which are the items that we as the Development
Headquarters should particularly focus on.
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BPN14770
Alzheimer’s Disease (AD)

L]

* Origin: Tetra Therapeutics Development stage (as of Mar.2020):

= Mechanism of action : Phosphodiesterase ¥ lapan: Phase 1 study in preparation
4D negative allosteric modulator v US: AD (and FX5) Phase 2 study is being
= Characteristics : Improvement of cognitive conducted by Tetra therapeutics
function and Inhibition of AD progression * Plans for FY2020:
¥ Japan: Phase 1 study will be nitiated =
completed

¢ US: Phase 2 study will be completed
¥  Global: Phase 2b and Phase 3 studies will be
initiated

& SHIONOGI

Next, page 51. BPN14770 is a drug introduced from Tetra Therapeutics. Its mechanism of action is
phosphodiesterase 4D negative allosteric modulator. The development stage in Japan is Phase 1
study in preparation. In the US, Phase 2 study is being conducted targeting Alzheimer’s disease.
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Sales forecast in AD

thousand)  Prevalence (2018—2024) 1) covere AD Current Sales (2018) 2
8,000 S :;'::;“ AD nillion USD
7,000 %J 7000 m Ml 4000
f 602
6,000 s 528 1064 526 R.000 300
G000 e 0 234 451 930 3000
157 798 5,000
4,000 2504 2964 _f‘\ 2500
3000 = 2222 e 4,000 / 2000
2.000 I I I 3,000 1,500
1,000 I I I 1000
2,000
) AUl
2018 2024 | 2018 2024 0 2B 2024 1,000
us ELIS P o CYANE CYANT | OY2e
B MCI ® mild AD & Moderate AD © Sevare AD us EUs P WUS WIAPAN W EUS
The number of AD * patients Sales of existing drug in 2018: 2.5 billion USD (7MM)
including MCI ¥ is extremelylarge = Market size in AD shrinking year after year due to GE,
in all areas (US, EU, JP), and the however, is expected to expand because drugs with
number is expected to increasein  new mechanisms of action can expand the target
the future. market to include mild cognitive impairment (MCI).
@EHIWDGI I ” 5 r :-c--.. : = . - I::I I:: .::-“...: I-”, -:' -u I ...l. :--.. N _-... o 'l:..._;-...-.-II ot k 52

Page 52 shows sales forecast in AD. The number of AD patients, including mild cognitive
impairment (MCI) patients are expected to be very large in all of Japan, US, and Europe. At
present, the scale of sales of existing drugs has been shrinking year after year partly due to GE. But
as | mentioned, this area still has potential to expand because drugs with new mechanisms of
action can expand the target market to include MCI patients.
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Characteristics of BPN14770 ) g

Phosphodiesterase (PDE) reduces cAMP in neurons

cAMP increase = activation of PKA-CREB pathway = gene expression
change = enhancement of synaptic/neuronal function

Gene expression change
Protein distribution

'4

GMP-FOE
SGMP CAMP- PLE
CAHP-PDE

3 « Synaptic plasticity and growth
i + Meuregenesis
+ Meureprotection
« LTP/LTD
iy!
-: Glutamale Moatyichaline .' MM 'I nACHE ' misChiR Memow; Leami“gf ,Cc'g“itlon

BPN14770 increases cAMP by negative modulation of PDE4D, resulting
in improvement and maintenance of cognitive function by altering the

expression of neuronal genes

- Heckman PRA ot & PEAC Protein kinase A
|
!I SHIONOGI Meurcsd Biobehaw Rey. 201887233254 CREE: cAMP response alemant binding protaim 53

Page 53 shows characteristics of BPN 14770. Phosphodiesterase, or PDE, decomposes cAMP and
reduces cAMP in neurons. An increase in CAMP activates these PKA and CREB, causing gene
expression change, which results in the enhancement of so-called synaptic or neuronal functions,

as well as the enhancement of cognitive function.

As described here, this BPN14770 enhances cAMP signals by interfering with PDE4, thereby
improving and maintaining cognitive function. This is our intended mechanism.



Position of BPN14770 in AD treatment - p

BPN14770 has a potential to be both a

“symptomatic drug” and a “disease-modifying drug"”
(1) Early approval as a cognitive enhancer (symptomatic drug) after AD onset

(2 Expanding to be a disease-modifying drug for early AD (including MCI) after
confirming its potential to prevent AD progression

(3) Additional potential as a cognitive-enhancing drug in other dementia and
psychiatric diseases

Preclinical AD MCI (Prodromal AD)

(cognitive normal) (mild cognitive impalrment) Mild AD Moderate AD

I

Symptomatic drug: AD patients~ —  existingdrug

(Donepezil, etc.)
@ Symptomatic
Disease modifying drug: MCl~ : J.ﬂ:&r |
2 Disease-modifying -
& SHIONOGI >4

Page 54. Based on this mechanism, our position is, as shown here, to first aim at symptomatic
improvement of mild or moderate AD patients with existing drug. Another aim is the disease-
modifying effect for MCI or prodromal AD patients. We are expecting these two effects.
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Non-Clinical Study: Symptomatic Effects’’" q

Effects on cognitive function (symptomatic)

BPN14770 can induce synaptic LTP (long-term potentiation) in hippocampal slices
and improve the cognitive function of normal mice

Cognitive function
(novel object recognition test)

Neuronal plasticity (synaptic LTP)
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I would like to explain evidence for these aims on the next page, Page 55. First is the effect of
improving the cognitive function. The graph on the left shows potential difference along the
ordinate. This red curve above is the group to which BPN14770 was administered. The lower curve
is the control group.

When electrically stimulated, the control group recovers over time as shown here, while the group
with BPN14770 does not recover but maintains the neural activity. This indicates that neurons
remain activated, and the status of being activated results in the improvement of memory function.

The graph on the right is data obtained by using mice. Mice recognize everything as new thing. So
first we put mice in cage with an object. One day later, put the same object or a different thing. The
test sees whether the mice recognize an object after a day, to figure out how BPN14770 works to
help retain memory.

The graph shows cognitive function on the ordinate and concentration of BPN14770 on the
abscissa. As you can see, mice with BPN14770 show the improvement in cognitive function in a
dose-dependent manner. Based on these data, we have concluded that BPN14770 can help
symptomatic improvement of cognitive function.



Non-Clinical Study: Inhibition of AD Progression.” p

Effects on neuronal impairment (inhibition of AD progression) in
hippocampus B-amyloid (AB) infusion models

BPN14770can Inhibit the AB-induced neuronal impairment (structural change: reduction of
dendrites and spines) and cognitive dysfunction (14 days treatment after AB-infusion)

Neuronal impairment Caognition (Marris Water Maze test)
(Golgi staining, CA1 in hippocampus)
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As for the effect of inhibition of progression, please take a look at the data here on page 56. The
figure on the left shows neuronal impairment due to B amyloid. When neuronal impairment occurs,
dendrites shrink like this string, and as shown in the figure below, spines decrease.

By administering BPN14770, such reduction of dendrites and spines could be controlled. Based on
these data, we expect BPN14770 has the effect of inhibiting progression.



Rapid Enrollment of AD Phase 2 Study in US "~ g

PROTOCOL 201 EARLY ALZHEIMER'S TRIAL DESIGN & tetra “ PIcA%50

inicalTrial. ifigr: MCTOI81T

Early Alzheimer’s Disease (MCI (mild cognitive impairment) + mild AD
COR-MB = 0.5 or 1; MMSE = 20, REANS-DM| = 85,
Currently receiving a stable dose regimen of donepezil or ancther cholinesterase inhibitor

. Primary endpoint : RBANS-DMI
255 subjects ——s  BPN14770 10mg BID Secondary endpoints : RBANS total score,

- ADCS-ADL, MMSE score, CDR-5B,
——+  BPN14770 25mg BID CGl-1, ADCOMS

13 Week Treatment

a5
et Placebo

Based on the AD Ph2 topline results, Shionogi will decide to make
Tetra a wholly owned subsidiary of Shionogi if certain conditions are
met. Then, global development of BPN14770 and research to identify
follow-up compounds (Best in Class) will be initiated.

le SHIONOGI BEPM14770 supplemental intormation: shown in appendices, p127-129 57

Based on these data, Tetra Therapeutics is currently conducting Phase 2 study. The progress is
faster than we expected. This indicates great expectations for this drug. Based on non-clinical data
or Phase 1, the study is now on 10 mg, 25 mg and placebo groups.

This PDE4 is said to have many side effects, such as gastrointestinal problems and nausea, and
that is why other companies have dropped out of the development. However, in this profile, no such
side effects have been observed in Phase 1. To further ensure safety, the study set this 25 mg
group.

Primary endpoint is RBANS, which is used in trials for MCI, etc., and also MMSE, which is normally
used in such AD development.

The results will soon come out. As soon as the results come out, since we are ready for Phase 1
and if the results are positive as expected by the public, we will promptly join the global study they
are planning.
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S-812217 [zuranolone]

L]
Depression
* Origin: Sage Therapeutics + Developmentstage (as of Mar. 2020):
«  Mechanism of Action; GABA, Receptor v" Japan (Shionogi): Phase 2 study to be
Positive Allosteric Modulator imitiated in March _
*+ Characteristics: ¥ US (Sage): Phase 3 studies on-going
¥ Rapid onset: efficacy shown in 24 hours (Protocol of Phase 3 studies may be
after the first dosing ari'lend%d upon ccgplenan_t:lx_lfth DA
¥ Strong efficacy: efficacy is greater than relevant correspondence wi =
available anti epressaﬁts g * Plans for FY2020: _
¥ Long-acting: efficacy is durable after v Japan: Ph2 ongoing _
completing 2 weeks of dosing v US: Meeting with FDA to discuss
¥ Better medication adherence: Mo need for development strategy

dose adjustment, including titration and
taperning, once daily dosing for 14 days

& SHIONOGI

Let us move on to the next page. S-812217 (zuranolone), introduced from Sage Therapeutics. This
has the mechanism of working as positive allosteric modulator for GABAa receptor.
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Social impact of Depression in Japan -~

Antidepressant market & work productivity loss due to depression

5M 160 B yen 40M days/year &
Patients Market 400 B yen losses
* Ca. 5M patients with depression in Japan" » Absence from work for 40M days/year intotal
— The most prevalent non-fatal diseases » Work productivity loss equivalentto ca. 40 B
 Current antidepressant market in Japan yen 2
: Ca. 160 B yen: Cymbalta® maintains top-share - The largest impact amongst all diseases
Major unmet medical needs with current therapies
Insufficient Complicated
. Slow Onset P
Efficacy regimen
« Remission rate after the first « 2-Bweeks are needed for * Dose adjustment is
treatment using SSRIF: 36.8%%  onset of efficacy necessary to mitigate
« Cumulative remission rate after * F"fD|GI’It_’.]E'd debilitation and adverse events
changing anti-depressants up increased risks of detericration
ta 3 times® ca. 67% in total® or suicide due to slow onset®
_ 11'WHOL Depresson and Ofher Common Mental Disosclers: CGobal Heoth Estimales, J) Colirs L et Al ) Oooup Ervinon Wed 2005 47, 3 QI06-CH6
le SHIOMNOGI  soe Sorkss ) Arn) Peychiatry 3006 1631006-1917 5) resirrient dodhen for anfidepsssant duogs of S5ALSKAL blasa ortieydis, 5 180A. §0O)
. A0 -S4

Page 59 shows the social impact of depression in Japan. As you may know well, three major unmet
needs with current antidepressants are shown here.

