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Research, Produce, and Promote

SHIONOGI researches and develops pharmaceuticals that meet new medical needs, produces them
with high quality and stability, and reliably promotes them to the patients who need them. This
section introduces our end-to-end structure that spans research and development to manufacturing
and marketing, our pipeline aimed at addressing social issues, our infrastructure that supports stable

supply, and our marketing strategies for promoting pharmaceuticals to the world.

33 Research
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Research at Shionogi Pharmaceutical Research Center (Toyonaka, Osaka Prefecture)
Our researchers tirelessly work to develop innovative pharmaceuticals.

46 Promote
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| Messag the Senior Executive Officer in charge of the R&D Supervisory Unit

™

John Keller, Ph.D.

Director-a-nd Senior Executive
Officer, Senior Vice President,
R&D Supervisory Unit

Strengthening our R&D Foundation through Speed x Focused
Investment x External Collaboration

SHIONOGI has consistently delivered innovative pharmaceuticals in the infectious disease
field, leveraging its deep experience in drug discovery—particularly in small molecule
modalities. Informed by the lessons of the COVID-19 pandemic, we have built an agile R&D
framework that prioritizes speed and the ability to concentrate resources on significant
medical needs that we are optimally positioned to address. Starting from this enhanced
foundation, we are augmenting our value creation capability by complementing
SHIONOGI's strengths with a carefully selected collaborative network including healthcare
companies, venture capital, and government, non-profit, and academic institutions, so that
an even wider range of resources are within our grasp, at the time and in the manner
needed to more effectively create solutions for patients.

In our focus areas of infectious and QOL-related diseases, we aim to deliver innovative solu-
tions to address challenging unmet needs. In infectious diseases, we continue to build and
advance our small molecule pipeline while moving forward with vaccine development. We
are also pursuing novel technology for sensitive, accurate, and patient-friendly diagnosis,
seeking to establish a “test to treat” paradigm from rapid identification of the infection to
immediate treatment. In QOL-related diseases, such as hearing loss, sleep disorders, and cog-
nitive disease, we are pursuing new drug discovery alongside digital therapeutics and other
non-drug approaches in order to provide optimal solutions tailored to specific patient needs.

Through this approach of Speed x Focused Investment x External Collaboration, we will
reinforce and amplify our R&D platform, supporting the achievement of the STS2030
Revision and realizing sustained and expanding growth.

Material issues to focus on

Shionogi & Co., Ltd. Integrated Report 2025

Protect people from the
threat of infectious diseases

Contribute to a healthy
and prosperous life

Create innovation

In addition to high-impact infectious diseases that threaten society we have been address-
ing, we are strengthening our response to QOL diseases with high social impact and, by
pursuing innovation beyond prescription drugs, comprehensively addressing unmet medi-

cal needs that remain unresolved.

Create innovation not limited to prescription drugs, responding to

important healthcare needs in society without being bound by

preconceived notions.

hd

Siiciee) ) [dentify important unmet needs and address them using overall capabilities

® Select healthcare issues that are predicted to remain unsolved and increase in the

future

® Provide the best solutions using SHIONOGI's strengths + external networks
® Global development system, rapid and flexible resource allocation, and clear

prioritization

Trends in R&D expenses
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Internally-discovered pipeline
ratio* (As of March 2025)

69+

o,
31% 49%

M In-house origin
Joint research In-licensing

* The proportion of in-house origin com-
pounds in the development pipeline
(including development candidates and
results from joint research with partners)
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Research

I Infectious diseases requiring a long period of treatment

Initiatives in the field of HIV

HIV/AIDS—one of the world's three major infectious diseases—still continues to claim
many lives today. To address this challenge, SHIONOGI began HIV research at an early stage
and has discovered dolutegravir, cabotegravir, and S-365598. By out-licensing these com-
pounds to our partner, ViiV Healthcare, we are contributing to solving the challenges in the
HIV field.

SHIONOGI's strengths and commitment

Because HIV readily develops drug resistance, combination therapy with drugs having dif-
ferent mechanisms of action is essential in treatment. Among these mechanisms, integrase
inhibitors combine high antiviral activity, consistent long-term safety, and a high viral resis-
tance barrier, and have grown to occupy approximately 80% of the HIV treatment market
as a core therapeutic class. SHIONOGI has extensive experience in discovering superior inte-
grase inhibitors, from dolutegravir to cabotegravir and S-365598, leveraging our expertise

Allocation of human resources in research laboratories

Appropriate resource allocation: 38% of human resources in chemistry,

which are the starting point for manufacturing, are invested in HIV research

Structure-Activity Relationship
(SAR) research Human resources
e Chemistry: Design and synthesize

in chemistry
molecules —

¢ Pharmacology, ADMET (pharmacoki- Chemistry YA 33

netics/safety): Profiling evaluation of
Drug
discovery

compounds
Based on information from these
above activities, the chemistry unit

Other infec-
tious diseases

designs and synthesizes even cycle Antibacterial, 27%

better compounds. By (SAR research) & antiviral, etc.

repeating this cycle multiple |_=

times, lead compounds are QoL

refined into drugs. * ; 35%
9 ADMET Pharmacology diseases

* Pharmacokinetics/safety

in medicinal chemistry. Even today, we continue to dedicate 38% of our chemistry human
resources to HIV research to meet the remaining unmet needs in this field.

