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Presentation

Moderator: We will now begin the FY2022 R&D Meeting for Kyowa Kirin.

Please note the following prior to the start of the event. Please be advised that we will keep a list of the
names and company names of participants for a certain period of time.

Please note that the content of this presentation will be available on our website as an on-demand video
stream and transcript.

The information presented today contains forward-looking statements. Please note that there is uncertainty
due to various risks.

Today's speaker is Dr. Yoshifumi Torii, Vice President and Head of the R&D Division. After Torii's
presentation, he will be available to answer your questions. Today's session is scheduled for up to 90
minutes.
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' Vision Provide pharmaceuticals
for unmet medical needs

fo; 1 w DD’IIL")H’S » ‘
Our New Vision toward 2030 s st oos

Kyowa Kirin will realize the successful
creation and delivery of life-changing value

that ultimately makes people smile, as a Retain the trust of society

Japan-based Global Specialty Pharmaceutical
company built on the diverse team of experts Address patient-centric We pursue world-class product quality and
With Shared passion fOI' innovation. healthcare needs operational excellence to grow our business

in which build long-term trust with our
We will meet the needs of patients and stakeholders
society by providing value across the entire
patient care pathway, delivering cutting-
edge science and technology, grounded in
our in-depth pharmaceutical knowledge and
expertise.

Who We Are

* Make patients smile through dramatic improvements in quality of life by identifying the unmet medical
needs of people battling with medical conditions and by creating and supplying new drugs or services that
© Kyowa Kirin Co., Ltd. help them overcome those challenges.

Torii: Thank you very much for taking the time out of your busy schedule today to participate in the Kyowa
Kirin FY2022 R&D Meeting.

Let me begin by explaining the vision we have set forth in our medium-term management plan.
This slide outlines our vision toward 2030. Kyowa Kirin will realize the successful creation and delivery of

life-changing value that ultimately makes people smile, as a Japan-based Global Specialty Pharmaceutical
company built on the diverse team of experts with shared passion for innovation.



In order to achieve this vision, we have established three strategic pillars, as shown on the right, and are
working vigorously on a daily basis.

QGYyowa KIRIN

. Research & Development Concept Technology x Biology x Ol

The Kyowa Kirin Group is aiming to TeChnOIOgy Disease Blology
build a competitive technology
platform by enhancing and combining We will continue to evolve our Continue to provide “Only-one value
its drug discovery technologies and its antibody technology, while also drug” for UMN, while utilizing the
drug discovery modalities. pursuing the possibilities of other disease science* cultivated to date
By matching that technology platform modalities and building a platform that within KKC
with disease-oriented science and by leads to innovative new therapies. * Nephrology, Oncology, Immunology & allergy, CNS
harnessing open innovation with
partners that have specific strengths, Create Life-
we aim to develop completely new changing value
technologies or select efficient drug with clear

iscov rgets to create life- : competitive
discovery targets to create life Open Innovation (Ol) M

changing value.

Continue to work on collaborative research activities* with academia, startups and
other partners, combine this with rapid access to start up information gained from
investment in VC funds and CVC funds, and tap into external innovation through
advanced Ol activities

* Reenergize the San Diego research base
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This slide presents our R&D model.

We aim to create life-changing value with clear competitive advantage by building a technology axis through
the evolution of basic drug discovery research and drug discovery modality technologies, and by combining
this with a disease axis and the use of open innovation to develop our research and development.
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Today's Agenda

M Toward the Creation of Pharmaceuticals for High Unmet Medical Needs
- From Our Investigational Products

® KW-3357 (Preeclampsia)
® KHK4951 (Tivozanib eye-drop)

B Toward the Successful Creation and Delivery of Life-changing Value
- From Early-stage R&D Activities

® Data-driven drug discovery - Collaboration with InveniAl
® Deepening Kyowa Kirin's Antibody Technology - Collaboration with Synaffix
® The pursuit of innovation with a long-term perspective - VC fund investment/CVC activities

5 © Kyowa Kirin Co., Ltd.

Today | will present these topics described here based on our vision and R&D model.

First, | would like to introduce KW-3357 and KHK4951, two of our products under development, as part of
our activities to discover drugs that meet High Unmet Medical Needs.

| would also like to continue by introducing our early-stage R&D activities, which are indispensable for the
continuous creation of life-changing value.

QGYOWaKIRIN

Toward the Creation of Pharmaceuticals for High Unmet
Medical Needs - From Our Investigational Products

® KW-3357 (Preeclampsia)
® KHK4951 (Tivozanib eye-drop)

7 © Kyowa Kirin Co,, Ltd.



Then, | would like to introduce some of the products that we have developed as part of our efforts to create
drugs that meet high unmet medical needs.

The first is KW-3357, which has already been marketed under the product name ACOALAN®. Today, | will
present an overview of this product for the indication of preeclampsia, which is currently under
development.

QYOWaKIRIN
Preeclampsia (Preeclampsia, PE)
mO Fehaf fH renisive Disoid fp HDP *1: Shiozaki A, Comparison of risk factors for gestational hypertension and preeclampsia
ne o e forms of Hypertensive Disorders of Pregnancy ( ) in Japanese singleton pregnancies. J Obstet Gynaecol Res. 2013;39(2):492-9
: *2: https://www.figo.org/figo-releases-new-guidelines-combat-pre-eclampsia
B Poor prognosis for mothers and fetuses +3: Morikawa M. et al, Int | Gynaecol Obstet. 2019 Apr; 145(1):62-69

® Mothers: Brain, lung, liver, kidney, and other organ damage
® Fetuses: High rate of perinatal mortality, fetal growth restriction, delivery rate of infants weighing less than 2500g, and
NICU admission at birth
B Patients: 2.7% of the number of mother in Japan®!, 2-5% globally (8-12% in Africa, etc.)"
B Causes: Placental dysplasia in early pregnancy, and imbalance of angiogenic and inhibitory factors after
midpregnancy
® Low antithrombin activity at diagnosis in patients with onset of disease before 34 weeks' gestation may be associated
with high risk of early pregnancy termination*?

B Standard of Care:
® Early termination of pregnancy - poor neonatal prognosis and increased risk of complications
® Antihypertensive drugs - may adversely affect the fetus and placental function
® No drugs under company-sponsored development have been identified.

Serious disease, but effective treatment not yet established
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Let me begin by introducing preeclampsia.

Preeclampsia is a hypertensive disorders of pregnancy, a serious disease that is triggered by pregnancy and
causes hypertension as well as central nervous system disorders, pulmonary edema, liver dysfunction, renal
dysfunction, and other complications.

If the onset of the disease is early, the baby is more likely to be premature, so the gestation period is tried to
be extended as much as possible. However, since there is currently no effective treatment, the rate of
premature births and NICU hospitalization is high. In some cases, for example, when the baby is delivered in
the early 20-week gestation period, the newborn may die.