First, efficacy is insufficient. Our goal of drug treatment is to increase remission rate. But the
remission rate after the first SSRI treatment did not reach 40%.

Second is slow onset. Normally, two to eight weeks are needed for onset of efficacy. Though some
improvement is seen, prolonged debilitation and increased risks of deterioration or suicide are
concerned during this period. Drugs with rapid onset of efficacy are desired by clinical doctors.

Also, because current drugs have adverse side effects on digestive system, complicated dose
adjustment is necessary. Thus, development of drugs that satisfy these three unmet needs is
strongly demanded.
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Target Product Image v g

Novel antidepressant with breakthrough profile

< First-line antidepressant >

® Rapid onset results in earlier remission earlier and return to normal life

® Provides an efficient option both in terms of speed and medical econamy,
which available depression treatments have yet to satisfy

® Potential to improve complicated depression
Unmet needs in Values of 5-812217
depression treatment
Rapid onset of action

#+ Slow onset

zuranolone

L

& Greaterefficacy
® Durable effect
L

Improve insomnia and

# Concomitant insomnia or anxiety - anxiety

Resolve unmet Potential to be effectiveacrossa
veu broaderrange of depressant
needs symptoms

# Insufficient efficacy

# Prolonged treatment period

& SHIONOGI 60

Page 60. With this S-812217 introduced from Sage, to satisfy these unmet needs first, we are
currently planning Phase 2, aiming at three profiles: rapid onset, greater antidepression efficacy,
and durable effect after two weeks of drug treatment.
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Depression Improvement by $-812217 - _

t

Severity of Depression

e (HAM-D score)

217 Off-treatment B
2 weeks

First, achieves remission earlier
(Important unmet need)

Repeated treatment cycles to suppress relapse

Shorten depression treatment period leading more quickly to medication-
free life

& SHIONOGI 61

As shown here, existing antidepressant works slowly and maintains the efficacy. Zuranolone, which
is administered for two weeks, works quickly within the two weeks. After some off-medication period
comes the administration for two weeks. By repeating this cycle, rapid onset of greater efficacy, as
well as reduced risk of side effects due to the off-medication period, can be expected. We are
aiming at these profiles.
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US Phase 3 Pivotal: Topline Results ) g

SAGE-217 Primary Efficacy Measure
HAM-D Total Score LS Mean Change From Baseline Through Day 15

o

a
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- ® Placebo {n=1&7}
2 SAGE-217 20 meg {n=154)

® 2402 217 30 mg in=165)
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s

SAGE-T 0 mg
+ LB P0G
" =11 %
EAGE-217 30 mg =115
“ & =201 pel) 00
12 e 126
S8EE-217 30 mg =
o 21 =008 EAGE-Z1T 30 myg
‘1"]' s -1 Pl 115
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Day

Rapsd orisel of effect for SAGE-217 30 my was seen heghining & Day 3 with maindenance of effect Yvougtt Day 15,
shafistical saparadon fram placebo ahsened Daws 3- 12 !

The primary endpoint at Day 15 was not met.
Rapid onset was seen Day 3 to Day 12.

Ix'EHII‘.:}I'I"'IIZME| MDD-301 study, referring to the announcement on Dec 5, 2019 by Sage 62

As you know, it was revealed that data of Phase 3 conducted by Sage did not meet the primary
endpoint. We have already discussed with Sage on this issue.

Our conclusion is that we will not change our profiles. This is the data in question. The 301 trial
conducted by Sage measured the primary endpoint on Day 15.

But the values on Day 3, Day 8, and Day 12 are statistically significant and the HAM-D shows rapid
onset of efficacy on Day 3. We therefore think that the data still shows the rapid onset and greater
efficacy we are aiming at.



Next Step ) g

zuranolone efficacy

» Rapid onset was confirmed in the US Phase 3 pivotal study,
MDD-301

» Based on the previous phase 2 studies of MDD-201 and
PPD-201, rapid onset and greater efficacy, which are unmet
needs in depression treatment, are anticipated.

— Especially, resolving the issue of slow onset, which can result in
prolonged or more debilitation, and increase suicidal risk, is key.

* In general, clinical trials in depression, even with market-
approved antidepressants, often resulted in study failure.

Shionogi will continue to invest in $S-812217 to

demonstrate S-812217 superior potential for rapid onset
and greater efficacy in JP Phase 2 study.

& SHIONOGI 63

We have experienced antidepressant studies with Duloxetine, etc. We have experienced failures in
some of them. In the area of depression, where the placebo effect is often great, test results often
include both failure and success, which we have experienced several times. Even though primary
endpoint was not met just once, we think this data sufficiently reproduces the profiles we aim at. We
will therefore conduct Phase 2 as planned and promptly advance to Phase 3.

Page 63 is a summary of what | said. We will thus continue on our development plans as usual.
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S-600918
Refractory Chronic Cough etc.

+ Origin: in-house + Developmentstage (as of Mar. 2020):
+ Indication: Refractary chronic cough, v Global: Phase 2b dose finding study for
Sleep apnea syndrome, Neuropathic low refractory chronic cough is ongaing
back pain v Japan: PoC study for sleep apnea syndrome
+ Mechanism of action: P2X; receptor will start
antagonist * Plansfor FY2020:
« Characteristics: ¥ Preparation for other LCM indications

¥ Once-daily, oral
¥ Well-tolerated safety profile

& SHIONOGI
Next is about our in-house origin S-600918. This is for refractory chronic cough. Mechanism of
action is as : P2X3 receptor antagonist.

Development stage is Phase 2b globally, in Japan, US and Europe. In Japan, we are planning to
start PoC for sleep apnea syndrome.



SONG

Contributions to Societal Needs =) 4

« Cough lasting = 8 weeks

n * Underlying causes: asthma, sinobronchial syndrome,
Chronic GERD etc
Cough (RCC) 8 Persisting cough despite appropriate treatment(s)

Refractory

Estimated number of RCC patients About 6 million patients are
Adult population (15,2025 suffering from RCC in the US
. in the US
| About 270M There are no approved drugs
\ Chronic cough
\  About 11%
\  rec ) Centrally-acting antitussives
ot have CNS side effect concerns

Reduce self-consciousness and improve Qol by providing
relief from long-lasting cough

IﬁEHImDGI ) . GEEl '-::-I.::.-::!:'|.|-_-'.|-|~:-':.I- | '.-.'.-|'.-'- 65
- United Mations Population Database. Song W etal, 2015, *** Lesine BM et al, 2003
Refractory chronic cough, or RCC, is cough that lasts at least eight weeks caused mainly by
asthma, sinobronchial syndrome, or GERD, or gastroesophageal reflux disease. This long-lasting
cough makes patients feel reluctant to go out in public, worsening their QoL.

In the US, where the population is 270 million, there are no drugs for this disease, and therefore
there are many unmet needs in this field. So we are conducting studies on this disease.



Presentation of PoC Study at ERS2019 ﬂ__‘

PoC study results were presented as late-breaking abstract
at European Respiratory Society International Congress 2019

Primary Endpoint: Cough Frequency in Daytime

S-600FAR

Rate of change (%)

The rate of change adjusted by placebo was -31.6% (p = 0.0546)
Mo significant sequence or period effect was observed

n i1 i
Estimated rate of
change (%) -54.1 -33.0
Rate of change adjusted a1E _
\ by placebi (%)
-3L.6% Povabun 00546 -

[Efficacy]
The rate of change in

hourly cough frequency
during the daytime
adjusted by placebo was
-31.6% (p=0.0546).

[Safety]

No significant difference
in the incidence of AEs.
Taste-related AEs,
reported in similar drugs,
was observed in 2/31
(6.5%) during 5-600918
treatment.

& SHIONOGI

66

This shows the results of the PoC study, which we presented a little last year. This was adopted at
the European Respiratory Society International Congress held in September last year. We think this

indicates the great expectations on this drug.

The primary endpoint for efficacy was set to be the cough frequency in daytime. The rate of change
was 31.6%. For safety, no significant difference was observed in the incidence of adverse events.
Taste disorder, which is reported in similar existing drugs with a very high incidence, was observed
in this study with a very low incidence of 2 out of 31 cases. We therefore expect this drug can be

sufficiently differentiated from others.
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Study Design of Phase 2b Dose Finding Study-- _

Population Refractory chronic cough
Endpoints Efficacy (cough frequency, Qol etc), safety, pharmacokinetics

Primary endpoint Hourly cough frequency in 24 hours

Design Multicenter, Randomized, Double-blind, Placebo-controlled,
Parallel-group

Region Japan, U5, EU

Number of patients Total of 372 patients

Treatment duration 4 weeks, once daily administration

Protocol ID 1812VA323 (NCT04110054, JapicCTI-195079, 2019-002283-27)

5-600918 300mg

S-600318 150mg
f N
Ig ormed : Randomization Follow
onsent J sereening 5-600918 50mg -up

Flacebo

[Current status] = [Next milestone]
FPI: Achieved in Feb. 2020 LPI: Expected by the end of 2020

QSHIG.HDG| FPI: First Patient In, LPI: Last Patient In E?

An outline of the Phase 2b study is as follows. We set three groups of 50, 150 and 300 mg and a
placebo in Japan, US and Europe, and complete First Patient In in February, and Last Patient In by
the end of this year.

For this study, we set the hourly cough frequency in 24 hours as primary endpoint. Not only daytime
coughing, cough at night time is also associated with serious unmet medical needs as patients
cannot sleep well. We therefore changed the primary endpoint to cough frequency in 24 hours after
consulting specialist doctors.