SHIONOGI and ViiV Healthcare’s current initiatives
Our key partner, ViiV Healthcare, has already launched the bi-monthly treatment Cabenuva
and prevention drug Apretude, with cabotegravir as the key drug. These products are
steadily expanding to address the unmet needs of people living with or at risk of acquiring
HIV. ViiV Healthcare is now developing a 4-month ULA formulation with the aim of making
a further contribution by reducing the burden of dosing frequency and clinic visits. Beyond
that, it is working on the development of S-365598/VH 184, with the goal of achieving
treatment with 6-month dosing. S-365598/VH184 has already completed Phase 2a trials in
an oral formulation, confirming antiviral efficacy equivalent to dolutegravir with high toler-
ability and safety, and the development of its ULA formulation is in progress.

SHIONOG! is advancing research on drug candidates with mechanisms distinct from inte-
grase in ULA formulations, and has identified multiple promising compounds, including
S-917091.

From the Technical development of ultra-long-acting
Frontline ) (ULA) formulations that will support SHIONOGI

We want to relieve patients from the daily fear and suffering of HIV.
With this passionate commitment, we persevered in technical devel-
opment and succeeded in establishing ULA formulation technology.
While there were various technical challenges, we overcame them
one by one. Currently, through formulation development of
S-917091, SHIONOGI's ULA formulation technology is evolving
further. Please continue to look forward to the advancement of
SHIONOGI's innovative ULA formulation technology.

Hironori
Tanaka, Ph.D.

Shionogi & Co., Ltd.
Formulation R&D
Laboratory
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B Acute respiratory infections

Strategy

Acute respiratory infections, such as influenza and COVID-19, repeat a cycle of rapid out-
breaks and subsidence, making their prediction difficult and resulting in significant market
uncertainty. SHIONOGI aims to build a disease portfolio that is not subject to epidemic fluc-
tuations by maintaining multiple acute respiratory infection treatments, including influenza
drugs, COVID-19 therapeutics, and RSV infection treatments. We are also advancing
regional expansion into the U.S. and Europe, and Asia to stabilize revenue through geo-
graphic diversification. Furthermore, we are developing proprietary rapid diagnostic tools
and vaccines to provide solutions that go beyond treatment to include prevention and
diagnosis. By building capabilities to provide integrated care from early diagnosis and treat-
ment through vaccine prevention, we aim to create a sustainable business model that can
prepare for societal risks in both normal times and pandemic situations.

Dual treatment and prevention approach to the ongoing COVID-19 threat
COVID-19 continues to circulate globally with diverse variants still emerging. SHIONOGI
began developing oral antiviral drugs from the early stages of the pandemic and continues
to conduct multiple trials even after domestic approval. The SCORPIO-PEP trial, which
tested the prevention efficacy of ensitrelvir (known as Xocova in Japan) in household

Acute respiratory viral infections: Portfolio diversification

A

Enhancement focus
Continuous R&D for RSV

infections and other acute
respiratory infections

Enhancement focus

' Expansion to U.S., Europe, and

Asian markets
¢ Influenza, COVID-19 »
 Japan-focused

Disease portfolio expansion

\

Global expansion of each drug

members of patients, achieved its primary endpoint and became the world's first study to
demonstrate prevention effects with an oral antiviral drug. High-risk patients, particularly
the elderly and those with conditions like diabetes, have elevated risks of severe disease,
and there are high expectations for this drug.
Based on this prevention data and
existing trial results, we have completed
regulatory submissions for prevention
indication in the U.S. and for both treat-

Phase 3 trial results (SCORPIO-PEP)

World’s first results showing COVID-19 pre-

vention effects with an oral antiviral drug

- Primary endpoint - - Stratified analysis -

ment and post-exposure prevention indi- 2
. ) L. 3 . Overall population High-risk subjects
cations in Europe. Additionally, we are °oF 16_
conducting pediatric indication trials and £5 14 Approximately Approximately
tudi L £ L CovID s £ 67 % reduction 76% reduction
studies examining effects on Long g5 2= i1 onset risk in onset risk
to address the needs of diverse patients. Se0- -
- 2
We are also advancing development of ag 8-
. 20
S-892216 as a next-generation COVID-19 S s 6-
3
treatment and prevention agent. By devel- SE 4-
oping both oral and long-acting injectable g2 2-
ping g-acting inj i ]
formulatlons, we aim to pr0V|de new & Ensitrelvir  Placebo Ensitrelvir  Placebo
treatment and prevention options.
Ensitrelvir development status
[Europe | Japan & Asia
* Applications submitted * Japan * FDA approval application

for treatment and
post-exposure preven-
tion indications

— Additional post-expo-
sure indication applica-
tion submitted for
prevention (ages 12+)

— Application submitted
for pediatric treatment
indication

submitted for prevention
indication (rolling
submission)

» Ongoing discussions
toward treatment indica-
tion application

*Expansion to various Asian
countries
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B Acute respiratory infections

Xofluza's transmission reduction effects and pediatric indication expansion efforts
There are approximately 1 billion cases of influenza worldwide annually, with 3-5 million
severe cases and about 290,000-650,000 respiratory-related deaths.

SHIONOG! is the world’s only pharmaceutical company offering multiple mechanisms of
action for influenza treatment, with both intravenous Rapiacta and oral Xofluza, which
powerfully suppresses viral replication with a single dose. Xofluza demonstrates high antivi-
ral efficacy with single-dose administration and was the first in the world to prove transmis-
sion reduction effects in clinical trials, lowering household transmission risk when patients
take the medication. Pediatric granule formulations are also in development, expanding
application to broader age groups.

In this way, SHIONOGI is advancing R&D for intravenous drugs, oral medications, and
pediatric formulations to provide multiple solutions for a single disease, achieving total care
for influenza management.