The incidence is reported to be 2.7% of the maternal population in Japan and 2% to 5% globally. The cause
of the disease is said to be the failure of placentation in the early stages of pregnancy, followed by an
imbalance between neoplastic and inhibitory factors of blood vessels in the middle and later stages of
pregnancy.

It has been reported that low antithrombin activity at the onset of preeclampsia is associated with a higher
risk of early pregnancy termination. Thus, low antithrombin activity is considered one risk factor for
pregnancy termination.

The only definitive curative treatment at present is to end the pregnancy. As | mentioned earlier, if the
onset is early, the baby's prematurity becomes a problem. Therefore, it is desirable that the gestational
period is extended. However, drugs for hypertension have the potential for adverse effects on fetuses and



placental function by lowering blood pressure. In addition, no other drugs are currently in company-led
development.

Thus, preeclampsia is a serious disease that, once developed, is difficult to treat and can be fatal to fetuses,
and cause complications for mothers. However, effective treatment has not yet been established.

QGYyOowaKIRIN
KW-3357 Overview

B Generic name: Antithrombin gamma
B Product name (in Japan) : ACOALAN® for Intravenous Injection 600, 1800
B Indication: Congenital antithrombin (AT) deficiency-based thrombogenicity and disseminated intravascular
coagulation syndrome
B Ph3 study (KOUNO-TORI) underway for preeclampsia
B Features
® A recombinant human AT pharmaceutical with an amino acid sequence identical to that of human plasma-
derived AT
® Modification to the same type of glycans as human plasma-derived AT by POTELLIGENT® leads to its
persistence comparable to that of human plasma-derived AT"
® Manufactured with CHO cells, no other biogenic raw materials used = Low risk of infection + Stable production
® Exhibits anti-inflammatory effects by binding to heparan sulfate in vascular endothelium and to molecules on
neutrophils = Potential to improve organ damage in addition to anticoagulation

* It is known that ATs produced with conventional methods shows low-persistence due to the additions of glycans that are different in type from human plasma-derived AT.
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Next, | will give an overview of KW-3357.

The generic name is antithrombin gamma, and the product name is ACOALAN®. Existing indications are
congenital antithrombin deficiency-based thrombogenicity and disseminated intravascular coagulation
syndrome, or DIC. We are currently conducting the Phase Ill clinical trial for the new indication of
preeclampsia in Japan.

KW-3357 is a recombinant human antithrombin (AT) pharmaceutical with an amino acid sequence identical
to that of human wild-type AT. The glycans have been modified to the same type as the wild-type one by
POTELLIGENT®, our glycan control technology. This technology gives blood persistence comparable to that
of human plasma-derived AT.

In addition, since KW-3357 is manufactured using CHO cells, and no other biologically-derived materials are
used, it is less likely to cause infectious diseases than human plasma-derived AT products. Also, since it does
not depend on blood donations as human plasma-derived AT does, a stable supply can be ensured.

Regarding the mechanism of action, along with anticoagulation, it has been also reported to exhibit anti-
inflammatory effects by binding to heparan sulfate on vascular endothelium and the certain molecules on
neutrophils, which may reduce organ damage.
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The persistence of KW-3357 is comparable to human plasma-derived AT

* From Interview Form of ACOALAN® for Intravenous Injection 600, 1800

Plasma AT activity https://www.info.pmda.go.jp/go/pack/6343444D1021_1_09/
(Iu/mL) L .
25+ Pharmacokinetics Parameter (plasma AT activity)
— e— KW-3357 (721U/kg, n = 21)
—o0—  Human plasma derived-AT Cx 3 AUC,g..? K, ® ti,
204 (601U/kg, n = 20-21) (lu/mL) (lU-h/mL) (1/h) (h)
mean + S.D.
KW-3357 b)
721U/kg (n=21) 2.08 £0.17 98.71 £13.94 0.0101 =+ 0.0032 81.82 % 50.07
Human plasma-
derived AT 1.98 £0.23 98.99 + 19.82 0.0130 % 0.0038 58.02 + 18.52 %)
601U/kg (n=20)
Ratio(%) ¢ 105.7 100.5 75.5 132.4
90%Cl 9 100.3-111.3 91.5-110.4 61.3-93.1 107.5-163.0

a) t = Final Measurement Point

b)n=18

c) Ratio of KW-3357 to Plasma-derived AT

T T T T T T i s ;

0 24 48 72 96 120 144 168 192 216 240(h) d) Calculated by inverse transformation of the log-transformed value of the difference between treatment groups

Time

KW-3357 administered at 1.2 times the dose of human plasma-derived AT, achieving the same level of plasma AT activity
Persistence comparable to human plasma-derived AT was observed

This slide explains the bioequivalence to human plasma-derived AT products.

The graph on the left shows the average plasma antithrombin activity of 60 units/kg of human plasma-
derived AT versus 72 units/kg of KW-3357 administered intravenously once daily for three days to healthy
adult male patients.

As you can see, both drugs showed comparable antithrombin activity.

The pharmacokinetic parameters are shown on the right. These results statistically confirmed the
bioequivalence of the two drugs.

Thus, KW-3357 was shown to achieve the same level of plasma AT activity when administered at 1.2 times
the dose of human plasma-derived AT.
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P h 3 Te st ( KO U N O-TO R I ) Ove rVieW S Saito, K Takagi, J Moriya, et al, Contemp Clin Trials. 2021

ClinicalTrials.gov Identifier: NCT04182373

Main inclusion criteria:

l Screening Period ‘ Treatment Period ‘ Follow-up Period
v Pregnancy between 24 weeks 0 days and 31 weeks

=
Group — 28:Day v Severe preeclampsia nephropathy
'2::;:::’ N S"E‘:'r"""q I+! Registration < Randomization r:f:“:‘aa';‘gn bl Fogxo:v,:p N ch:;\r/r-‘up _ v AT actiYity !ess than 100%
Main Exclusion Criteria:
acebo Group x . . . .
v’ Patients who are judged to require immediate
i deliver
123456738 0 hours W:“‘" 2 28 Days Y -
ours Target number of patients: 180 (KW-3357 : placebo =1: 1)
L 44 LI 1{ s If | { Scheduled completion of the study: Jul. 31, 2023
Up to 2 weeks Baseline Completion Time of Completion
of Study Pregnancy of the Study

Treatment  Termination

Primary endpoint: Days of maintaining pregnancy

Secondary endpoints: Presence or absence of achievement of 28*, 32, or 34 weeks of gestation
Maternal: blood coagulation factors (AT activity, platelet count change, etc.)
Fetus: BPS (Biophysical Profile Score), etc.
Neonatal: birth weight, prognosis of 28 days post-termination, etc.