Potential roles of P2X; in Disease e g

Characteristics of S-600918

« Selective antagonist of P2X; receptor, P2X;R
* Inhibits activity of sensory nerves that expresses P2X;R
* Reduced risk of side effects due to high selectivity for P2X3R vs. P2X,,5R

Possibility to show efficacy for diseases/conditions
that have hypersensitivity of P2X;

__ Cough | Pain ] Sleepapnea | itch | typerierson

*Inhibition of vagus * Inhibition of primary  +Inhibition of * Some reports indicate

nerve afferents carotid body that P2X,R shows efficacy
*Confirmed efficacy in * Confirmed efficacy in in animal models

clinical trials animal models

To maximize the value of 5-600918, LCM planning is ongoing

@EH'WDGI 5-800918 supplemental informaticn: shawn in appendices, p130-132 68

P2X3 exists in many peripheral nerves. Therefore, besides cough, S-600918 is expected to be
applied also to pain, sleep apnea syndrome, itch and hypertension. Among them, we focus first on
sleep apnea, using a machine called CPAP. In response to heightened expectations for drug
therapy, we will conduct PoC study on sleep apnea first in Japan.
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LCM Development Plan ) g
p_Phase1 ) Phase2 ) Phase3 )il
RCC *

CTN
Sleep Apnea Syndrome  inmar2020 *
Neuropathic CTN planned
Low Back Pain st
#s of Mar. 2020 ¢ Target in Mar. 2025
Sleep Apnea Syndrome Neurﬂpathlc Low Back Pain
Estimated number of patients in 7 major Estimated number of patients in 7 major
markets: 25M™ markets: 22M™
#» No approved drug » In some cases, existing drugs are ineffective
# Low tolerability/convenience of CPAP and » Evenwhen effective, CNS side effects are a
MAD treatments concern
- L
Drug treatment contributes to High unmet medical need for
patients’ usability effective and safe treatment
& SHIONOGI . 89

For this, we are now almost ready to submit clinical trial notification. Preparations are also under
way for neuropathic low back pain.
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S-637880
Neuropathic pain

* Origin: in-house

+ Mechanism of action: Not disclosed

* Characteristics: expected to be effective in peripheral and central neuropathic pain
+ Developmentstage (as of Mar. 2020): Ph1 multiple dose study (Japan, ongoing)

* Plans for FY2020:

*  Completion of Phase 1 MAD study
¥ Initiation of Phase 2a study

X SHIONOGI

Next is S-637880.
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New Opportunity in Pain Area ) g

One clinical study will start in FY2020 to evaluate both 5-600918 and 5-637880 in
one. It is important to develop analgesics esp. for Japanese pain market after
Cymbalta® and Oxycontin® family.

Neuropathic low back pain was selected to leverage the strength of two compounds
which are expected to be effective in peripheral and central neuropathic pain,
respectively.

SAS Sleep apnea syndrome

Diseases where $-637880 is expected to work 'C-“'-”js Interstitial cystitis/btadder pain
. syncrome
{perlpheral} s I DMP: Diabetic neuropathic pain
- POMP: Postoperative newrapathic pain
crees |l MLEF: MNeurgpathic low back pain
o MDD Major Depressive Disorder

M35 Multiple Sclerosis

HES B Fain I Others
wor Bars show market potential
[patient number)

W5 gart dsturbance |

Diseases where 5-637880 is expected to work
(central)

X SHIONOGI 71

Please turn to page 71. One of Shionogi’s current targets is the pain market, mainly Cymbalta and
the Oxycontin family. As a compound that follows these drugs, we intend to develop S-600918,
which | mentioned earlier, and S-637880, which is expected to be effective in central neuropathic
pain, for back pains.

Since the mechanism of back pains are extremely complex, which include focal and central
neuropathic, we will develop back pain drugs flexibly by determining which drug is more effective, or
whether both drugs will be used for development.

Furthermore, in terms of the mechanism of S-637880, we are thinking that the drug could be
effective for depression or MS gait disturbance and will consider selecting the next LCM while we
accumulate evidence, including non-clinical tests.
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SDT-001
Inattention symptoms of

pediatric ADHD patiey

«  Origin: Akili

+ Mechanism of action: Continuous activation of cerebral cortex through
multitasking challenge with optimized difficulty for individual patients

+ Characteristics: Digital therapeutic application

+ Development stage (as of Mar. 2020): Initiation of Phase 2 exploratory
study (Japan)

+ Plans for FY2020: Phase 2 study is ongoing (Japan)

% SHIONOGI

Next is SDT-001. This is a digital app that we have introduced from AKkili.



Expected Clinical Position of SDT-001 sons
in ADHD Treatment Flow _—

Diagnosis of ADHD
(Meed to treat inattention symptoms)

Environmental coordination /
psychoeducational therapy

.H.E'I"iE'I'I'.-------.---' (Sufficiant) Maintananos
therapy

ﬂ;h&ﬂ 3 II'I'I{}I'I‘H':S before Continuing psychoesducation
Pharmaco: Dgl{ﬂ treatrment » SOT-001

e fsutticlent) | paintenance
tharapy

: Review
%d of pharmacclagical treatment)

Review each efficacy of Psychoeducation,
pharmacological treatment
and SDT-001

ADHD patients currently have no options other than pharmacological treatment if
psychoeducationis ineffective.

SDT-001 could be a new, evidence-based, treatment option for the treatment of
ADHD before initiating pharmacological treatment.

. SDT-001 could potentially be used alongside pharmacological treatment.
% SHIONOGI 73

Please turn to page 73. Shown here is the treatment algorithm of ADHD. After a diagnosis is
finalized, improvement is sought through efforts such as environmental coordination,
psychoeducational therapy, counseling, and group camping. If those are ineffective, then
pharmacological treatment is initiated. That is the process.

Therefore, we have positioned this digital app as an alternative or adjunction to environmental
coordination and psychoeducational therapy, and are currently planning testing against these
patients.

Obviously, there are parents and patients who do not prefer to use pharmaceuticals since some of
the pharmacological treatment are addictive. We intend to apply this digital app to such patients in
the hope that it will be effective for them, and to other phases as well in the future.



Summary of Phase 2 Study SoNG

Exploratory study to evaluate the efficacy and safety of SDT-001 in Japan

® To initially assess the efficacy/safety of SDT-001 compared to sham
{exclude core mechanism of SOT-001).

® Collect reference data from psychoeducation-only group (include
environmental coordination).

Objective

4 Screening —p4—— Treatment period —» 4— Follow-up —p
Blind, Randamiz b

r SDT-001
i  Confirm Iy, 4

Study design criteria 1. randomi
i ——— - Sham
e e 4 A R
| confirm eriteria Observation group* |
Vo pen, non-randomized I i

+ eontinue only psychoeducation (include
environmental coardination].

Treatment 50T-007 or sham everyday for & weeks.
method

3 TETSELGALILIE @ Change from baseline in each ADHD symptoms score
® Change from baseline in TOVA (Test of Variable Attention, objective
measurements of inattention) score, etc.
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With regard to the summary of this Phase 2 study, we use the so-called digital app device and
Sham, which is an app that excludes the program that controls ADHD's inattention symptoms and is
equivalent to a placebo in pharmaceuticals.

Furthermore, as | mentioned in the beginning, we also want to see how it compares with cognitive
therapy and social environmental therapy, so we have set up that observation group.

The treatment method is to use this app once a day for about 30 minutes for one week and
continue this for six weeks.

With regard to efficacy endpoints, we evaluate the app’s efficacy and especially the degree of
improvement of ADHD'’s inattention symptoms from the so-called ADHD-RS, the normally used
scores, and an objective indicator called TOVA.
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Proposal for a Total ADHD Treatment Solution- g

Family e o
gita
therapy
Information
] sharing
: Uia IT amTE i-uli--lm".rm.-ll.'.'\i-mi DI'I.,I
Physician V 1oFa=7 9

Intuniv® Vyvanse®
(Pediatric and adult  (Pediatric indication,
indication) Planning of adult

development)
Provide digital therapy or medication customized for medical or
social needs of patient.

Sharing symptom status and monitoring between family and
vhysician through digital device

Improve the paradigm of care for ADHD patients
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By applying this app, a digital treatment, in addition to pharmaceuticals such as Intuniv and
Vyvanse, which are a stimulant and non-stimulant drug that we currently market, we hope to
improve the treatment paradigm for ADHD.
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AKL-TO1 Adjunctive Study (Us, Akili) -~ 4

Primary objective : To determine the effects of combining AKL-T01 (SDT-001) as adjunctive
treatment tostimulant medication in pediatric ADHD patient.

Endpoints : Primary: IRS (impairment ratingscale, Scale of life difficulty)
Secondary: ADHD-RS-IV, TOVA, CGI-I
Exploratory: Academic Performance Test (calculation, silent reading)

Pediatric ADHD patient, ages 8 to 14 years
On medication group : consistently on stimulant medication (for = 30 days)
prior to enroliment
Off medication group : consistently off stimulant medication (for = 30 days)
prior to enrollment

Method : A 1-month AKL-T01 1st treatment phase, a 1-month pause in AKL-T01

treatment phase, followed by a 1-month AKL-T01 2nd treatmentphase. The participants
on stimulant medication remained on medication for the 3 months and the anes off of

Target :

medication remained off.
Trzabmwnl
TREATMENT PHASE 1 Pausa TREATMENT PHASE 2
Chay 30 Day 0 Day B4
Scredning! d - Diay 28 Diay 55 =
i o DASMEns ) it
" Stimulant 1 1 bt —
= Gr1 Duaily AKL-TO1 |rf':||l-.- AKL-TO1
-9 — » . »®
Dhaihy ARL-TO1 | Duaily AKL-TO1
Gr? [raily AKL 1 |
Genus (=130
#
S 1Mo 29 Mo —
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I would like to report on Akili’s situation in the U.S.. Akili is currently carrying out efficacy evaluation
of cases where a stimulant medication, Concerta, is combined and cases where it is not combined.

| will write down the test design.



Interim Report of Adjunctive Study : Efficac

SONG

y.u- pous I

The IRS demonstrated significant improvement from baseline at
15t month and 2" month. (It is similar in ADHD-RS and CGI-l).

Each outcome demonstrated similar improvement in both the
on-stimulant and off-stimulant cohorts. Further improvement is
also shown after a 2nd month of treatment.

Off-medication

On-medication

1#t month

0.53

0.68

2" month

0.96

1.04
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On page 77 is an interim report of a two-month period. Significant improvement has been
demonstrated in the baseline of major efficacy endpoints at first month and second month.

Additionally, ADHD-RS, which is combined with clinical conditions, and CGl, which indicates the

degree of overall improvement, both showed an improving trend.

While a direct comparison with the drug cannot be made since it is still an open test, this digital app
by Akili has demonstrated a similar improvement in both the on-stimulant and off-stimulant cohorts.
Improvement was also shown after the first month and the second month, which indicates that there

was an effect.
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S-005151 [redasemtide]
Dystrophic Epidermolysis Bullosa,
Acute Ischemic Stroke etc.