Advancing oral treatment development for RSV infections

While RSV infection occurs at least once in a lifetime, it typically follows a mild course.
However, infants and elderly individuals have high risks of severe disease, requiring early
antiviral treatment. In the U.S., approximately 2.1 million children and 1.2 million people

Xofluza characteristics

Complete treatment with
single oral dose

Time to viral clearance Reduced risk of infection to Patients chose single-dose oral medication
24 hours (median) household members by 29% More than 50%

Phase 3 trials
(transmission suppression study)

Rapid viral elimination Transmission suppression

Time to cessation of virus shedding General public survey results

Significantly shortened the duration of infec-

. . Influenza- Percen f h hol . .
tious viral shedding compared to placebo, and u.e ercentage of house . old Q "For influenza treatment, which type of medi-
N R positive members testing positive for X "
reduced the time to symptom improvement by . e cation would you choose?
patients influenza within five days

approximately one day.

o O 54.9%

Single-dose oral medication

24 Xofluza A
Xofluza hours arm 8 single-dose nhalable | & 1o

Single-dose IV medication |1 5.5%
F\
Placebo {:;) & ‘ hours ::f;ebo @E

Oral medication taken
@ For details, please see FY2024 Q2 (interim) financial results presentation materials.

twice a day for 5 days 31.0%

Inhalable medication taken
twice a day for 5 days | 2-2%

over 60 are estimated to be potential
patients annually, yet no oral RSV infec-
tion treatments have been marketed.

SHIONOG! is developing oral RSV infec-
tion treatment S-337395, which targets
the L protein involved in viral genome
transcription and replication, potentially
providing antiviral effects even after viral
proliferation has progressed. In fact, the
Phase 2a challenge trial confirmed signifi-
cantviral load reduction in the treatment
group, achieving PoC*.

We will continue accelerating R&D
centered on $-337395 to provide new
antiviral treatment options for broad age
groups including infants and the elderly,

realizing solutions for RSV infections.
* PoC: Proof of Concept

From the Our mission in drug discovery: taking on
Frontline ) diseases without treatments

RSV infections cause severe respiratory symptoms particularly in
infants and elderly patients, leading to a similar number of hospital-
izations as influenza. Our oral RSV infection treatment S-337395,

Shionogi & Co., Ltd. Integrated Report 2025

Potential patient numbers in the U.S.

Infants and young children High-risk patients
(0-5 years) (aged 60 and over)

Approximately1 2m People

Approximately 21 M People

— Hospitalized patients —
58,000-80,000 People 108,000 people

— Number of deaths — — Number of deaths —
100-500 people 7,700 people

— Hospitalized patients —

Large market with
over 3 million potential patients annually

Mechanism of $-337395

Inhibits the L protein, which is involved in the transcription
and replication of the RSV genome during the viral life cycle

4.

28
3. b
Membrane Replication ~ Transcription  Budding

fusion

o)
Y%} B Inside the host cell
VRNA 0 cRNAm vRNA< )

L e w‘f]ﬁ}

1.
Attachment

$-337395

o :Nprotein @ :Lprotein o= :Fprotein  ©:Pprotein

@ For details, please see FY2024 Q3
financial results presentation materials.

which is currently in development, targets the L protein involved in Atsuko

viral genome replication and transcription, showing excellent viral

Yamamoto

reduction activity in Phase 2a trials. Driven by our mission to support

patients, their families, and healthcare providers, we're advancing

R&D toward early practical application.

@ Please also see the SHIONOGI Journal

Shionogi & Co., Ltd.
Laboratory for Drug
Discovery and
Disease Research
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B Acute respiratory infections

Toward realizing a vaccine platform

SHIONOG! is advancing vaccine development as a key pillar of total care for infectious
diseases. Starting with the COVID-19 vaccine Covgoze, which received manufacturing
approval in June 2024 and targets the original strain, we aim to build a vaccine platform.
In the Phase 3 trial of the variant-adapted vaccine S-268024, the primary endpoint was
met and a favorable safety profile was confirmed, marking steady progress toward vaccine
supply. Moving forward, we will accelerate the development of our vaccine platform by
advancing research and development on a COVID-19 universal vaccine and influenza nasal
vaccines.

Efforts towards universal vaccines

Even after the COVID-19 pandemic, new variants of the novel coronavirus continue to
emerge, with possibilities of resurgence remaining. Furthermore, various animal-origin
coronaviruses have been identified in recent years, raising concerns about new pandemics
from transmission of these viruses to humans. SHIONOGI is developing vaccines that are
broadly effective against SARS-CoV-1/2 and animal-origin strains, working toward early
initiation of clinical trials.

Initiatives and prospects for the vaccine business

Focusing on building a sustainable business model to become the next revenue driver

Building a track record as a
vaccine manufacturer

Gaining competitiveness

* Acquiring capabilities to respond to the 100 Days
Mission: Creation of SCARDA*? priority disease vaccines

Establishing as a platform vaccine

* Launch of COVID-19 prevention
vaccine

 Creation and launch of influenza
prevention vaccine

o Establishment of recombinant
protein vaccine production
system

* Cooperation with international
organizations (WHO, Gavi*', etc.)

e Establishing new technologies to meet unmet needs
— Development of nasal vaccines, development of uni-
versal vaccines, consideration of new modalities

Global expansion

o Affordable delivery to LICs/MICs

e Providing value-added vaccines to

Expansion to Asia
the U.S. and Europe markets

* Supplying products from Japan to
China and ASEAN

*1 Global Alliance for Vaccines and Immunization

*2 Strategic Center of Biomedical Advanced Vaccine Research and Development for Preparedness and Response

SHIONOGI's Test to Treat vision

Infectious diseases threaten not only individual health but societal stability as a whole.
SHIONOGI views early diagnosis and treatment as social infrastructure, and advances mech-
anisms that contribute to avoiding strain on healthcare systems and maintaining economic
activity. We aim to realize a society where everyone, anywhere, can receive rapid diagnosis
and optimal treatment when needed.