* With respect to presence or absence of achievement of 28 weeks of gestation, participants who were included at less than 28

weeks' gestation will be evaluated. KOUNO'TORI

1 © Kyowa Kirin Co., Ltd. StUdy

Finally, | would like to explain the Phase Il study, KOUNO-TORI, which we are currently conducting in Japan.

Eligible subjects will be patients with the onset of disease between 24 and 32 weeks gestation, considered
clinically significant for prolonged gestation, a diagnosis of severe disease, and confirmed antithrombin
activity of less than 100% on the screening test.

The target number of patients is 180, and the actual drug and placebo groups are assigned 1:1. The study
design, which is shown here, is to administer KW-3357 or placebo once daily for seven days to patients who
are found to be eligible by screening test and follow them until 28 days after end of pregnancy.

The primary endpoint is the number of days of gestational duration, and secondary endpoints are the
achievement of up to the number of weeks of gestational age, which is a measure of baby growth, and items
that may lead to the elucidation of the mechanism of action and items related to baby growth. The trial is
scheduled to be completed at the end of July 2023.
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Toward the Creation of Pharmaceuticals for High Unmet
Medical Needs - From Our Investigational Products

® KW-3357 (Hypertensive nephropathy of pregnancy)
® KHK4951 (Tivozanib eye-drop)

12 © Kyowa Kirin Co,, Ltd.

| will now move on to KHK4951, tivozanib eye drops.

QYOWa KIRIN
Neovascular age-related macular degeneration (hnAMD)

healthy

Photoreceptors

J Ophthalmol. 2015;2015:820605.
B A disease in which the macula is affected by abnormal e s
Ciliary muscrg Bruch’s mb

} : Choroid-
W Rapidly progressive, causing significant vision loss emm\ber ! ‘

choroidal neovascularization -
m_ Fluid accumulation Neo-
and vascular leakage vascularisation|

anterior

B Number of patients treated with drugs
® Japan: approx. 200,000
® Global: approx. 1.6 million
B Cause: Aging causes deposition of waste products in
the macular retina, which stimulates the production of
VEGF from retinal pigment epithelial cells

131
Photoreceptors { |

RPE cells
Bruch’s mb =

Vitreous Choroid 1

Intravitreal injection
Lancet 2012; 379: 1728-38

M Standard of Care:
® Intravitreal injection of anti-VEGF drugs

Because of the highly invasive nature of the treatment, there is high
medical needs for non-invasive treatment methods.
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First, let me introduce the disease under development, neovascular age-related macular degeneration, or
nAMD.

This is a disease that causes abnormal angiogenesis in the macula at the back of the eye, resulting in vision
loss. Currently, the number of patients treated with drugs is estimated to be approximately 200,000 in Japan
and 1.6 million globally.



The disease is thought to be caused by the deposition of waste products in the macular retina due to aging.
This stimulates the production of a vascular endothelial growth factor called VEGF, resulting in the

formation of highly exudative choroidal vessels, which in turn causes retinal edema. This ultimately leads to
neuroretinal damage.

Currently, the mainstay of treatment is intravitreal injections of anti-VEGF drugs, as shown here, in which
the drugs are administered by injecting them directly into the eye. Since this is a highly invasive treatment

that requires continuous hospital visits and surgery, the establishment of a non-invasive treatment method
is desired in the medical field.

Yvé/ <, OYOWA KIRIN
KHK4951: Tivozanib Eye-drop Hﬁ@Nij@r X

H Tivozanib
+ The active ingredient, tivozanib, is a VEGFR inhibitor discovered by Kyowa Kirin.

 Our Partner* markets tivozanib under the brand FOTIVDA® (oral formulation) for renal
cell carcinoma in the U.S., Europe, etc.

* Developed by AVEO oncology and EUSA Pharma, approved in EU (2017) US (2021); AVEO markets in US, EUSA in EU/NZ/South Africa/UK.

N
H

PD parameters

Pazopanib p Eroad
Cabozantinib
Lenvatinib g ® 0
Sunitinib 3 ® .
Sorafenib a
0
A A A |3 e
i st nd rd =
Generation 1 2 3 8 @ !
* Increased potency ; Na"oWLow S o
« andlor VEGFR selectivity | Higher generation Potenc g
+ Favorable PK Y

Fig. 1. Classification of selective (tivozanib, axitinib, and pazopanib) and non-

@ Sorafenib ® Sunitinib @ Cabozantinib ® Lenvatinib
selective (sorafenib, sunitinib, cabozantinib and lenvatinib) VEGFR-TKIs.

@® Pazopanib @ Axitinib

ConcerTreatment Reviews 84,(2020):201966 Fig. 3. Overview of VEGFR-TKI pharmacodynamics and pharmacokinetics.

Tivozanib has high VEGFR selectivity and potent inhibitory activity to VEGFR
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Next, | will discuss tivozanib, the active pharmaceutical ingredient in KHK4951.

This compound is a small molecule VEGF receptor inhibitor that we created. Tivozanib is currently marketed
by our partners in Europe and the United States as FOTIVDA, a treatment for renal cell carcinoma.

This compound is characterized by its high selectivity for VEGF receptors and very potent inhibitory activity,
as shown in the figure.

10
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Background to date

Kyowa Kirin Bought Back
Tivozanib for its Non- Phl Study started Ph1l Study
Oncology Rights from (Japan, nAMD) Last Patient Out
AVEO .
oS = e |
9y is

December 2006 December 2015 August 2019 April 2020 March 2021 2022 and Beyond!

N S
"’l l',’

Kirin Brewery Out- EUSA Pharma Acquires AVEO Receives Approval
licenses KRN951* to  European Marketing in the U.S.
AVEO Rights from AVEO (Renal Cell Carcinoma)

*Development Code of Tivozanib

Oral administration

FOTIVDA®
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Here is a brief history of tivozanib to date.

In December 2006, the Company at the time licensed the drug to AVEO Pharmaceuticals. Subsequently, in
December 2015, EUSA Pharma acquired the European marketing rights for FOTIVDA from AVEO.

On the other hand, in August 2019, Kyowa Kirin bought back from AVEO its development and marketing
rights for tivozanib in the non-oncology area. In April 2020, Kyowa Kirin initiated a Phase | study of an eye-
drop formulation as KHK4951.

Subsequently, in 2021, FOTIVDA received approval in the US as an oral treatment for renal cell carcinoma,
while this year, the Phase | study of KHK4951 in the ophthalmologic field has reached its last patient out.

11
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Our Proprietary New Eye-drop Formulation WPRERN.