«  Origin: Stemrim + Development stage (as of Mar. 2020) :

» Mechanism of action: Mobilization ¥ Dystrophic Epidermolysis bullosa (DEB):
Follow up study after Investigator-

of mesenchymal stem cells (MS5Cs) to initiated Phase 2 study (Japan)
peripheral blood v Acute ischemic stroke (AIS): Phase 2 study
» Characteristics: (Japan)
v Drip intravenous infusion * Plans for FY2020:

v DEB: Completion of follow up study,
PMDA meeting (Japan)
¥ AlS: Conduct Phase 2 study {Japan)

¥ Induction of regeneration by
mobilized MSCs

& SHIONOGI

Please turn to page 78. | would now like to explain about S-005151, or redasemtide, which we
introduced from Stemrim.
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Mechanism of Action

Promote tissue regeneration Suggested action of redasemtide
In wivo self-regeneration mechanism
discovered by collaborative research msc
with academia and venture ST accumulation
(& .- in the damaged
Regeneration- Drug =) lesion
inducing factor | = discovery _/J\_A
seeds Ve M"“——..H
redasemtide / ] | -
Peripheral admlnlstratlﬂrri! -‘.T' y tnuh"izatiu“ to
LR ™ |. peripheral
4
|

Bone marrow | hlood | Damaged tissue | J.
o Lot il '\ blood
circulation Nr;’ [ |- pe W
u IIII !I )k kll" III
- \

Mesenchymal stromal cells (MSC) A

£ stempim

This peptide with regeneration-inducing effects arose from drug
seeds derived from a collaboration with the Osaka University-
originated venture, Stemrim
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Please turn to page 79. | would first like to go over the mechanism of action. As shown at the left-
hand side, the administration of peptide with regeneration-inducing effects mobilizes mesenchymal
stromal cells (MSC) from the bone marrow, and MSC moves to the damaged tissue. This MSC

cures the tissue damage.
This redasemtide was introduced from Stemrim, a start-up originating from Osaka University.



Study Result of DEB Clinical Study (Flash Result)

Study Design

G R O TR Sl Investigator-initiated phase 2 clinical trial of KOI2 for Dystrophic
UMINO0D029962) Epidermolysis Bullosa (DEB) patients*

Subjects DEB patients, N=9%
Study site Osaka University, Toho University, Keio University

Percentage change from baseline in the total area of blisters,

Sl e L erosions/ulcers on the whole body

Intravenous drip infusions, 10 times/4 weeks, 1 time/day
[Tw: 4 days/week, 2-dws: 2 days/week]

Dose and usage

Investigator-initiated phase 2 clinical trial (Completed) Fellew up study (on geing)
Intravenous drip infusions, 10 times/4 weeks T T T T \'n
: i
-Bw  -Aw o 4w Bw 12w 16w 20w 24w 2Bw : S2w :
DEB patients J |
{n=9} i
!
|

Baseline Efficacy evaluation (total blister, erosion/ulcer area) Continuation of efficacy
. 4

_______ -

Confirmed efficacy of redasemtide in DEB patients

(Flash result, next page)

- *This clinical trial was supported by AMED {AMED Study No. JF12Im0203018, Representative:
III SHIDNDGI Katsuto Tamal, Sitez Cosaka University). EG

Let me present a summary. The subjects are nine patients of epidermolysis bullosa at Osaka
University, Toho University, and Keio University.

Administration is 10 times over four weeks, and the primary endpoint is the change from the
baseline, the areas of blisters and erosions/ulcers on the whole body.

We have completed 28 weeks, and in order to see how these effects have been maintained or not
after the 28 weeks, we are carrying out a follow up study at Shionogi as a clinical trial. Today, |
would like to introduce the results of the 28-week investigator-initiated trial.



Percent Change from Baseline in the Total Area of Blisters,
Erosions/Ulcers on the Whole Body (Flash Result) il

Total (n=9) wl  wd owB w12 wlf w20 w24 w28

=8 =R Trom W2d]
o Eror bar: 5% Confidence inberval

Statistically significant
improvement
(After week12)

# g4q 516
4005 =a0H

o) Buipseq Wy pbueys pbejubsay

This result suggests that redasemtide might be
effective in lesions on the entire body, differing from

other regenerative medicines whose efficacy is limited to
the site of administration
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Please turn to page 81. The vertical scale is the change from the baseline and the average value
after 28 weeks. As it says in the slide, the chart shows a statistically significant improvement.

We believe that redasemtide might be effective in lesions on the entire body, differing from
conventional regenerative medicines whose efficacy is limited to the site of administration.
Therefore, we are currently carrying out the next LCMs after epidermolysis bullosa.



Acute Ischemic Stroke SONG

- Effimy_mﬂalpﬂ_s_?mems —
Rat permanent occlusion model prepared by MCAO*

Administration of redasemtide was started ?rum 6 hours after MCAQ.
Administration

Infarct volume evaluation Meurological evaluation

Occlusion (5 times every 24 hours)
IEVEVEVIE) 3
Ischemic condition
& hours Day & Imnrovement of Day 28
Neuroprotective effect neurological deficits
Infarct size reduction Recovery of sensorimotor function

7

Latency (sec)

e

Control redasemtide ﬁg _ w
140
. L .

EE s
#*
120
Latency shows the
time to remowve the
adhesive tape from
left forelimb.
E :Infarct area ¢ '

frapant Vehicle Low Middle High

These results indicate that redasemtide may be effective in the patients

without reperfusion within 24 hours** after the onset of ischemic stroke.

m SHIONOGI "*L;i‘:i‘;vcrirzzriiL:prt?:rr;;.{.-v:s‘?;;:immd b 24 howrs afficacy in hwman by the mismatched region analysis
One of them is shown here on page 82. It is acute ischemic stroke. The chart is based on non-
clinical data and shows how the infarct has changed by administering redasemtide six hours after
the infarction, using a rat permanent occlusion model. As you can see, the redasemtide cohort
shows a contraction of the infarct, which is the area that is lighter, compared to control, indicating
that redasemtide is effective in a dose-dependent manner even in an animal model of a recovery of
sensorimotor function of a rat.



Study Design: sonG
A Ischemic Stroke Ph 2 —

Subjecis Acute |schemic Stroke patients within 4.5 to 24 hours after the onset
of ischemic stroke
Study design Multicenter, randomized, double-blind, placebo-controlled, parallel-
group
Target sample size 150
Primary endpoint modified Rankin Scale (mRS) 90 days after the first dose
Dosage Once daily, 5 days (90 min infusion)
Location Japan
Protocol ID 1810P2221 (JapicCTI-194963)
4.5-24hr < Dose (5 days) >
& redasemtide (n=75 .
) Q, (0=75) GRS
3 =] o I
n 5 < 2 E
! o 90 %.Q
S Placebo (n=75) =
Nov, 2019: First Patient In Sep, 2021: Last Patient Out
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Based on this data, we are currently carrying out Phase 2 POC studies against 150 cases in Japan.
This is the table. Dosage is once daily for five days and we registered the first patient in last
November, with the observation scheduled to end in September next year. Enrollment is currently
progressing steadily.
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Non Clinical Study Report =) g

Cartilage regeneration in rat joints

mdasemt'de- E ﬂ

[collaborative resaarch by Ozaka University and STEMRIR

Efficacy in a hamster model of dilated cardiomyopathy pLos ong|
https//doi.org/10.1371 journal.pone. 0202838 December 5, 2018)

=) B= COi0d

[I=-0 ] p= Q0eA
14
w

dasam-
scaks barn Gy Cont =
Reduced the degree of myocardialfibrosis Accumulate MSC marker positive celis
(collaborative research by Osaka University and STEMRIM) in I'I“I}"Di:al'dll.ll'l'l

Caontred radasemtide

= reglasen -
bl

Cionbrol

o W ok B @ D

T Coentrel  redasemtide
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Furthermore, this is the joint study by Osaka University and Stemrim. It is the efficacy check in
cartilage regeneration in rat joints and in a hamster model of dilated cardiomyopathy. As you can
below, here on page 84, the degree of myocardial fibrosis has been reduced and MSC markers
have accumulated in myocardium, and we expect redasemtide can be applied to various diseases
based on the mechanism of this drug.



LCM Plan

Cirrhosis of the liver

# Improve liver function
# Provide new treatment opportunities for patients
without effective treatment

Knee osteoarthritis

# Cartilage regeneration
7 Provide new treatment opportunities that can contribute
to improving QOL in an aging society

Cardiomyopathy

# Reduce myocardial fibrosis
» Provide new treatment opportunities for patients
without effective treatment

Licensed exclusive development, manufacturing and

marketing rights worldwide from STEMRIM

e ———
Plan to start physician initiated clinical study based on the nonclinical evidence
Maximize the value of 5-005151 as a regeneration-inducing drug with strong
collaboration with academia
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As | have explained, Stemrim has started a joint study with Osaka University and is applying the
drug to various diseases. Since we have the technology that can fully supply this peptide drug
development, we intend to synergize the strengths of Stemrim and Shionogi, and will promptly carry
out development for multiple diseases.
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S-770108
Idiopathic Pulmonary Fibrosis

Origin: in-house
Mechanism of action: Antifibrotic
Characteristics:
¥ Oral pirfenidone is recommended treatment for IPF as per international guidelines
¥ Inhaled dry powder formulation accompanied by a specifically developed inhaler device

¥ By directly delivering the drug to the site of action in the lungs, a substantial reduction
in systemic exposure and improved safety profile can be expected

DEEJE;apment stage (as of Mar. 2020). Lung deposition study under preparation

Plans for FY2020: Examine the ability to reach the lungs during the lung
deposition study (UK)

X SHIONOGI

Next is S-770108. This is a so-called inhaled formulation of pirfenidone.



SONG

S-770108 Development Approach —

Oral Pirfenidone (Pirespa® & Esbriet®)

[Efficacy] [Safety]
+ Efficacy established in pivotal trials™ | | « High incidence of side-effects
- Photosensitivity (14.4%)

— Reduction in rate of lung function decline ;

(Forced) vital capacity - Loss of appetite (27.9%), Nausea (8.0%)

- Maintenance of 6 minute walk test « Over half of patients fail to reach

— Extended progression free survival the recommended maintenance
« Improved survival (reduced dose (1800 mg)

mortality)® + Around 20% of patients

Recognized in international guidelines discontinue the drug due to side-
as a recommended treatment for IPF effects
{2131 5}5] (Figures from lapanese domestic PMS stucy™)

—

+ Greatly reduce systemic exposure by directly delivering the drug to
the lungs
Achieve efficacy while reducing the incidence of side-effects related

to the oral formulation, while maintaining adequate concentration in
the lungs and improved adherence.
Assessing global development plans

wr Respir ), 2070:35(4c821-9. 2 Lancet. 207 1;377%7 M1 760-9.  3) N Emgl ) Med, 2074, 3700220208352 E?