Toward realizing Test to Treat
To realize Test to Treat—connecting rapid infection identification to immediate treat-
ment—we must overcome multiple challenges including improving speed and simplicity
while maintaining diagnostic accuracy. SHIONOGI is advancing internal technical and oper-
ational considerations while exploring possibilities for partnerships and joint research with
external partners possessing promising technologies.

Anywhere

/ﬂ N

Not limited to hospitals or
clinics, but also at home, in
nursing facilities, etc.

When feeling unwell, Even by non-medical
immediately personnel

From the Development of universal vaccine through
Frontline ) scientific excellence

Researchers involved in this vaccine development have established a
new antigen design evaluation system by leveraging expertise in
virology and immunology combined with IT. As a result, we have
identified promising vaccine antigens from approximately 1,000
antigen candidates. We will continue our work with the conviction
that creating an unprecedented universal vaccine will enable the
realization of a safe and secure society.

Masaaki
Sato, Ph.D.

Shionogi & Co., Ltd.
Vaccine R&D Laboratory
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Research

B Serious infectious diseases including antimicrobial resistance (AMR)

Economic impact of AMR

AMR is called a silent pandemic, and without countermeasures, it is estimated to cause 10
million deaths annually by 2050 with cumulative economic losses reaching $100 trillion.
SHIONOGI launched the world's first siderophore cephalosporin antibiotic Fetroja (cefidero-
col) in Europe and the U.S. starting in 2020, contributing to AMR countermeasures and the
sustainability of healthcare systems through inclusion in the WHO Model List of Essential
Medicines and application of a pull incentive system.

Expanding global access to cefiderocol and pursuing pediatric indications

As of April 2025, cefiderocol is marketed in 26 countries and regions including Japan, Europe,
and the U.S. We are promoting information provision for proper use and real-world data
collection while focusing on expansion to new markets. Recently, we completed regulatory
submission in the large Chinese market with approval expected within fiscal 2025, and
submitted in Australia in December 2024. In other regions, we plan to sequentially expand
sales territories through partnerships to deliver this drug to more patients. Additionally, we
are advancing Phase 3 trials aimed at expanding indications to pediatric patients.

Strengthening AMR research framework through opening of Shionogi Qpex Lab.
Continuously advancing R&D against AMR to prepare for future threats is extremely
important. SHHONOGI made U.S.-based Qpex Biopharma, Inc. a wholly owned subsidiary in
July 2023. We also opened the flagship Shionogi Qpex Lab. in San Diego, U.S. in April 2025,
further strengthening our bacterial infection treatment drug research structure. Here, we

Promote proper use and further expand global access to cefiderocol

« Strengthen information
provision activities
* Expand sales regions

* Penetration in existing
markets

* Further expansion in our
sales country

Asia and other regions
Leverage partners to expand into new markets

Already launched
countries/regions i
1 e, Japan,Taiwan " A
5 & ]
L

Expand sales in
s approved countries
‘ «China
« Expansion of global access ' ' - * Korea ) )
through promotion of — Execution of Sublicense Agreement
partnering with JEIL v
* Australia
— Exclusive Licensing Agreement with Link Healthcare

M Shionogi BV. With Sobi GARDP

are advancing R&D for injectable S-649228 combining the new B-lactamase inhibitor
xeruborbactam with cefiderocol, and the oral treatment S-743229 combining xeruborbac-
tam with ceftibuten, while leveraging collaborations with academia, startup companies,
and U.S. government agencies to expand our bacterial infection treatment pipeline includ-
ing AMR infection therapeutics.

Furthermore, Shionogi Qpex Lab. conducts drug discov-
ery research toward creating new treatments not only for
AMR infections but also for tuberculosis and NTM (nontu-
berculous mycobacterial infections), advancing broad ini-

Welcome
2 b

tiatives that comprehensively address future infectious _ P .
Opening ceremony of Shionogi

disease risks. Qpex Lab.

Taking on serious infectious disease with novel antifungal drug olorofim
SHIONOG! is also strengthening responses to serious infectious disease areas beyond AMR.
The novel antifungal drug olorofim, licensed from F2G in 2023, is expected to show high
efficacy against invasive aspergillosis, which is common in immunocompromised patients.
We are currently conducting Phase 3 trials in Europe and Asia, aiming for rapid practical
application after approval.

From the Advancing Research to Combat Mycobacterium
Frontline ) abscessus Infections Globally

At Qpex, | bring specialized expertise in Mycobacterium abscessus,
a notoriously drug-resistant pathogen that is both difficult to treat
and challenging to study. Its complex biology and resistance mecha-
nisms make research particularly demanding, requiring innovative
approaches and persistence. To support this mission at Qpex, I've
introduced bioinformatic tools and novel research approaches to
accelerate discovery and deepen our understanding. | envision a
world where medicine is available to all and bacterial infections like
M. abscessus are no longer lethal and no longer impose a heavy
burden on those who suffer from them. My greatest aspiration is to
contribute scientific breakthroughs that directly improve lives

and deliver lasting value to humanity through research.

Christos
Galanis, Ph.D.