Drug concentration in posterior ocular tissue after
topical instillation of tivozanib eye-drop to rats

Anterior ocular tissue Posterior ocular tissue Concentratlon i et
ocular tissue (ng/g)

500
Ciliary muscle
API Corneaand
anterior 400
‘ 300
0
200
100
Vitreous -
0 +
J Ophthalmol. 2015;2015:820605. (partially modified). Our new eye-drop Conventional
formulation eye-drop formulation

New eye-drop formulation developed by Kyowa Kirin enables
efficient delivery of API to posterior ocular tissues.

16 © Kyowa Kirin Co., Ltd.

| would now like to introduce KHK4951, which we have developed as a new ophthalmic formulation.

Since nAMD is a disease in which retinal tissue is damaged by angiogenesis in the choroid, in the back of the
eye, it is very important to deliver the drug to the back of the eye through the administration of this eye
drop.

In general, it has proven to be very difficult to deliver drugs to the posterior ocular tissues by ophthalmic
administration. Although there have been many attempts to develop eye drops for nAMD in the past, no
eye drops have been successfully developed and approved to date.

We therefore investigated new eye-drop formulations and found one that delivers the active
pharmaceutical ingredient more efficiently to the posterior ocular tissues than conventional eye-drop
formulations, as the information is shown here.

12
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p h 1 St u dy Syn o) pSiS ( | D . 49 5 1_00 1) ClinicalTrials.gov Identifier: NCT04594681
Dosing Subjects No. of steps No. of subjects / step

Cohort 1* Single administration Healthy volun‘teers g 8

KHK4951:Placebo=6:2 Japanese/White
Cohort * 3W administration Healthy volunteers

Cohort 2 X 6 8
KHK4951:Placebo=6:2 Japanese/White

Cohort 3** 3W administration nAMD patients 3 6~10

KHK4951 only Japanese

* Primary endpoint: Assessment of safety and tolerability
- Adverse events, Laboratory test, Vital signs, General physical exam, 12-lead electrocardiogram
Ophthalmic exam (Visual acuity, IOP, Slit-lamp exam, Fundus exam, OCT)

* Secondary endpoints: Assessment of pharmacokinetics and efficacy
Endpoint » Pharmacokinetics (Serum KHK4951 concentration, Pharmacokinetic parameters)
» Efficacy
v/ CST (Central subfield retinal thickness)
v BCVA (Best corrected visual acuity)
v" Retinal morphological change with OCT (SRF, IRF, sub-RPE fluid, Dry macula, SHRM)
v' Total area of CNV lesion and leakage with FA

*Randomized, double-masked, placebo-controlled, dose escalation
**QOpen, dose escalation

17 © Kyowa Kirin Co., Ltd

Here is an overview of the Phase | study.
In addition to healthy volunteers, some nAMD patients also participate.

The primary endpoints are safety and tolerability. Secondary endpoints are pharmacokinetics and efficacy.

QGYOWa KIRIN

Ph1 study results (ID: 4951-001)

* Achieved Last Patient Out
» Safety, pharmacokinetics, and pharmacodynamic data are under analysis
* Received positive feedbacks from global KOLs in discussion regarding the Ph1 data

Anatomical changes of retina: OCT (Optical Coherence Tomography) image

Note: This is an example where KHK4951 was found to be effective

SRF: + / IRF:
sub-RPE fluid: Step 2

SHRM: + Treatment naive
Dry macula: ) .
PCV / Occult with No Classic CNV

SRF: + /IRF: +
sub-RPE fluid: +
SHRM: +

Dry macula:

In preparation for a publication
of the Ph1 data

Day1 - Baseline
CST: 413 ym

Day43
CST: 185 ym

* CST: central subfield retinal thickness

A Ph2 study in Japan and US (+a) is currently under preparation.
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Here is an excerpt of the Phase | study results.

13



As | mentioned earlier, the drug has just recently achieved last patient out. The safety, pharmacokinetic, and
pharmacodynamic data obtained are currently being analyzed.

Based on the data obtained, discussions have been held with key opinion leaders in Japan, the US, and
Europe. Positive feedback has been obtained to date.

In addition, here is a so-called OCT image that shows the anatomical changes in the retina. Of course, please
note that this is just an example of an effect that has been observed.

First, the image on the left shows the retina of a patient with nAMD before KHK4951 administration. The
arrows show the bump due to leaching from the neovascular vessels. When 4951 is administered, as you
can see in the photo on the right, the bump in the arrowhead area disappeared, suggesting that the drug is
effective.

We are currently preparing the publication for the results of this study and hope to submit it by the end of
2023.

Based on these results, we are considering conducting Phase Il trials in Japan, the US, and other countries.
We are currently making preparations for this.

QGYOWwaKIRIN

Toward the successful creation and delivery of Life-
changing value - Early-stage R&D Activities

® Data-driven drug discovery - Collaboration with InveniAl

® Deepening Kyowa Kirin’s Antibody Technology - Collaboration with Synaffix

® The pursuit of innovation with a long-term perspective - VC fund investment/CVC
activities

20 © Kyowa Kirin Co., Ltd.

| will now introduce early-stage R&D activities.

First, | would like to present the progress of our activities to date regarding the collaboration with InveniAl
as a challenge toward data-driven drug discovery.

14



QGYyOowaKIRIN

Collaboration with InveniAl to date

1
2018: Started collaboration

Explore new indications for existing pipelines
2022:

efficacy by confirming preclinical POC

-

Obtaining new insights into target molecules and disease mechanisms of action suggesting

~

J

(
2'
2020: Expanding collaboration

Target exploration for next generation
antibody technology

21 © Kyowa Kirin Co., Ltd

3
2021: Expanding collaboration
* New drug research collaborations signed on several

new drugs
* Access to AlphaMeld® and Al Innovation Lab

* Interaction with Al experts team begins

\

J

As mentioned at the 2020 R&D Day, we entered into our first collaboration agreement with InveniAl in 2018
to explore new indications with respect to our existing pipeline.

As of 2022, we have found new insights into target molecules, diseases, and mechanisms of action for
specific pipelines, and have confirmed non-clinical POC and obtained data that points to their efficacy.

In 2020, we expanded the scope of our partnership to include joint research on our next-generation
antibody technology for the purpose of exploring new targets.

In 2021, we also signed a new collaboration agreement on several new drug researches. In addition to these
efforts, we have access to InveniAl's Al platform, AlphaMeld, and Al Innovation Lab, which has enabled us to

communicate closely with a team of Al experts.

15
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1. Exploration of new indications for existing pipelines

‘BYOWB KIRIN _ & /Nen‘l"m * Found a target disease Kyowa

Kirin had not anticipated.