- iH: | .
le SHIWDGI 4 Lancat Raspir Mad, 2017:5{11:33-47 &) Am ) Respir Crit Care Mad, 20015192 20a2-19, 6] Respir Inwastig. 207 5:53(5)023.2-47

Please turn to page 87. Oral pirfenidone is currently the golden standard of treatment drugs, but its
issues include side effects, especially photosensitivity and digestive symptoms such as loss of
appetite and nausea.

However, we are currently developing an inhaled drug since we consider there will still be needs, as
an inhaled drug will significantly reduce so-called systemic exposure as well as the incidence of

side effects as a result.



$-770108 Overall Development Strategy-

A’ Preclinical, Pharmacodynamics
Assess the effective lung dose required during
inhalation in animal madels

= = - =
2 Phase 1 Pharmacokinetic study 3 IPF patient inhalation study (Japan, 2019)
(Completed) + Assess inhalational flow rates cbtainable by IPF
patients using the device, then utilize these flow

« Well tolerated, good safety profile
+ Pharmacokinetics @ Approximately 1/100 of that
seen atter an oral dose I =1
i

rates during the lung deposition study®:

4) Lung deposition study (UK, Healthy volunteers, FY2020)
* Using inhalatienal flow rates identified in 3, examine lung deposition parameters (particularly in

the outer lung) after drug inhalation
+ Determine whether sufficient amount of drug reaches the peripheral lung for efficacy to be

expected

A L

& Late phase trials
Demonstrate the safety and efficacy in IPF patients

+ The lung deposition study is key for inhaled drug development as it may allow us to
fnregn dnse-ranging studies and increase development speed

chemical properties of pirfenidone powder prevented the application of previo

Technetium radiolabeling methods (Wet, Dry methods), a new hybrid method was

developed for this project, which is undergoing process validation

% SHIONOGI o8

Following the end of Phase 1, we consulted with Japan’s regulatory authorities, who pointed out
that we should proceed to clinical testing after checking the lung deposition parameters. Therefore,
we are currently planning studying the amount of lung deposition after inhaling this radiolabeled
pirfenidone. After this study is completed, we will smoothly move onto Phase 3 tests.
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$-648414
HIV

*  Origin: in-house
*  Mechanism of action: Mot disclosed
+ Characteristics:
¥ Mew mechanism of action
v Excellent efficacy against viruses resistant to other anti-HIV drugs
* Developmentstage (as of Mar. 2020) : Phase 1 study ongoing (US)

* Plans for FY2020:
v LS Complete Ph
« LIS Initiate Phase 2 study (POC)

& SHIONOGI

Next is S-648414, HIV.

I will skip page 90 since Kiyama has explained this earlier.



Single Oral Dose Study Results and sons
Future Development S

Phase 1 single oral dose study (preliminary results)

« Safety : No major concern

«PK : Achieved a target drug concentration for efficacy at low dose
Excellent safety and efficacy profile expected

Initiate PoC study once safety and tolerability at multiple
doses are confirmed

Deliver the best 2 drug treatment with DTG
- Next step, development of LAP

LAP* development

@EHIMDGI PE: Pharmacckinetics DTG Dolutegravir * LAP: Long acting parenteral administration 91

Please turn to page 91. We have currently finished single oral dose. There was no major concern in
safety. Since we have achieved a more than anticipated exposure at low dose in terms of PK, we
are currently carrying out multiple dose tests and will initiate PoC study once we have confirmed
safety and tolerability at multiple doses. We hope to carry out early submission under this
schedule. At the same time, we are also considering long acting parenteral administration.
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Tos yaud

Xofluza®
Influenza Virus Infection

«  Origin: in-house
*  Mechanism of action: Cap-dependeant
endonuclease inhibition
*  Characteristics:
¥ Single oral dose
¥ Potent antiviral activity against seasonal
influgnza (type A and B viruses) and virus
with potential pandemic risk including
highly pathogenic avian viruses
¥ Confirmed safety/tolerability

& SHIONOGI

This is the last product—Xofluza.

Deuelopment stage (as of Mar. 2020) :

Japan: Submitted post-exposure prophylass mdication (Dot
2019, Completed patients enrcllment in Japan high-dossa
pediatric study

Taiwane Lawnched Xofluza tablet (Mov 2019), Submission for
post-exposura prophylaxis (Mar 2020

15 approved for otherwise haalthy patients and high-risk
patiants

ELY; Submittad for treatmant [otherwise haatthy and high risk
patiants) and post-exposure prophyless ndication [Mov
2019)

+  Global Hospatalized stedy, reduced transmission study,
pediatie study (under 1 year old) are angolng
Plans for 2020FY:
+  Japan: Complate Japan high-dose pediatric study
"

Global: Camplete hespitalized study and pediatric study



Outside Japan: Smooth Development I
Progr rt its Full Potential —

® Nov 2019: Submitted for treatment
(otherwise healthy and high risk
patients) and PEP indication

® 40 2020: Approval (TBC)

-
® Oct 2019: Approved for high-risk
patients*
® Jan 2020: Accepted CAPSTONE-2 study )
« paper by Lancet Infectious Disease
Taiwan # Xofluzais one of the antiviraldrugs
® Aug 2019: Approved for otherwise recommended by CDC this season®*
healthy patients Y
® Moy 2019: Launched Xofluza tablet ra
® Mar 2020: Submitted for PEP indication
Increase product platform by adding indications in major
markets in collaboration with Roche group
- *high-risk patients : patients at high risk of flu complications ~ PEP : Post-exposure prophylasis
msHIDND‘GI ** it e o, gow By trea troentbal cxsvir-rarboil iton 93

Please turn to page 93. We have made submissions and were approved in Europe, the U.S., and
Taiwan, after Japan.



Strong Antiviral Effect: Confirmed Prophylaxis::
and R Transmission Eff f Xofluza _

* Reduced transmission study
* Collaborative observational study
with a clinic in Japan

Confirmed reduced transmission effect

* Post-exposure prophylaxis study

Cﬂl‘lﬂl‘_l'l'l post-exposure in patients treated with Xofluza
prophylaxis effect in household
contacts treated with Xofluza
@ e @

o
e ®

N o
e
Patients take Xofluza

Confirmed reduced transmission effect

H“"“h“":_‘“;t:‘“k“;h;h“" index following post-exposure prophylaxis
e effect driven by strong antiviral effect

Confirmed post-exposure of Xofluza
prophylaxis effect

Xofluza®
Strong antiviral effect

& SHIONOGI
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Please turn to page 94. The characteristic of Xofluza is its strong antiviral effect. We are currently
carrying out prophylaxis study and transmission study. Since we have achieved excellent results
from the prophylaxis study, we have made a submission.

As you are aware, the issue especially in Japan is the 138-substituted virus. | would like to review
the characteristics we have learned so far.



138-substituted Virus: Characteristics Based on SONG

Clinical/Non-clinical and Surveillance Data

#® Association between the incidence of 138-substituted viruses and clinical symptoms:
In all age populations, the rate was higher in A/H3NZ2, though the median time to
alleviation of iliness tended to be longerin some younger pediatric populations, the
tendency is not apparentin 6-12 years old pediatric patients

® Susceptibility- replicative capacity - competitive fitness:
Though |138-substituted virus from clinical isclates showed reduced susceptibility to Xofluza,
replicative capacity of substituted viruses was comparable to the wild-type. In
competitive fitness experiment, wild-type became dominant under co-infection of
wild-typeand |138-substituted viruses

#® Transmission:
According to the surveillance results in prior season, several human-to-human
transmission cases were found, but large-scale transmission of 138-substituted viruses
has not been seen in this season or prior seasons

S ——
Statement for Xofluza use issued by JAID* and JP5**
12 to19 years of age and adults : No decision on a recommendation for XOFLUZA use
has been made at present due to limited clinical data
Children <12 years of age : Careful consideration of the XOFLUZA use, taking into
account the high rates of emergence of variant viruses

e i

e S

Continue to collect further data and analyses to characterize 138-substituted virus

g5

nese Association far Wlecticns Disease)  hitpe/ e kansanshioor ipfmcgulkes fouidelines/index phpfoontent id

. “1AIC (The (ENELT L
Im EHIMDGI 75 (JAPAR PEDIATRIC SOCIETY httpe e ipads or ipfupkoads Miles 01 9-2020 infhsonze all pdf
Please turn to page 95. According to last year’s data, the incidence of I138-substituted viruses was
higher in H3. In particular, the median time to alleviation of iliness tended to be longer in some
younger pediatric populations under the age of five. On the other hand, the tendency was not
apparent in 6-12 years old pediatric patients.

The replicative capacity was comparable to the wild-type. In a competitive fithess experiment the
wild-type became dominant under co-infection of wild-type and 138-substituted viruses.

Thirdly, with regard to transmission, several human-to-human transmission cases were found, but
large-scale transmission of 138-substituted viruses has not been seen in this season or prior
seasons. We have shown you these data previously.

| did show you these data, but since we did not have enough evidence about whether these were
actually a clinical problem, we were told by medical societies that they could not make a decision on
a recommendation for Xofluza use on adults or that they would carefully consider the use of Xofluza
on children. Therefore, we have been collecting more data on the 138-substituted virus.



138-substituted virus: Actions for Surveillance - p

® Purpose of surveillance:
Investigate susceptibility of flu viruses to Xofluza, incidence of substituted virus emergence

and clinical outcomes in patients with |38-substituted viruses
2018/79

Wy T AT -y e p——— T D A N T
A 02 I_'.' / _G_ [Fee P S e | o R B P B e ]

WEGr

P Drug use result survey: Miigata university -> Surveillance results uploaded in Shionogi website® twice a month

Number of samples: 100 strains,/year
Period: 6 seasons from 2018/19 season

» Domesticsurveillance (JPA surveillance) Investigate
MNumber of patients: 300 patients/season { Charactenstics ( f
Period: 2-3 seasons from 2012/20 season 13

38-substituted
VIrUSes in
» Global surveillance (Roche): : collaboration with
Under discussion Roche group

Disclose the surveillance results in a timely manner
Continue to investigate characteristics and transmissibility of
I138-substituted viruses

* Shionogi Xofhea website  https:/fweaw shinnogice jpdmed/p sofhe 38 virus info/
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Our initiatives are shown on page 96. One is post-marketing surveillance, which we have
outsourced to Niigata University. Other current initiatives include domestic surveillance by the JPA
and a global surveillance by Roche.



Detection of 138-Substituted Viruses SoNG
in This Season |

® NIID: Detection of antiviral drug-resistant viruses in Japan during the 2019/2020
influenza season (as of Mar. 16, 2020)

A(H1N1)pdm09 A(H3IN2) B
Resistant (%) 1* (0.2%) 0 (0.0%) 0 (0.0%)
Number of viruses tested 515 36 15

“In accoroance with 'WHO's pravisional stanclards, defined as a reduped susceptinility virus when thres foid ar moee suscepbiility reduction is confirmed, patient withaut trestrmem

® Drug use result survey result (Conducted by Niigata university: as of Mar. 18, 2020)
Frequency of influenza patients with F&/138 mutations in Japan during 2071%/20 influgnza season

Post-treatment with baloxavir

o S .