Qpex Biopharma, Inc.
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Research

I QOL diseases

Approach to QOL disease efforts
SHIONOGI focuses on QOL disease areas
such as hearing impairment, sleep disor-

Time sequence of diseases (lllustration)

Hearing Sleep

. . impair- il ..
ders, and obesity. These are social prob- Tment_[Jdisorders
lems that broadly affect people due to Diabetes | fper f - f Dysloic-
aging and changes in modern lifestyles, [ ;

X . i . . Cerebro-
causing serious secondary diseases and Negg';’) { . l i{‘;ggsl { Lviasf)?éfrrj
conditions like dementia, cardiovascular { H ] —

. . . . . . Heart . D -
disease, and depression, becoming factors Dialysis | |Bindness| | feart. falre | |Demential | " l

that shorten healthy life expectancy and
actual lifespan.

Through approaches targeting these types of fundamental factors that lead to multiple
diseases and conditions, we aim to meet significant unmet needs that are not yet visible.
Beyond the above, we are also advancing R&D for diseases with large market sizes and high
unmet needs.

For these diseases, we aim to provide optimal total care suited to pathological conditions
by incorporating not only drug treatments but also non-drug therapies such as digital ther-
apeutics and device-enhanced approaches. We also aim to achieve further improvements
in treatment precision by accurately understanding each patient’s pathological mecha-
nisms through development of new diagnostic technologies. Furthermore, we will actively
leverage partnerships with external partners possessing specialized knowledge, including
healthcare companies, startups, and research institutions, to enhance drug discovery speed
and quality.

R&D process focused on early achievement of clinical PoC

SHIONOGI has introduced a system (back-translation) that designs experiments based on
initial efficacy data obtained from clinical trials in non-clinical disease evaluation, aiming to
increase drug discovery success rates in QOL diseases. To confirm treatment target validity
early, we are advancing translational research that connects basic research and clinical

i = a® .
o (B @ =R Q@ R

social impact Dementia Obesity Pediatric diseases Sleep Hearing Immunology/

and rare diseases disorders impairment Allergy

trials, building more reliable R&D processes by using the same indicators (PoC, PoM, PoA)*
and objective evaluation criteria in non-clinical settings as in clinical practice. Through this
approach, we are actively taking on conditions considered intractable, such as hearing

impairment and sleep apnea syndrome.
* PoC: Proof of Concept, PoM: Proof of Mechanism, PoA: Proof of Activity

Potential for novel treatment approaches to sleep disorders

Obstructive sleep apnea syndrome (OSAS) is a disease with high social impact that reduces
labor productivity and increases risks of complications like hypertension, diabetes, cardio-
vascular disease, and stroke, with untreated cases showing significant reduction in life
expectancy. In October 2023, SHIONOGI established a joint venture company Shionogi-
Apnimed Sleep Science, LLC with Apnimed, Inc. to address challenges in sleep disorder. We
aim to create promising solutions for OSAS by combining SHIONOGI's small-molecule drug
discovery capabilities with Apnimed’s scientific expertise and global clinical networks.

W e are currently advancing development of SASS-001, which is a combined drug with
S-600918, while also introducing sulthiame into our development pipeline. Sulthiame has
shown favorable results in European clinical trials involving approximately 300 OSAS
patients. Furthermore, we are pursuing multiple projects with the goal of building a frame-
work that can provide optimal treatment options for OSAS patients across its diverse
pathological presentations.

From ‘he_ Sleep apnea syndrome - aiming for rapid =
Frontline ) delivery of new treatment solutions {

maintaining physical and mental health. There is growing demand
for convenient drug treatments for sleep apnea syndrome, a condi-
tion that impairs sleep quality, in addition to mask-based therapies.
The joint venture we established with Apnimed, Inc. conducts R&D
for multiple innovative oral treatments. Leveraging both companies’
strengths and proprietary evidence, we are helping to improve peo-
ple’s lives through higher quality sleep via active cross-border discus-
sions and flexible, rapid decision-making.

Sleep, which occupies approximately one-third of life, is essential for !

Ryuta Tamano

Shionogi & Co., Ltd.
Laboratory for Drug
Discovery and
Disease Research
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Research

I QOL diseases

The challenge of creating hearing impairment treatments

With increased earphone use, 1.1 billion young people worldwide are at risk for hearing
impairment. Approximately 500 million people are affected, with one-quarter of the
world’s population predicted to experience hearing impairment by 2050. Hearing impair-
ment is the greatest risk factor for dementia onset and represents high unmet need due to
lack of effective drugs. The market is expected to grow at approximately 6% annually and
reach about ¥1.8 trillion by 2030.

SHIONOGI acquired option rights for CILO01 and CILO03 from Cilcare in 2024. The audi-
tory nerve protective effects of CILO01 have been confirmed in non-clinical studies, with
Phase 2a trials scheduled to begin in fiscal 2025. We will decide whether to exercise our
option rights based on the trial results.

Furthermore, SHIONOGI is building a joint research framework with Cilcare, aiming to
integrate their non-clinical evaluation technologies and clinical data. We aim to strengthen
non-clinical capabilities, accelerate drug discovery through novel mechanisms, and discover
hearing impairment treatments at an early stage.

Potential of PDE4D inhibitors for rare diseases (Fragile X syndrome/Jordan syndrome)
Fragile X syndrome (FXS) is a rare disease involving intellectual disability and autism spec-
trum-like symptoms, with global patient numbers estimated in the tens of thousands.
While understanding of onset mechanisms is advancing, there are still no effective treat-
ments, making this an area of high unmet need.