Provides relevant data & Comprehensive Al-based
* Obtained non-clinical POC

tied to in-house pipeline inter-gene network analysis
to search for diseases

Finding new drug discovery hypotheses from
exploratory findings and hidden associations
and causal relationships that are difficult for
humans to notice

Data-driven drug

analysis hypothesis

overy research cycle
verification

The same approach is being applied for other pipelines

22 © Kyowa Kirin Co., Ltd.

In the joint research that began in 2018, InveniAl has been searching for new indications for our multiple
existing pipelines. The Company has provided InveniAl relevant data linked to its own pipelines, and InveniAl

discovered target diseases that Kyowa Kirin had not anticipated.

Regarding one of our pipelines, we were able to obtain a POC following lab-based verification and testing

within Kyowa Kirin based on a desk-based hypothesis.

This has shown the possibilities in data-driven drug discovery using Al, giving us the chance of finding new
drug discovery hypotheses based on hidden associations and causal relationships that are difficult for

humans to notice.

We are currently using the same approach to search for new indications for other pipelines.

16
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2. Target Exploration for Next Generation Antibody Technology

¢ Inveni© m

Innovate with Intelligence [ﬂ.‘/’
4

(AYOWa KIRIN

Al analysis and search for
combinations of two target molecules
and optimal diseases

Bispecific antibody
technology

Extracts information/hypotheses that are difficult to be noticed
Significantly streamlines the research for optimal target diseases

An example of target molecule and disease

. discovery through comprehensive analysis
Al Drug Discovery Technology Platform

Aiming to accelerate pipeline creation

+
S 4 with our technology x Al drug discovery
N\

4
Small molecule
‘ - Regenerative medicine [RSicH The approach will be applied to more than just antibodies

23 © Kyowa Kirin Co., Ltd.

In 2020, we expanded the scope of our partnership, using Al analysis to search for two target molecules and
disease candidates that could be treated that fit the technical characteristics of our next-generation
bispecific antibody technology.

Until now, the pipeline has been created by humans based on literature information. However, by using Al,
it will be possible to extract information and hypotheses that are difficult for humans to identify. We expect
that this will greatly improve the efficiency of the search for optimal target diseases.

We are planning to apply Al-driven drug discovery to other drug discovery modalities, with antibody as a
mainstay, to accelerate the creation of our drug pipeline.

17
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3. Expanding collaboration for implementation of Al drug discovery capabilities

AlphaMeld°® used directly by Kyowa Kirin researchers

E
£
E

Accumulating experience in operating Al platforms to
implement functions from both software and hardware
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Close interaction between Al experts from InveniAl and
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Implementation of Al drug discovery function is one of the most important issues for DX
in pharmaceutical companies

We continue to take the challenge for the successful creation and delivery of Life-
changing value by combining biotechnology and digital technology
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In 2021, a more comprehensive joint research agreement was signed. In addition to the joint research
described so far, this initiative, with the support of InveniAl, will implement an Al drug discovery function,
which is one of the key challenges in promoting the digital transformation of pharmaceutical companies.

Specifically, we now have access to InveniAl's Al platform, AlphaMeld, and the Al Innovation Lab, allowing us
to communicate closely with InveniAl's team of Al experts.

Going forward, we will take on the challenge of continuously creating life-changing value by integrating our
strengths in biology with the digital technology of Al drug discovery.
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Toward the successful creation and delivery of Life-
changing value - Early-stage R&D Activities

® Data-driven drug discovery - Collaboration with InveniAl

® Deepening Kyowa Kirin's Antibody Technology - Collaboration with Synaffix

® The pursuit of innovation with a long-term perspective - VC fund investment/CVC
activities
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Next, | would like to introduce our collaboration with Synaffix, as an effort to deepen our antibody
technology, which is one of our strengths.

QGYOWaKIRIN
Kyowa Kirin's Antibody Drug Discovery Cycle

Technology Successful creation and delivery of
innovative antibody drugs
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1 Technology
I

|

r
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We are conducting R&D activities to continuously create and deliver innovative antibody drugs based on in-
house antibody library, our new generation antibody technology, open innovation, and technology know-
how, production ability for antibody development.

Today, | would like to introduce one example of open innovation in this context: our collaboration with
Synaffix.
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Synaffix, with whom we announced our partnership last year, is a company with proprietary ADC technology.

Synaffix’s ADC technology is characterized by the fact that the payload can be loaded by the technology to
modify glycans shown here, thus there is no need to modify the amino acid sequence of the antibody.
Therefore, as a company with multiple antibody pipelines, we are able to efficiently consider ADC
development.

In addition, Synaffix has a wide variety of payloads that can be customized according to the disease we are
targeting.

These characteristics led us to enter into a partnership with the company.
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License Agreement with Synaffix
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As | mentioned earlier, we issued a press release last August announcing the agreement. In June of this year
we reported the expansion of this alliance with the addition of one more antibody type.

The preclinical stage studies are currently underway for creation of pipelines of ADC products.

QGYOowa KIRIN

Toward the successful creation and delivery of Life-
changing value - Early-stage R&D Activities

® Data-driven drug discovery - Collaboration with InveniAl
® Deepening Kyowa Kirin’s Antibody Technology - Collaboration with Synaffix

® The pursuit of innovation with a long-term perspective - VC fund investment/CVC
activities
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Finally, I would like to introduce our venture capital fund investment and corporate venture capital activities.
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Approach to generate more innovations for long-term growth
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30 ©kyowaKiinCo, . Deepening of existing technology and existing areas of expertise

For an R&D-oriented company such as us to grow over the long term, it is important to know how to
continue to innovate in the future.

In order to approach to innovations efficiently, it is important to deepen our knowledge by pursuing our
own R&D activities. At the same time, we believe it is important to balance the exploration for knowledge
regarding new technologies and new areas that are not part of our own R&D activities.

The VC fund investment and CVC activities that we are introducing here are exactly the kind of activities that
we see as part of this search for knowledge.
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VC Fund Investments

M To keep an eye out for the information related to drug discovery to search for innovative R&D seeds

B We have already invested in three companies to date and through this activity, a joint research
agreement was signed with LUCA Science
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CVC Activities

B To invest in companies from Kyowa Kirin's perspective while leveraging the experience in VC fund
investments

B To enable direct communication with venture companies

B The dedicated team consisting of management and members in charge of practical operations was
formed to ensure speedy decision-making and operations.

31 © Kyowa Kirin Co., Ltd.

As | explained earlier, the purpose of VC fund investment is to collect information that will serve as seeds for
creative R&D themes by keeping an eye out for information related to drug discovery in order to create
innovation in R&D in the future.

To date, we have invested in the three VC funds shown here. Through this activity, we also concluded a joint
research agreement with LUCA Science this year.

Next is CVC activity, the purpose of which is the same as VC fund investment. However, in CVC activities,
while utilizing the know-how gained VC fund investments, we select companies from Kyowa Kirin's
perspective and directly executes investments. This allows us to communicate more closely with the venture
companies in which we invest.