- -‘11-_"'11":1--'_'_"_!":‘":I':IrI Pre-treatment Based on all treated cases Bazed on sequence-positive In
Type/Subtype — the second sample
AHTMN1)pdmOg 0% (0/1587) 2.70% (/487 4.2% (1/24*)
AlH3INZ) — — _
A{H'INI][J-dmI}‘EI' and — {1**/1) - -

AlH3INZ)
B — (/1) - -

*E1990 was detecied in pre- and past-treatment samples callected from ane patient. The susce plibility best is aesessing.
%4 patient with mixed infection af AH1NT1pdmidE and A{HIN2) harboring PAAIET. The S&H1N1pcom0Y sequencing was unavadahle.

# In this season, 138-substituted viruses with reduced susceptibility have been

rarely observed in pre-treatment samples
» Spread of 138-substituted viruses have not been observed

HID: Mational Institute of Infactious Diseages

Iil SHIOMOGI D Antiviral resistance surveillance in Japan hitos: s nid oo pinid,jainfle- resist bt a7
- Nilgata Wndversity Antivical Susceptibility httpeSvws med nsgata-u.ac joipubcategonginflusrzasearchy
Page 97 shows the latest results. With regard to the surveillance by NIID, the number of antiviral
drug-resistant viruses detected during the current season was 1 in H1 out of 515 samples tested
and zero in H3 and type-B out of 36 and 15 samples tested, respectively.

In the drug use result survey, only 1 was detected in H1 out of 48 and none detected in H3 this
season.

As you can see, though the drug resistance of 138 became a big issue or the risk of transmission
was much talked about last season, in this year’s data we have not observed a great amount of so-
called drug-resistant viruses and no clinical problems have occurred either.

We intend to consult with the medical societies about evidence once again based on these facts
and data so that the product could be used.



Key Events for Major Pipeline Compounds _

Pipeline m FY2020 FY2021 FY2022

5-648414 ® ® Ph2a star Pha topline results
HIV infection an- 9“‘""'9 (2q] (4]
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Infectious diseases, cancer 4Q (3q)
zuranolone Ph2 s Ph2 topline results
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5-600918 PhEE? * Ph2b tophne results
Refractory chronic cough CR-Gaing 4 [e)]
5-600918 Pha * Ph2a topline results
sleep apnea syndrome start el
5-637880/5-600918 Ph1 m‘; o e Ph2a start ¢ Ph2a topline results
Meuropathic low back pain LM By EIN ) EEQ (aq) (40)
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5-B74713 Phistart FPhi top- Ph2 start
Mon-clinical i
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ADHD On-gaing (2q)
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Post-stroke spasticity (3q)
5-872881* —clinical Ph1 start
Alzheimer's dissase Meon-clinica (2aq)
¥ Ph2 or Ph3 topline results are anticipated
= * 5-109802; Profiles are shown in appendices, p.137-139
le SHIONOGI ** 5-8728281: Profiles are shown in appendices, p. 140, 141 99

Please turn to page 99. Our development timelines are presented on page 100. To be honest, there
are few milestones in fiscal 2020, but we will advance our development in multiple items in fiscal
2021 based on these results of Phase 1 and Phase 2.



Key Events for Major Pipeline Compounds _

m Mar. 2020 FY2020 FY2021 FY2022

redasemtide

sponsor investigator Launch
Epidermalysis bullosa top-line results
redasemtide Pha Ph2 topline results
ischemic stroke on-going (3c)
RegulatoryT cell SR
inhibitor Mon-clinical (263
Cancer
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5-770108 Preparation far lung LD study LD study
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o (LD stuchy) (1) (30 20
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5-209309%* . Ph1 start Phi Fh2a
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results T}
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C-7 23595 Prafiles are shawn in .|F|F||'|':|i| e, p. 142, 143
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Acldliticn of data to the labssl CAR cabotegravic RPY |i||:i'ui|i|||'
. 101

I:I SHIONOGI PCII: -'1.:;:'. Cl|;'ne-r5t|'-.-? lleus
| will skip page 100. Please turn to page 101. We will launch innovative drugs continuously for the
items listed here.
This concludes my explanation.

Kyokawa: Thank you. Since we are slightly behind schedule, | would like to proceed swiftly from
here. Isou will explain about CMC.



Changes in the Role of CMC R&D Divisioh g

Smal molecules  noa
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to date Technology BRCELEER
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«  Manufacturing function is unified into Shionogi Pharma (5PH)
= Optimization of overall group companies

« Expanding the scope of modalities beyond small molecules to non-small molecules
= Application of legacy technolegies/knowhow acguired through small molecule experience

« To further strengthen new technology development for the future
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Isou: | would like to start with CMC research & development.

Please turn to page 103. As the outline of Shionogi’'s CMC, | would first like to explain the changes
in the role of the CMC R&D Division.

The CMC R&D Division to date had focused mainly on small molecules, as is written here. As you
know, we have decided to optimize our group by unifying all of our manufacturing functions into a
group company called Shionogi Pharma. Therefore, CMC will focus on new technology
development as well as expanding its scope of modalities beyond small molecules to non-small
molecules in the future.

I will explain this again later, but in this technology development, we intend to focus on the following
three pillars: 1) to improve the probability of new drug discovery, in other words, the probability of
exploratory studies; 2) to seek improvement of product value by thoroughly concentrating on
commercialization research; and 3) to improve industrial productivity.



Oligonucleotide Program (Including S-540956)

New Manufacturing Approach for a Specialty ey :
Instability of Key Compound J New Approach with Stable Key
Compound
API Linker
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Key Compound is too +Oligonucleotide pound enabled
@ @ unstable to produce TFErEy mianufacturing.
Oligonucleotide Madifier

The novel protected linker was successfully developed

Stability of Key Compound and applied to manufacturing through collaboration

between Med. Chem. and CMC.
Primary Approach  New Approach

* decomposed with '+ Stable at room Efficient manufacturing approach

unacceptable rate temperature for a f : ' '
. or Oligonucleotide drug was established.
even in a freezer couple of months g d I
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Please turn to page 104. lwasaki has explained about clinical development, but in the following
slides | would like to explain about CMC'’s actual technologies of what kind of value to add to clinical
development and how to improve the product value.

I would first like to talk about the oligonucleotide program. This is partly aimed at S-540956 and is
meant to solve the manufacturing issues of these specialty oligonucleotides or modifiers with a new
manufacturing approach.

The conventional manufacturing approach was to apply these modifiers to oligonucleotide, mainly
the phosphate ester section, by activating the side chain unit in this manner.

However, this approach leads to extreme instability and low productivity since activating reduces
stability. The new approach replaces this with a protected linker unit, after which protection and
activation are carried out. This step-wise approach enables these modifiers to be applied to the
backbone of the oligonucleotide smoothly and with high yield, and leads to the establishment of
very efficient manufacturing. We have applied for a patent.

In short, while the primary approach resulted in instability and low yield or quality, this approach
achieves high purity and yield, contributing to accelerated development.



HIV program

Maximizing the Value of Our Products by Long TONG
Acting Parenteral Technology _—
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Please turn to page 105. These are initiatives in formulation. It is the improvement of product value
by formulation technologies such as the long acting parenteral, or LAP, technology of the HIV
program—mainly S-648414.

S-648414 is extremely soluble in water and LAP is generally very difficult with these drugs.
However, we thoroughly focused on this matrix, the polymer matrix, which swells and very gradually
expands by absorbing moisture, releasing small molecule API. This is what the LAP technology is
based on.

This illustration here describes that in a diagram. Where frequent administration is necessary, we
intend to apply a new approach with this kind of PK profile and mainly with the sustained parental
solution, especially this polymer matrix, which | have explained.

To develop a product that meets the medical needs of patients, we are developing a formulation
that guarantees a sufficient plasma level with two administrations of parenteral injections per month
or a single administration every three months.
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Please turn to page 106. This is the peptide program. As we have introduced earlier, many peptide
drug candidate compounds are scheduled in the future. Amid this situation, improving the efficiency
of peptide drug manufacturing will become an urgent issue.

Peptide is traditionally manufactured through solid phase peptide synthesis, but its reactivity is a big
problem. There has been insight that micro wave is extremely effective in improving reactivity.

Micro wave, which is generally known for micro wave ovens, is very effective in attaching such
inactive amino acid.

Also, the reaction time, which used to be about 40 hours, can be reduced to one hour. The reaction
efficiency can also be greatly advanced by using this approach.

This technology innovation was difficult to be converted to manufacturing, and it was indeed difficult
to apply to actual manufacturing, but we have achieved smooth introduction through a technical
alliance with PeptiStar Inc. We intend to improve productivity by promptly inputting this
technological innovation using micro wave into the peptide manufacturing system.
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Now please look at page 107. We would like to touch upon oral drug formulation technique
regarding the Peptide Program. As Mr. Kiyama has said, peptides with high oral absorbability come
up from the SAR Research Group. However, one of the characteristics of peptides is low oral
absorbability. With oral formulation technology to overcome such disadvantage, we are now
working on development of formulation with improved oral absorbability.

In general, peptides are freely soluble in water. If they remain their water solubility and go to the
intestines, they flow smoothly onto the mesenteries and are excreted. Therefore, we focused on
adhesion. By securing adhesion, so-called retentivity, interaction between the mesenteries, we
came up with the idea to use middle molecular peptides via paracellular route among the intestinal
absorption routes. This is the origin of this technology.

By applying this unique technology, we have acquired oral bioavailability of peptides about eight
times higher than that of competitors. By further utilizing such technology, we plan to improve oral
absorption of peptides coming up from the Drug Discovery Group.
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Let me move on to page 108. This slide shows improved industry productivity by continuous
production of S-600918. In general, continuous production has already used in the field of
pharmaceutical production. However, the greatest issue is Process Analytical Technology, so called
PAT.

At present, the greatest problem is how to secure the quality in the continuous production and how
to make an analysis.

Facing that issue, we have decided to use an in-line monitoring technology, which is a new
spectroscopic technigue and is a joint research. Using such highly advanced technology, we will
proceed with analyses of in-line continuous production.
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On page 109, | would like to talk about device development through collaboration with other
companies. | think that highly diversified drug administration routes will be selected in the future.
This trend will certainly be relevant to improvement of the product value. In that case, we have to
choose best manufactures for producing such devices.

| often hear that manufactures with advanced technology find it difficult entering into the field of
medication development, feeling barriers of regulations on pharmaceutical products.

Because our company has a rich stock of know-how and expertise on that matter, we would like to
establish a framework to discover and develop the best novel products with the best partners by
extending the opportunities for collaboration with companies which have had difficulty entering into
the medical field and lowering the barriers so that the medical ecosystem can be established.