SHIONOGlI is developing zatolmilast, a small-molecule therapeutic targeting Phosphodiesterase
4D (PDE4D). Phase 2 trials showed improvement trends in overall cognitive function, with par-
ticularly notable improvement in language function. Having received orphan drug designation

QOL disease market size

Sieep Apnea Syndrome Fragte x yndrome

Estimated prevalence The issue of hearing loss Market size Existing market

due to earphones
Over ¥20 billion 200 billion yen

90 0 Patients exposed 1 1
million people to potential risks 8w I billion people
Symptomatic therapy is Rare pediatric disease Patients wanting

Impact on lifespan
common new options

8-year survival rate com- 6 3 Effective treatment for 0 Treatments for Fragile X 0 Not satisfied with 7 2
pared to healthy individuals % hearing loss syndrome indication existing treatments %

@ For details, please see SHHONOGI R&D Day 2024 presentation materials.

in the U.S. and Europe, and rare pediatric disease designation in the U.S., we are conducting
clinical trials in multiple countries aiming for regulatory submission for FXS indication within
fiscal 2026. We have also begun clinical trials for Jordan syndrome indication, working on indi-
cation expansion. Additionally, for next-generation PDE4D inhibitor S-898270, based on
non-clinical data suggesting efficacy at lower doses with high safety expectations, we began
Phase 1 trials for Alzheimer’s disease indication in the 1st quarter of fiscal 2025.

Advancing development of novel oral treatment for the rare disorder Pompe disease
Pompe disease is a glycogen storage disorder caused by acid a-glucosidase deficiency. It is a
rare disease estimated to affect approximately 2 per 100,000 people globally with 5,000-
10,000 patients worldwide. Infantile-onset forms become severe early, while late-onset
forms cause progressive muscle weakness and respiratory dysfunction. Current intravenous
enzyme replacement therapy (ERT) has challenges with enzyme delivery and persistence in
muscles, as well as a high burden from frequent hospital visits, creating demand for new
options like oral small-molecule therapeutics.

SHIONOG! in-licensed oral small-molecule therapeutic candidate S-606001 from Maze
Therapeutics. S-606001 improves intracellular glycogen metabolism through a different
mechanism than ERT, with Phase 1 trials confirming glycogen reduction in muscle tissue.
We plan to begin Phase 2 trials within fiscal 2025, aiming to create new treatment options
while also verifying the clinical benefits of ERT combination therapy.

From the Taking on the invisible social challenge
Frontline ) of hearing

Hearing impairment affects approximately 500 million people world-
wide and is considered the greatest risk factor for dementia, yet effec-
tive treatments still do not exist. SHIONOGiI is collaborating with
Cilcare, a leader in hearing impairment R&D, to advance the creation
of development candidates for early-stage hearing impairment lever-
aging SHIONOGI's drug discovery capabilities. Working with our inter-
nal Communication Barrier-Free Project, we are taking on the invisible
social challenge of hearing from both treatment and understanding
perspectives, aiming to contribute to healthy and prosperous lives.

Hideaki
Kato, Ph.D.

Shionogi & Co., Ltd.
Laboratory for Drug
Discovery and Disease
Research

@ Please also see the SHIONOGI Journal
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Preclinical ) Phase 1 ) Phase 2 ) Phase 3 ) Submission )
*S$-567123 *S-743229 «S$-337395 « Cefiderocol « Olorofim « Ensitrelvir
COVID-19 Universal vaccine AMR (Complicated urinary tract RSV infections Aerobic Gram-negative bacterial infec- Invasive Aspergillosis COVID-19 treatment
infection) tion (Pediatric)
*S-872600 *$-649228 *S5-892216 *S5-268023 *S5-268024 « Ensitrelvir
Influenza nasal vaccine AMR (Gram-negative bacterial COVID-19 treatment (Oral pill - COVID-19 vaccine (XBB 1.5) COVID-19 vaccine (JN.1) COVID-19 PEP
infection) treatment)
*S-875670 *S5-892216 *S5-268019 « Baloxavir
COVID-19 nasal vaccine COVID-19 (Long-acting injectable - COVID-19 vaccine (Ages 5-19) Influenza virus infection
pre-exposure prophylaxis) (Granules, < 20kg)
» S-540956 « Cefiderocol
Nucleic acid adjuvant AMR (Gram-negative bacterial infection)
*S5-554110 « Ensitrelvir
Nontuberculous mycobacte- COVID-19 treatment (Ages 6-11)
rial infection
*S5-917091
HIV infection
Out license *S$-365598 @ Baloxavir
HIV infection Influenza virus infection (Transmission)
Preclinical ) Phase 1 ) Phase 2 ) Phase 3 ) Submission )
*S-540956 *S5-151128 «S$-309309 « Redasemtide « Resiniferatoxin [GRT7039] « Zuranolone
Nucleic acid adjuvant Chronic pain Obesity Acute ischemic stroke Pain associated with knee osteoarthritis | Depression
*S5-109802 «S5-588210 «S-531011 » Redasemtide « Zatolmilast « Naldemedine
Post-stroke spasticity Solid tumor Solid tumor Epidermolysis bullosa Fragile X syndrome Opioid-induced constipation
*S-740792 « Naldemedine « Zatolmilast »S-588410

Out license

Gait disorders associated
with multiple sclerosis

«$-898270
Alzheimer's disease

Opioid-induced constipation (pediatric)

«S-588410
Bladder cancer
*S-488210

Head and neck squamous cell
carcinoma

 Zatolmilast
Jordan syndrome

* SASS-002
(Sulthiame)

Obstructive sleep apnea
*5-606001

Pompe disease

Alzheimer's disease

* ADR-001

Decompensated liver cirrhosis
«S$-222611 [Epertinib]
Malignant tumor

* SASS-001

(5-600918 +Combination medicine)
Sleep apnea with a central component

*5-723595
Type 2 diabetes

Esophageal cancer

* SR-0379
Cutaneous ulcer
« SDS-881

Dementia (Al program for cognitive
function testing)
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| Message from the Senior Executive Officer in charge of the Supply Supervisory Unit