In this activity, we have organized a specialized team of management and business staff to ensure speedy
decision-making and operations. We have reported in a press release that we completed our first
investment in October of this year.
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These activities are illustrated here.

In the case of an investment in a VC fund, the venture to be invested in is selected according to the VC's own
scope.

On the other hand, in CVC activities, we ourselves select companies based on our own proprietary
information and the information and expertise we gain from communication with VCs.

As a result, as shown here, we are able to keep an eye out for a wide range of areas.

In addition, as in the case of LUCA Science | mentioned earlier, it is also possible to shift to alliances or joint
research with a counterparty for both VC fund investment and CVC activities, depending on the situation.
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Summary

M Toward the Creation of pharmaceuticals for High-Unmet Medical Needs
- From Our Investigational Products
® KW-3357 (Preeclampsia)
©® KHK4951 (Tivozanib Eye-drop)

B Toward Continuous Creation of Life-changing Value
- From Early-stage R&D Activities
® Data-driven drug discovery - Collaboration with InveniAl
® Deepening Kyowa Kirin's Antibody Technology — Collaboration with Synaffix
® The pursuit of innovation with a long-term perspective - VC fund investment/CVC activities

Kyowa Kirin will realize the successful creation and delivery

of life-changing value that ultimately makes people smile
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This concludes my presentation.

Today, as part of our efforts to create drugs that meet high unmet medical needs, | introduced the
development of KW-3357 for preeclampsia. | also presented progress on KHK4951.

As part of our efforts to continuously create life-changing value, | introduced our partnership with InveniAl,
which focuses on data-driven drug discovery, and our alliance with Synaffix for ADC drug discovery. | also
discussed our VC fund investment and CVC activities.

Also, we have recently started a part of the Phase Il study of KHK4083, or rocatinlimab, called the ROCKET
program. Some information about this study is available on ClinicalTrials.gov. We are currently in the
process of preparing for the resumption of this program. We will provide an overall picture of this trial when
we have more information on other trials.

Last but not least, we are engaged in R&D activities such as those introduced here in order to realize our
vision “the successful creation and delivery of life-changing value that ultimately makes people smile.”

Kyowa Kirin will continue to make every effort to realize this vision.

Thank you.
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Question & Answer

Yamaguchi [Q]: Yamaguchi from Citigroup Global Markets. Thank you very much.

My first question is about tivozanib. | got the impression that the formulation has been improved and is
effective. However, | would just like to confirm that it is indeed a little difficult for your company to achieve
the comparable efficacy with the existing injectable formulation. Are you thinking of positioning yours to
treat with eye drops to target those with a milder disease severity?

Even though this is still early data, | would like to ask whether this therapy would be suited to that role. Also,
can it be expected to be as effective as the existing VEGF injectable drugs?

Torii [A]: Thank you for your question.

As | explained earlier, we are currently in the process of discussion about our future development strategy
including its positioning. This process includes discussions with KOLs overseas.

As you mentioned, it would be a bit difficult to achieve the same level of efficacy as injections of VEGF
inhibitors. However, periodic treatment is required for patients who are in remission following injections.
KOLs in the field are very excited at the possibility that eye drops could fill this role.

Yamaguchi [Q]: | understand. Thank you very much.

Secondly, | hope this is a simple question, but your company's bispecific antibodies were introduced in your
R&D event last year or the year before, and | think they were very interesting.

You have mentioned optimization by Al technologies today, but will you be starting the clinical trials of what
you are developing now as it is? Or, do you feel that you can go to studies after optimizing bispecifics by Al?
| was asking because | am curious about how it would affect the timing of the project, although Al
technology could brush up the pipeline much better. Does Al delay the progression of a project? Do you
have any thoughts on this?

Torii [A]: Thank you for your question.

As you know, we are planning first-in-human trials for the bi-specific pipelines in the coming year. Those
pipelines were under consideration from the stage before we partnered with InveniAl, so it is not really the
case that we are using Al technology here.

While continuing to advance the pipelines we developed before our relationship with InveniAl, we are also
working in parallel on an attractive pipeline that benefits from Al technology. We are looking at moving
forward with development for this part of the pipeline as well.

Yamaguchi [M]: Thank you very much.

Wakao [Q]: Wakao from JPMorgan Securities. Thank you.
First, tell us about tivozanib. In the 15th slide, you explained that there have been various products

developed so far. With regard to VEGFR tyrosine kinase inhibitors, is it correct that the concentration of the
drug reaching the posterior eye area was low, therefore efficacy was not observed? As for your company’s,
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am | correct in saying that you are now able to deliver the drug to the posterior compartment with this
formulation, and are likely to have good data?

In addition to that, what kind of technology is being used in these new eye drops? Looking at the patents, |
noticed that your company has a patent for nanoparticles relating to eye drops. | was wondering if you could
tell us as much as you can about this technology as well. This is my first question.

Torii [A]: Thank you for your question.

We do not have a detailed understanding of the development of eye drops by other companies, but in
developing our own eye drops, we checked the profiles of various other companies' products and obtained
preliminary data that it is difficult to deliver drugs to the posterior compartment of the eye even if our
technology is used. We guess that is one of the reasons other candidates are not going well.

Regarding the technology, we are using several technologies to develop this eye drop formulation.
Nanoparticle is one of the elements, but please understand that | am not able to disclose any details at this
time.

Wakao [Q]: | understand. If so, does that mean that there are other issues besides delivery to the posterior
eye? Are there any difficulties?

Torii [A]: Drug development is quite a complex process, considering the balance of safety, delivery,
pharmacokinetics, and formulation stability, etc. We have comprehensively taken these factors into
consideration as we are being able to develop KHK4951 into a therapy that could deliver benefits to patients.

Wakao [Q]: | understand. Incidentally, | understand that the technology used in this project is your own
technology, is that correct?

Torii [A]: Yes. The technology has been set up in-house.
Wakao [Q]: | understand. Thank you very much.

Secondly, | would like to talk about ADC technology, which is introduced in the 25th slide. Now, when it
comes to ADCs, | have an impression that Daiichi Sankyo is in very successful situation, but | was not able to
understand the technology of loading payloads by modifying glycans. Could you please tell me the
advantages of this technology compared to the existing ADC technology, and if there are any disadvantages?

Torii [A]: As | explained a little earlier, Synaffix has several technologies, but one thing | find very attractive
is that there is no need to modify amino acids.

In addition, Synaffix has a number of candidate payloads, that is the “poison” part, so we can select the
most appropriate payload for each of our antibody profiles and target disease conditions. We decided to
collaborate with Synaffix because we believe that these two factors are very attractive.