We have already built up the framework and collaborated with some partners in developing an
inhalant device and a transdermal absorption device.
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Please look at page 110. As we have discussed the area to be enhanced in the future as well as
technology acquisition and application of modality, we consider that Shionogi has a great strength
in small molecule preparations. In addition, regarding peptides, | consider we are approaching the
realm of strength through collaboration with PeptiStar Inc. and the technology that we have touched
upon in the presentation.

In addition, regarding the area to be enhanced in the future, mainly on biopharmaceuticals, we are
glad that UMN Pharma Inc. has become one of our group companies in the field of vaccines. Their
technology is basically related to biopharmaceuticals, and it can be converted to development of
antibodies and cells.

Currently, technology transfer or technology application has been much discussed in the field of
biological medicines. We hope that we will actively work on antibodies, cells or gene therapy based
on such technology application. This slide shows that we aim at moving into the area to be
enhanced by acquiring novel modality technology.
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This is the last slide. As | have mentioned a little, regarding the strength of Shionogi's CMC, we will
actively work on application of CMC technology to provide solutions in the early phase for raising
success rates of drug discovery.

Then, we will research how to commercialize our products to meet product needs and market
needs in a thorough manner so that we can attain drug discovery with completely novel added
values.

And finally, in terms of further improvement of industry productivity, we hope to contribute to cost
reduction and productivity enhancement through technology development such as continuous
production.

Our motto for the future is to lead Shionogi’s manufacturing strength by creating values that we
have not seen.

That'’s all from the CMC Group.



Kyokawa: Thank you very much. Now, Dr. Teshirogi would like to sum up the presentation.

Teshirogi: Because we are running behind schedule, | will not touch upon what is written in the
presentation material. But let me add a few things. One is that we would like to proceed with the
R&D operation by these members, Sawada, Kiyama, lwasaki and Iso for a while. If it doesn’t work
with these members, it can’t be helped. In this sense, these people may feel considerable pressure,
but I hope they will be thrilled with it and go ahead.

Another subject is about the novel coronavirus. Some people criticize that Shionogi is too quiet
about this matter and seems to do nothing even the company is a manufacturer of anti-infectious
disease medications. However, we would like to convey highly reliable information when publishing
a news release because we are a company specialized in infectious diseases. This is our in-house
basic concept.

As Kiyama mentioned, we have started a project on coronavirus including the new type since
December. As you have seen, chemical compounds with the size of 100 nanometers or double-digit
nanometers have been found. If we commit ourselves to this task including how we proceed with it,
we would like to pursue chemical compounds steadily and appropriately so that they will be good
drugs in the world. We proceed with it at top speed.

Concerning influenza test kits currently much talked about, we, as a company, would like to confirm
the positioning of the PCR test in society. We have experience in testing ordinary types of
influenzae, and we know that the accuracy differs depending on from which part the sample is
collected, that is, from the nose, throat or the oral cavity. Taking this into consideration, there may
be space that we can contribute to society with a kit to test blood samples as a quick scan which we
think it useful for testing much more patients, although the PCR test should be used for the final
confirmation.

Because we have committed ourselves to the field of infectious diseases, we hope we continue
offering information what we can do from our perspectives based on our experience and expertise.

I'm going to finish soon, but there is one more thing | would like to point out. | consider that all
pharmaceutical companies including Shionogi should pay special attention to how the novel
coronavirus will affect clinical studies currently underway in the world.

At present, Global Development Division is investigating how the novel coronavirus will have impact
in detail, especially on doctors who are experts of infectious diseases or respiratory diseases and
how the virus has affected hospitals in which clinical studies have been stopped because of the
shutdown. I'm sure the Division stays on top of the status of clinical studies which are ongoing
without delay, comparable to other pharmaceutical companies. | hope to keep communicating with
you about how the current situation is going to affect clinical studies from the perspective of the
entire pharmaceutical industry by continued close observation.
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Key Events for Major Pipeline Compounds _
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Overcoming the HIV Product Patent Cliff -1- " - 1
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What | would suggest you follow up are pages 99, and 100 where Ilwasaki discussed the events
from 2020 to 2021 as well as my part on page 114 . We have discussed how we should overcome
the patent cliff of HIV products, how much sales volumes are there, and how many patients we can
make contribution to. Taking these into consideration, these three years will be extremely important
for the future of Shionogi. We kindly ask for your understanding.
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Before concluding the presentation, let me talk about one more thing. Please look at page 118. In
fact there are not so many companies seriously working on the AMR issue. But, Shionogi would like
to take the comprehensive initiative including cefiderocol on infectious diseases including the AMR
issue all the way.

Fortunately, many people in the world have come to recognize the company name, Shionogi and
our serious commitment to infectious diseases perhaps because of the ESG ratings. We would like
to continue our efforts on this field.

I'm afraid | may have talked a bit too long. | would like to end the wrap up. Now, let us proceed into
a question and answer session. Thank you very much.



Q&A

Kyokawa: Now, we have just 20 minutes or little more. So please ask questions briefly, and please
give your name and affiliation.

Yamaguchi: I'm Yamaguchi from Citi.

First, | would like to ask a little bit about coronavirus. After checking the activity of Product 1, you
said something like high-throughput, and blah-blah-blah. It's obscure whether or not you will
proceed with it. Please explain first about how fast you can advance this Product 1 or 2 in a best-
case scenario.

Kiyama: As everyone knows, any development of a drug does not progress so easily. Currently, we
are only examining the efficient activation of these substances in vitro. To make them
pharmaceutical products, we also have to confirm their safety as a matter of course. Given the
scope of normal drug discovery research, | don't think that these compounds will meet the current
corona crisis.

In the bottom we have remdesivir and favipiravir. They are very broad-spectrum compounds that
have been designed to be effective for a variety of viruses. When considering the future pandemic,
we think we need to prepare such products, too. We also believe that in the selection of
compounds, we should choose ones that are effective for various viruses to some extent, including
coronavirus.

Yamaguchi: Second, | found the functional cure of HIV in the first part of the presentation. | think
that you are aiming at functional cure with S-540956, S-648414 and one more research project. Do
you mean that currently your company already has all of the 3 compounds including the research
project and will try to achieve the functional cure by combining the 3 compounds?

There are too many pages for the figures of HIV, so | don’t remember it, sorry.

Teshirogi: In the “kick & kill” concept, the kick part will be done with S-540956 and we consider that
it will give interesting results to some extent. With regard to how to handle the kill part, if a
sustained-release injectable is actually available with few adverse reactions, we may be able to
take the control to some extent. Considering this, we think we can use cabotegravir as a single
entity administered about once every 6 months with devices of the drug formulation.

However, if considering up to the combination therapy with 2 drugs, or combination product, we
may need more time including the S-648414. However, for the kick part, as the characteristics of S-
540956 are very excellent compared with other drugs, it depends on the kill part, how much we
achieve it using a sustained-release approach. We have almost all the materials. So, we are
considering how to develop with them.

Yamaguchi: Thank you very much.

Kotani: I'm Kotani from Nomura Securities, | have two brief questions.



The first question, this presentation includes cancer, sorry, | have not been looking at your company
so long time. But It seems that cancer was excluded once during some process and this time it is
included again.

Most Japanese pharmaceutical companies are tackling cancer and central nervous system. But |
feel that each company has totally different concepts and | also feel why they do not get into a fight
about this. The reason is that, from the view point of person in the area of cancer, the procedure for
the study on the central nervous system always uses very clear molecular mechanisms, for
example, why does the study proceed with such data? In the case of your company, particularly,
well, when it comes to infections and the central nervous system, to be honest with infections, you
can see the viruses dead on the petri dish. As for HIV, it probably needs only the verification of
safety.

On the other hand, for the central nervous system, you mentioned such as striatal circuits. But | am
a little suspicious about whether you really understand the chemistry.

What | want to ask is why you did not tackle cancer. Besides, in my opinion, your company’s
strength for the area of central nervous system is rather the method for advancing clinical trials or
administrative method, and by this you have developed such drugs as Cymbalta. What is the
strength of your company for the area of central nervous system? And why cancer?

There are several generations for EGFR mutations as you know. Moreover, the resistant mutations
have been emerging. Don’t you think this looks like infections? If your company can develop drugs
that treating all of them, | think it will suite your company’s strength.

Although this might be the speak of the devil, | would like to know why you do not address
oncology. This is the first question.

Sawada: Personally, oncology is one of my favorite field, but we cannot address this field unless we
have many drugs to some extent as well as funds and resources that allow some amounts of
investment.

As you know, the potential field involves multiple disciplines and we need to advance each of them
at the same time to win the competition. From the standpoint of these issues, we think it is relatively
difficult for our company to tackle and focus on this area.

However, on the other hand, as you said, infections and cancer are actually rather similar. At our
laboratory, some researchers are studying cancer. Interestingly, although oncology is not our
focused area, the researchers advancing the project with an absolutely strong will are doing
something quite interesting. | think that this is flowering slightly now.

So when something interesting emerges, we are going to utilize it thoroughly. We feel it's lucky for
us about the current oncology.

In particular, we think Professor Sakaguchi is the best partner for us to research Tregs together this
time. Including this, we are feeling that something rather interesting has been appearing.

Kotani: Falling short of high expectations is probably an usual practice for people of Osaka. | am

sorry to say this, but on the page 26, well, before that | have to ask about regulatory T cells on the
page 22. After all, most researches targeting regulatory T cells have not gone well. In short, what

we expected most was CCR4, or mogamulizumab, which was highly expected because it attacks

only effector regulatory T cells, but consequently it was not so useful in cancer treatment.



To be honest, the only successful research is CTLA-4, although there are still various theories. Why
does this project go well? Because the partner is Professor Sakaguchi? Or do you have any other
reasons? And, briefly about S-540956. This is an adjuvant of nucleic acid as single agent and on
the page 26 is PDX of SCID mice, isn't it? | think this is a xenograft derived from patients, but
please explain why this is effective for mice with no immune cells and whether the nucleic acid
itself, or adjuvant itself has antitumor effect. This is the final question.

Sawada: With regard to CCRS8, after all, Professor Sakaguchi is the best partner for researches on
Tregs. The project at the moment is still at a non-clinical phase, and so it is true that we cannot
guarantee the 100% clinical success.

However, the key issue concerning Tregs is adverse reactions, various types of actions as
expected. We are very concerned about the possibility that Tregs can induce autoimmune diseases
and we have been very worried about this from the beginning.

In doing so, the reason why we got very interested in CCR8 is that it expresses only on the Tregs in
the tumor tissues. Including this, If we further investigate it to truly re-confirm, it will be a very
exciting topic.