Akira K? Ph.D.
nior Executive Officer,

nior Vice President,
pply Supervisory Unit

- e uill o TN

Fulfilling social responsibility through evolution of production systems
for enhanced stable supply

SHIONOGI has worked to strengthen stable product supply systems to fulfill our social respon-
sibility in the infectious disease field. In fiscal 2024, we made progress in establishing produc-
tion and supply systems that can flexibly respond to demand fluctuations caused by viral
infectious disease outbreaks for key products like Xofluza and Xocova, achieving certain results.
We also advanced the introduction of Al-powered production management systems and tech-
nology for continuous manufacturing, aiming for further production efficiency and speed. In
quality assurance, we confirmed that we are achieving product supply with high-reliability
quality and received no significant findings in our domestic and international inspections.

However, challenges toward achieving sustainable supply systems became clear, includ-
ing strengthening global response capabilities such as supply risk diversification. In particu-
lar, it will become increasingly important to strengthen export systems from our current
main domestic manufacturing bases to overseas markets, establish local production systems
tailored to each country’s needs, and achieve supply chain diversification and optimization
of global inventory placement. By addressing these issues, we aim to establish a system that
can achieve flexible and rapid stable product supply globally.

We will also achieve both economic efficiency and reliability through cost structure visu-
alization, advanced management accounting, and quality control innovation leveraging DX.
SHIONOGI will steadily advance our production and supply strategies to reliably deliver nec-
essary products to patients worldwide.

Material issues to focus on

Shionogi & Co., Ltd. Integrated Report 2025

Strengthen supply chain management

Supply socially responsible
products and services

In order for a company to fulfill its social responsibilities, it is important for SHHONOGI to
build relationships of trust and collaborate not only within its own corporate group but also
with its business partners. SHIONOGI is strengthening its supply chain management by col-
laborating with its suppliers, building a resilient supply chain, visualizing it, and reducing
potential risks based on the SHIONOGI Group Procurement Policy and the SHIONOGI Group
Business Partner Code of Conduct, as it seeks to achieve stable supply and quality assurance.

Global supply chain resilience

Strategy
Improving global Sustainable procurement consider- Building sustainable distri- Improving quality and
supply speed and ing environment, human rights, and bution systems for acute efficiency of in-house
capability occupational health and safety infectious disease drugs production systems
o Building global o Strengthening ESG management  Ensuring a stable global e Fostering Quality Culture
networks with systems in accordance with inter- supply of antimicrobials ® Refining production plan-
preferred CMOs national norms and standards and antivirals ning through DX
and suppliers e Effective utilization of medical e Advancement of technol-
resources (promoting waste ogy for continuous
reduction) manufacturing

EcoVadis Assessments
(cumulative through
March 2025)

1 50 companies

Percentage of
suppliers meeting
established criteria

Percentage of
key direct material
suppliers agreeing

to code of conduct*

94.7- 97+

* SHIONOGI Group Business Partner Code of Conduct
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I Stable supply

Sustainable supply chain strengthening initiatives

At SHIONOGI, we actively promote multi-source procurement, inventory optimization, and
export route diversification to ensure stable product supply and minimize stockout risks.
Particularly for priority and controlled products, we are advancing diversification of APIs
and formulation procurement sources while setting a certain inventory level to respond to
sudden demand fluctuation risks, strengthening supply chain resilience. For major products
(such as Xofluza, Xocova, and Fetroja), we are adding second manufacturing sites to diver-
sify supply risks. We are also enhancing global supply system stability through export route
diversification that remains unaffected by natural disasters or civil unrest, and strengthen-
ing procurement strategies linked to refined supply-demand forecasting. We will continue
building supply chains that can flexibly respond to changes in the external environment.

Supply chain resilience through multi-sourcing

T T B
I n a8 I n gl I

Raw materials, intermediates, APls

@

SHIONOGI

Suppliers

Contract manufacturer management cycle

site Addition//_\ Il

Technology Transfer Site Selection Ii goo
Contract Manufacturer Rank Contract Manufacturer Contract
Assessments Importance Reviews Manufacturer
; Management @ S
Regular Review —> Regular Reviews Cvcl Launch
Cycle ycle ®%
p— .
Regular Reviews Regular Review Frequency =
Ve Determination Commercial Production

& Supply

As a mechanism supporting these initiatives, SHIONOGI systematically operates supplier
management cycles. Through supplier rank assessments and regular reviews, we conduct
technology transfer and site selection, progressively building supply systems to mass pro-
duction and commercial production. Through this series of processes, we strengthen sus-
tainable supply chains while ensuring quality and reliability.

Achieving high quality and stable supply through DX

At SHIONOGI, we are driving DX (Digital Transformation) and strengthening manufacturing
and quality control systems to achieve high-quality and stable product supply. As one
example, Shionogi Pharma Co., Ltd. has introduced an Al-powered production manage-
ment system for rapid manufacturing planning (manufacturing, testing, personnel) and is
currently conducting operational verification. Beyond streamlining production planning
and changes, we aim to improve accuracy and speed of medium- to long-term simulations,
visualize personnel and production capacity needed to achieve production plans, and
actively implement human resource development and capital investment to reliably
achieve high-quality and stable product supply.

Toward next-generation production management
processes centered on Al collaboration and digital -
- technology—taking on the challenge of produc-

Frontline ) tion management DX '

From the

We are taking on the challenge of constructing an Al-powered auto- -
mated planning system in collaboration with Hitachi, Ltd. for pro-
duction planning and related operations that have been difficult to
digitalize. Through efforts by project team members and dialogue
with the factory floor, function development and data visualization
are progressing steadily, giving us a real sense of achieving what was
previously impossible. Through cooperation with management, we
will promote the development, utilization, and internal deployment
of this system, contributing to building next-generation production
management systems at SHIONOGI.