Wakao [Q]: | understand now that if this is an existing one, you would have to modify the amino acid
sequence to attach a payload or something like that, but what is the problem with modifying the amino acid
sequence? Does the structure of the antibody change and does it change its activity in any way?

Torii [A]: One risk is a change in activity or antigenicity by changing its structure. Another is that, in the case
of Synaffix, ADC can be selectively attached only at certain points.

In general, ADCs are not easily controlled in terms of how many payloads are assigned to a single antibody
molecule, and they can be distributed stochastically. However, compared to such cases, Synaffix technology
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can achieve high degree of purifying or, for example, they can achieve high rate of ADCs where certain
number of payloads assigned to each molecule. That means it is convenient to handle from the CMC point of
view.

Wakao [M]: | understand. Thank you very much. That is all.

Muraoka [Q]: Hello. Morgan Stanley MUFG Securities, Muraoka. Thank you very much.

| would also like to ask about tivozanib. You introduced there was one case where you saw the efficacy in
the OCT photo slide, but do you mean that out of 6 to 10 patients, you saw this kind of efficacy only in one
case? Or did you mean that there were several cases, and this image is one of them?

Torii [A]: Thank you.
The case | showed was one of several cases where efficacy was observed.

Muraoka [Q]: | understand. Of the 6 to 10 patients, in how many was an effect observed? Was it something
like three or four patients?

Torii [A]: Yes.
Muraoka [Q]: | understand. Thank you very much.

How will you organize the next phase, which | think is Phase 11? Will you go straight into maintenance
purpose for patients? Also, in terms of the frequency of administration, based on the current formulation
and Phase |, will it only need to be administered about once a day, or will it need to be administered quite
frequently?

Torii [A]: Thank you.

We are currently discussing the development strategy for Phase Il, including with overseas KOLs. We will
introduce the details when the time is right, so please refer to that. Administration will be daily.

Muraoka [Q]: For eye drops, some medications have a frequency of six times a day or so, but is once a day
sufficient for this treatment?

Torii [A]: We are testing a number of doses, and we would like to make a decision based on that data and
detailed analysis.

Muraoka [Q]: Can you give any hints about this today?

Torii [A]: Based on this Phase | data alone, we have not yet reached a decision on what frequency and
concentration to use, so we would like to confirm the actual efficacy of several dosages in the next round of
testing.

Muraoka [Q]: | understand. But my impression is that it would be at least once a day, is that right?
Torii [A]: Yes, that is correct.

Muraoka [Q]: Thank you very much.
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I would also like to ask about Acoalan. | would guess that the number of patients is in the tens of thousands.
Would the market indeed be quite large?

Torii [A]: There were 800,000 births this year, and there are about 20,000 patients in Japan, | believe. Of
those patients, | think about 20% might meet the criteria for the Phase Ill KOUNO-TORI study. This is still in
flux based on various assumptions, but that is how | see the scale of the patient numbers.

Muraoka [Q]: How about in terms of unit cost? Sorry, | have not checked the drug prices.
Torii [M]: Do you mean the drug price for the current indication?
Muraoka [Q]: Yes. At the current NHI price, how much would be a price for PE?

Torii [A]: | am sorry, but | do not have the data on the NHI price at hand, so please understand that | cannot
give you an answer today.

Muraoka [M]: | understand. | will look into it myself. That is all. Thank you very much.

Torii [M]: Thank you very much.

Kohtani [Q]: This is Kohtani, Nomura Securities.

My first question is about KW-3357. This was skipped over a little bit, but a clinical trial using antithrombin,
the pAT trial in Japan, was successful. However, the drug was not approved at that time because it did not
eliminate the risk of parvovirus infection. Next, in the US, in the 2010s, there was the PRESERVE-1 trial,
which did not show an increase in gestational length. Some weaknesses of the PRESERVE-1 trial were that it
includes patients with less severe disease, and those with no antithrombin lowering.

This time, in this trial, antithrombin is being administered to those who are found to have low antithrombin,
which seems to be more likely to succeed. However, | still think that if antithrombin is administered to those
with low antithrombin, something like thrombosis can be cured, but | am not sure if it is possible to solve
the problem of hypertension. Can you please provide me with the scientific evidence that this can be
resolved? This is my first question.

Torii [A]: Thank you for your question.

The concern you mentioned are certainly logical, but it would be difficult to consider these issues in a non-
clinical trial setting. Therefore, we would like to proceed with caution in clinical trials to ensure safety and
avoid risks.

Kohtani [Q]: In terms of the probability of success, can you tell us why hypertension can be cured, and how
confident you are?

Torii [A]: We can also think about what you said earlier about focusing on targets that are easy for us to
show the success, but as | mentioned earlier, in the case of this disease, there are no other treatment
options. So, from this perspective, we are now in the process of developing such evidence for patients who
can be expected to benefit more from the product, and we hope to deliver the benefits to them.

While doing so, we would also like to continue to discuss the possibilities related to the surrounding areas.

29



It is true that we are developing the product with limited information, so, as | mentioned earlier, we are
now proceeding with development from this perspective, carefully cooperating with KOLs and the
investigator.

Kohtani [Q]: | understand.

My second question relates to KHK4951. My understanding is that the nanoparticles probably enter
capillaries or something in the back of the posterior eye and slowly release the drug there, so that the fact
that this effect in the posterior eye was recognized is an invention that has never been seen before.

But then, as it says on page 13, | thought that perhaps a drug with a similar spectrum would have a similar
effect, but the idea of making it into nanoparticles itself is still the biggest thing. | am wondering if a similar
TKls like axitinib might be actually effective. At the same time, | am wondering what the concentration
would be. After all, when the concentration is high, the nose and eyes are connected, so | wonder if
systemic side effects might be an issue.

Side effects of FOTIVDA include diarrhea and other gastrointestinal symptoms. I'm sure the dosage is very
different from that, so | probably don't have to worry about that, but | still feel very uncomfortable if
patients get diarrhea after using the eye drops. What can you tell us about your investigation to date of the
safety of the product? Thank you.

Torii [A]: Thank you for your question.

As | think | explained a little earlier, we have examined our ophthalmic formulation with low molecular
weight compounds from other companies. In this context, we have confirmed that other companies'
compounds are not effective. We believe that complex factors are involved here, such as the compatibility
of compounds, although it is difficult to make detailed assumptions.

As for the concentration, as you mentioned, the oral form has been approved for renal cell carcinoma, but
one of the side effects is hypertension due to inhibition of angiogenesis. If the drug enters the bloodstream
at high levels and the concentration increases, there is a possibility of side effects similar to those seen
when the drug is administered orally. Therefore, we proceeded with the development of Phase | while
carefully monitoring cardiovascular indicators.

Kohtani [Q]: Am | correct in my understanding that no such issue has come up so far?