The current immune checkpoint inhibitors release the brake, on a premise that CTLs are induced in
a sense. However, if the CTLs are basically not induced, the current checkpoint inhibitors do not
function. In this regard, now our pipelines are rather aiming to press the accelerator. If all of these 3
pipelines go well, it is best for us, but even if all of these 3 go bad, we think we still can provide a
new modality by combining some of them.

Sorry, though | have not checked the experimental results yet, we actually have confirmed the
induction of CTLs. It can’'t have been tested in a setting without T cells. We will answer this question
from the laboratory again.

Hashiguchi: I'm Hashiguchi from Daiwa Securities. Between the last year’s 8 projects with priority
and this year’s 8 projects, some of them were replaced. | don’t understand what change occurred in
the situation. Please explain why you include the project with Tetra this time.

Teshirogi: Tetra initially started working on BPN14770 as Fraile X research. Then in the US, they kicked off
clinical trials of this compound intended to investigate it as add-on therapy to donepezil and other existing drugs
in patients with MCI and those with mild to moderate Alzheimer’s disease. To be honest, in our original timeline,
we expected to obtain results from their phase 1 study this coming August or September.

However, as Iwasaki mentioned, the subject enroliment went so smoothly that the phase 2 study was almost
completed as of the end of the last year, and Tetra asked us what we desired to do after study completion.
Actually, at that time, Tetra was being actively approached by some other interested company, so it was time
for us to assess the situation and make the decision to proceed or withdraw.

Iwasaki didn’t touch on this much, but we noticed that among the initial subjects, some 260, 270 individuals,
PDE4-related gastrointestinal effects, especially nausea and vomiting, were not common, indicating that this
investigational drug might have a mechanism of action somewhat different from those of exiting PDE4 inhibitors.
We thought that it would be worth proceeding to investigation for the efficacy of this study drug.



The top management at Tetra was also eager—you could confirm them if you'd like—to go on with this research;
they said that Shionogi would make a great partner for them, considering the chemistry between their and our
researchers and other factors, and that they could realize what they wanted to accomplish together with us. We
felt their passion and decided to get in the same boat. This is how this research has been included in our current
projects.

We expect the first readout from their phase 2 study during this March or April at the latest. We would be happy
to share the information with you when it is available.

Hashiguchi: One more question, please. It's about CCR8. | understand that a couple of other companies, like
AstraZeneca, performed preclinical testing on this. Their studies had negative results while you see some
potential in the anti-CCR8 antibody. May | ask what made the difference?

Sawada: We understand some competitors are already preparing for clinical investigations of anti-CCR8
antibodies. These antibodies have become one of the high-profile research targets, so we have no time to
waste.

Hashiguchi: Thank you for your answers.

Wakao: I'm Wakao from Mitsubishi.

You showed us some compounds in your pipeline and expected launch timings on page 101.

My first question is about these compounds. | expect you to conduct studies on your own until you obtain POC
confirmation. Would you briefly comment on your development strategies beyond that point?

| believe it would be hard time-wise to perform all necessary investigations in-house while excessive
outsourcing would be undesirable profit-wise. | think you have been in large part supported by the loyalties from
HIV. Under such circumstances, you chose to enter into the US market. Now could you tell us what you plan to
and not to undertake in-house in completing the development of your compounds taking your next medium-
term management plan into consideration?

Teshirogi: What you said is right. We hope to increase the part we engage in in-house wherever possible in
the infectious disease area and also hospital setting treatments—we have just launched cefiderocol—and
respiratory filed.

It will be difficult for us to handle marketing ourselves, mainly in the US, of primary-care drugs, for which the
presence of salesforce is essential.



Therefore, somewhere in late clinical trial stages, we may seek partnership with a third party or consider
something like a licensing-out model. Marketing can be undertaken only in the presence of a considerably large-
scale infrastructure, and it can be a too big challenge for us to address single-handedly, especially in the US.

Regarding new markets including China, we have been a very slow starter. We are planning to present a newly
formulated medium-term business plan next fiscal year. We intend to construct a business model slightly
different from our earlier models; it is going to be a scheme that involves our own participation to some degree.

We think we are fit for the marketing of infectious disease drugs and CNS disease treatments in hospital settings,
and this is what we aim at. In line with this strategy, we are going to examine carefully what extent of in-house
engagement would generate what value.

Wakao: | see. Then, am | correct assuming that your basic business strategies will remain as they used to be?

Teshirogi: Yes, you are.

Wakao: Thank you for clearing my first question.

My second question concerns adjuvants, including nucleic acid ones, and their production. If my memory serves
me right, | think you mentioned the possibility of licensing out your adjuvants in the last fiscal year's R&D
meeting or the one before that. | would like to know if that possibility still holds.

| understand that nucleic acid-based drug production is challenging in various aspects, including being
technically difficult and time consuming, but you have technical know-how for efficient production of such drugs.
| wonder if you are interested in producing nucleic acid-based drugs other than adjuvants for the treatment of
additional disease areas—antisense nucleic acids, nucleic acid-based MSI testing, etc., and also the DMD
nucleic acid drug, which has become available lately. May | have your comment on this?

Teshirogi: As for nucleic acid-based drugs, our laboratory has been ardently exploring their scientific feasibility;
we’ll see what will come out. Our approach will depend on the outcomes, but our basic stance is to undertake
the effort ourselves required to identify how to utilize nucleic acid-based drugs wherever they are to be used as
the therapeutic base for the treatment of infectious diseases.

When it comes to other disease areas, such as tumors, it would be nearly impossible for us to conduct all
investigations necessary to enable the use of our adjuvants. Even in the final stage of investigation, for example,
individually not effective adjuvants may be found to be effective when given together, for instance, with anti-
CCR8-antibody therapy, as Sawada said earlier, but taking account of what it takes to identify such effective
combinations and what is entailed in completing large-scale clinical trials that require plenty of various resources,



we won't be able to take care of everything on our own. In such cases, we may consider finding a research
partner even for investigations on our adjuvants including S-540956.

Kiyama is here to explain our current status of nucleic acid-based drug development.

Kiyama: We have a research group specialized in nuclear acid-based drugs within our recently established
laboratory called Discovery Research Laboratory for Innovative Frontier Medicines. The group is to take over
the relevant tasks we have pursued.

Actually, we already have two useful programs under way; we’d be happy to share more details when the time
is right.

Wakao: Recently we have seen a number of attempts to treat rare diseases with nucleic acid-based drugs.
Considering the small patient population sizes for such diseases, | wonder if you too may be interested in
tackling this issue yourselves. | understand that rare disease therapies have not been included in your key
areas. Am | correct assuming that basically you are not very much inclined to develop nucleic acid-based drugs
to treat rare diseases?

Teshirogi: We are not targeting rare diseases in particular but are willing to address this issue when we have
some compounds in our pipeline that could potentially help patients with rare conditions; S-005151, for instance,
is a drug candidate to treat epidermolysis bullosa, which is an extremely rare disorder.

Currently, it is not our style to specifically target any rare disease and attempt to design a nucleic acid-based
drug or identify an antibody that suits such a need.

Wakao: | see. Thank you for your explanation. That would be all from me.

Kyokawa: Thank you. This is the last question from the floor, please.

Sakai: | am Sakai, Credit Suisse. Please let me ask 2 brief questions.

Everybody here probably knows this question. It is about Cymbalta. Today, | understood well about
the HIV cliff in 2028, but | would like to know about the Cymbalta cliff in 2021. | guess it is
untouched at all now because of the delay of S-812217. Do you mean we have to wait until the next
medium-term management plan? | would like to know more clearly how you are going to make up
for that.



Teshirogi: Of course, we will state that in the medium-term management plan in principle, but
fundamentally, for example on page 101, you can see that this pipeline has a large dent in the fiscal
year of 2021 and 2022. So, how to cover this in the short term is a critical issue also for our
company.

That is what the BD team, John in the lead, is frantically tackling to address.

However, as we always say, we have to prepare for the worst-case scenario depending on what we
can buy with how much amount of money and how we can materialize them.

I would like to say that | am considering we have to find some way to cover this.

Sakai: Please let me ask one more question about cefiderocol. You said about AMR relating to
ESG in the last. In these days, we often hear about the Priority Pathogen List of WHO and CDC, is
it correct? Considering the indications of cefiderocol, | think it is probably difficult to make this
product a blockbuster, but I think it is very important to be listed in the list of WHO and CDC. Could |
have the update around that?

Sawada: As you said, it is the only compound that completely covers in particular, the “Critical” in
the Critical Pathogen List of WHO among those in the late development phase or in the market
including colistin. Thus, we would like to take that advantage.

However, the unhealthy situation of the AMR market itself is a world concern. So, | do not mean to
make use of this pandemic, but | would like to advance a discussion about how we can change the
market itself healthier to address the future, more drastic pandemic and would like to continue the
activity for that.

Sakai: Thank you.

Kyokawa: Thank you very much. We have 1 or 2 minutes left, but we would like to have only one
guestion from the telephone.

Muraoka: | am Muraoka, Morgan Stanley.

The first question is about a compound from Tetra, in Phase 2 for Alzheimer. | am asking figures
after the next term, but if we have a good result with no trouble, to how much extent do we have to
be prepared for the increase in R&D budget? This is the first question.

Teshirogi: As lwasaki told now, we do not consider the phase for prevention. So, the phase 3
program will cover the treatment, that is, treatment from MCI to mild to moderate, and we consider
that we can sufficiently manage the program. If we developed a so-called B-amyloid related drug to
confirm the prevention of development, the number of patients and the term of the program would
be enormous. However, this is not the case and we consider we can make a manageable phase 3



program with a relatively short period, of course, we have to evaluate the safety for 1 year or longer
term.

As Wakao-san previously said, we do not think there will be a huge jump, and we think we can
proceed following the present strategy.

Muraoka: | understood, thank you very much.

One more question about S-812217, zuranolone. | would like to know the length of the interval
period in the figure. Is it 1 month or half a year? It may be related to the design of the clinical study,
but could you tell how long it would be?

Iwasaki: lwasaki answers this.

This is now being evaluated from 3 aspects. Because this is a GABA modulator, one is the interval
from the aspect of safety. For example, respiratory depression or dependency. Another is the
interval from the aspect of efficacy as a single drug, and the other is the interval from the aspect of
coadministration with SSRI or SNRI. The interval period will be determined from these 3 aspects
but based on the available data from the phase 2 or non-clinical studies, we could expect 4- to 6-
week interval when administered alone.

In addition, from the aspect that how long it could be extended when SSRI or SNRI is added on, we
hope we could obtain data about relapse or remission over one year.

Muraoka: | understood, thank you for the clear explanation. No more questions.

Kyokawa: Thank you very much. Now the time is over, so we would like to close the R&D meeting
of Shionogi & Co., Ltd.

Teshirogi: Thank you very much for your attention. [End of document]
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