Torii [A]: We have received positive comments from overseas KOLs, including data on side effects, and we
are now preparing for Phase Il.

Kohtani [M]: | understand. Thank you very much.

Sakai [Q]: This is Sakai from Credit Suisse. Thank you.

Regarding KW-3357, did you say the number of patients in Japan, or the number of pregnant women who
could receive this medication, is 20,0007 Is this correct?

Torii [A]: It is about 20% of those 20,000 people.
Sakai [Q]: | understand. 20% of the 20,000 people could be taking this medication.

So, this time, you also administered a placebo, right?
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Torii [A]: Yes.

Sakai [Q]: | assume it would take a lot of hard work to incorporate a placebo into clinical trials. | understand
that the protocol is on ClinicalTrials.gov, but as of now, is there any progress or anything you can update us
on?

Torii [A]: Thank you for your question.

As for the placebo effect, | think it is limited. It is not about setting a placebo in place of a drug that has a
standard therapy, so there is no ethical problem with using a placebo for this disease, since there is no cure
for this disease.

Regarding the schedule, the coronavirus pandemic is having an effect. Due to COVID-19, some clinical trial
sites are closed or do not accept new patients. As reported in the news, the birth rate has decreased during
the COVID-19 period. Due to these factors, we are behind schedule compared to our original plan. However,
as | mentioned earlier, we will welcome the last patient in next year, and if the results are favorable, we
would like to start working on the domestic application.

Sakai [Q]: | understand. For the placebo, is a totally fake drug being used?

Torii [A]: Yes, that is my understanding.

Sakai [Q]: Thank you very much.

Regarding tivozanib, in the table on page 15 on the right side, | understand the data for the new eye drops is
from a rat model, is that correct? | am not sure if | should call it eye reproducibility, but | would like to ask
your company's thoughts on this and your experience to date, if you studied by rats, how much
reproducibility can be achieved when taken to humans.

Torii [A]: Thank you.

The species difference is a very important point, and we are not only examining data from rats, but also
from rabbits and other animal species. We are proceeding in a way because we think we can expect the
same results in humans, considering the results as a whole.

Sakai [Q]: You just mentioned rabbits, rabbits are used quite a bit.
Torii [A]: Yes.

Sakai [M]: | understand. Thank you very much.

Yamaguchi [Q]: Thank you. This is my second time.
The first question is about tivozanib. | think you mentioned that you are preparing for phase2 trials in Japan,
the US and other countries. | know that your company is not independently developing ophthalmic agents

overseas, but is your company willing to do the overseas work in-house too?

Torii [A]: Thank you for your question.
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As for 4951, we are working with KOLs and other contracted development companies in this area. | think the
Company's main objective is to maximize the value of this drug and to deliver it to as many patients as
possible. We are considering a strategic option without ruling it out partnering with a company that has
such experience.

Yamaguchi [Q]: Thank you.

Second, this is also about 4083, which you mentioned at the beginning of the presentation. It is true that
one open-label test has been announced, but from the outside standpoint, | wonder how it will go if only
one piece of information is released. Is it correct to say that the ROCKET program is on schedule to be ready
by the end of this year, even though it is not ready today?

Torii [A]: Thank you.

As for the timing of the restarting of the program, the situation has remained the same. We are aiming for
some time between the end of this year and the beginning of the new year. As you know, we will be running
six trials.

Basically, our disclosure policy is to disclose when we have achieved first patient in status. We are hoping to
achieve first patient in status in these six trials and provide an overall overview at the next financial
announcement.

Yamaguchi [Q]: As for Phase lll, you have a plan in place but have not disclosed it because there is no first
patient in.

Torii [A]: Indeed.

Yamaguchi [M]: | understand. Thank you very much. That is all.

Kohtani [Q]: Kohtani, Nomura Securities.

| would like to ask you about Synaffix. This is actually something | have wondered about for a little while
now, and this technique can be used to create the ADCs that are specific to DAR4 or 2, right? This is the kind
of technology that can be attached to a specific site and for example it only works for 4.

Torii [A]: Yes, it is a technology that can also control DAR with a great deal of precision.

Kohtani [Q]: Various companies are doing this kind of conjugation behind the scenes, including Pfizer and
other Japanese companies. Eisai is using a similar technology for a preclinical drug called MORAb-109.

But | don't think it has never worked. Do you know what the common points are? | still think that a single
DAR would certainly be more advantageous when applying for approval, but in fact, | think that there is a
view that it would actually be better to have a variety of DARs that are quite discrete, as in the case of
Enhertu. Do you have any background on this type of technology, something that has been talked about a
lot but not quite worked out?

Torii [A]: | am not aware of the details of that, but we are also considering various other technologies in
addition to Synaffix's.

As for the question of increasing the DAR, the fact that the efficacy of the drug is enhanced by increasing the
DAR is a benefit. However, depending on the target or disease, there may be cases where the balance
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between efficacy and safety is disrupted. From the CMC perspective, if the DAR is increased too much, a
complex or unstable situation may occur.

Synaffix's technology, which | did not explain in detail today, is unique in the linker that connects the
antibody to the payload. When this ADC is administered in vivo, depending on the technology, it may break
off immediately in the bloodstream before it is delivered to the target site, resulting in more toxicity.
Synaffix's linker is very stable when it enters the body, so | am not sure about other companies, but | think
they may be struggling with the issues | just mentioned.

Kohtani [Q]: | understand.

Secondly, | think the ROCKET-Orbit for KHK4083 is out. This was a study in adolescents, and moreover, it is a
safety study, so it is good that it is administered once a month, but | have the expectation that it will be
tested a little more in adults, is that right?

Torii [A]: Yes, that is correct.

As | mentioned earlier, | am hoping to be able to outline the details at the next financial results briefing, so |
hope you will wait until then.

Kohtani [Q]: In the end, if we think about what it takes to compete with dupilumab, then it is 100% correct
what Regeneron said, and in the end, atopy alone is not enough to compete. | think it would be difficult to
compete without controlling atopic disease, asthma, and other atopic diseases, all of which are also
complications. Are you also expecting this pattern from 4083?

Torii [A]: Yes, that's right. Theoretically, it is possible to suppress not only the IL-13 strain but also other
strains in the case of 4083, so we expect stronger effectiveness in this area than in other competitors.

On the other hand, there are concerns about side effects and high risks associated with this, which we will
carefully assess in the upcoming Phase lII.

Kohtani [M]: | understand. Thank you very much.
Moderator [M]: Thank you very much.
Since there appear to be no further questions, | will conclude the briefing.

Thank you very much for attending our R&D presentation today. The content of the briefing will be
distributed on our IR website. Please check the contents on this page.

Thank you very much for your participation today.

[END]
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