Kazuhiro lkeda

SHIONOGI Pharma
Co., Ltd.

Supply Chain
Management Dept.
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I Stable supply

Assessment and engagement for sustainable procurement

We have established the SHIONOGI Group Procurement Policy and SHIONOGI Group
Business Partner Code of Conduct, promoting initiatives toward responsible procurement
that considers human rights, labor environment, global environment, and ethical aspects.
As part of this, we have built assessment flows for sustainable procurement, evaluating
supplier initiatives regarding human rights and environment, and promoting improvements
through dialogue as needed.

In fiscal 2024, we requested agreement to the SHIONOGI Group Business Partner Code of
Conduct from key direct material suppliers, obtaining endorsement from 97% of compa-
nies. We have also requested key suppliers to undergo EcoVadis assessments—a rating
platform for evaluating corporate social responsibility and sustainable procurement—com-
pleting assessments for a cumulative total of 150 companies by confirming results. For sup-
pliers we identified as needing improvement against SHIONOGI's standards, we request
corrective action through dialogue. As a result, 10 of the 18 suppliers we requested action
from showed improvements exceeding SHIONOGI's established EcoVadis score levels.

For suppliers related to important development products and AMR (antimicrobial resis-
tance), we conduct assessments using PSCI*-provided questionnaires and on-site audits
(including contracted audits) according to a plan, implementing supplier-specific risk con-
firmation including manufacturing process safety assessments and evaluation of locally
applicable regulations. For issues identified through audits, we agree on corrective action
plans with suppliers and have them proceed with improvement activities.

* Pharmaceutical Supply Chain Initiative

Sustainable procurement assessment flow

« Specification of endorsement of * Assessment of business partners’ ESG elements
the SHIONOGI Group Procurement  ® On-site and desktop audits and use of EcoVadis
Policy and Code of Conduct Assessment

Contract = Identification

/ e|dentification of business partners who are required to

carry out improvement activities
Selection of suppliers
 Business partner risk .
P Continuous

assessment .
transaction \

Improvement
* The business partner's implementation of
an improvement plan

Communication

* Feedback to the If a business partner does not

business partner endorse the SHIONOGI Group
o Audit Procurement Policy or the
SHIONOGI Group Business
Partner Code of Conduct, we
will need to review the relevant
transaction itself.

Innovation in pharmaceutical manufacturing through technology for continuous
manufacturing of pharmaceuticals

Technology for continuous manufacturing of pharmaceuticals is an innovative approach
with the potential to significantly transform pharmaceutical manufacturing. While conven-
tional manufacturing methods called batch manufacturing require significant time and
cost for scale-up, continuous manufacturing can shorten development periods, reduce API
usage, and flexibly respond to demand changes. This enhances efficiency and flexibility
throughout the manufacturing process. It also achieves stable quality control from the
development stage through commercial production.

At Shionogi Pharma Co., Ltd., we position this technology for continuous manufacturing
of pharmaceuticals as a pillar of our
technology development strategy
and have worked on establishing the
technology at an early stage. We will
further promote continuity and

Continuous manufacturing of pharmaceuticals

Raw materials Real-time monitoring -
Mixing

Dv:wleighmg Drying jtla

automation of manufacturing pro- Wilin
: : 9 Compression
cesses for APIs, intermediates, and v v 0V D
D G

formulations, aiming to build sus-
. . ranulation
tainable manufacturing systems. and sizing

Building flexible and efficient supply systems
- through technology for continuous manufac-
Frontline ) turing of pharmaceuticals

From the

To make pharmaceutical manufacturing more efficient and flexible,
we engaged in innovative technology development of continuous
manufacturing and were one of the first companies to achieve prac-
tical implementation. With few domestic precedents, we created
highly reliable manufacturing processes by utilizing equipment
design, manufacturing process innovations, and advanced analytical SHIONOGI Pharma
technologies, obtaining approval for this new manufacturing Co., Ltd.

method. We will continue to take on the challenge of technological
innovation, contributing to building mechanisms that can deliver
pharmaceuticals stably and rapidly.

Kentaro
Hayashi, Ph.D.

Manufacturing
Technology Dept.
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I Ensuring quality and safety

Responsible reliability assurance system

Based on the Act on Securing Quality, Efficacy and Safety of Products Including
Pharmaceuticals and Medical Devices (Pharmaceuticals and Medical Devices Act),
SHIONOGI has built a management system centered on the General Manager of
Manufacturing and Marketing under the responsibility of designated executives, with the
three key manufacturing and marketing roles. We conduct planned audits of supply chains
including domestic and international manufacturing sites, and by collecting and evaluating
post-marketing safety information, strive for regulatory compliance and quality/safety
assurance to provide highly reliable products and services.

Establishing safety surveillance systems

To minimize risks and maximize the value of pharmaceuticals and medical devices, it is
important to continuously cycle pharmacovigilance (PV) activities that collect, evaluate, and
examine safety information such as adverse reactions and implement necessary measures
such as package insert revisions. Based on the SHIONOGI Group Pharmaceutical Safety
Policy, SHIONOGI prioritizes safety of patients and clinical trial subjects, conducts consistent
PV activities from development through post-marketing, and has built a global system in
collaboration with overseas group companies. We are currently advancing PV process
reform, promoting system strengthening together with PV members from overseas group

Safety surveillance system (pharmacovigilance)

Pharmacovigilance (PV)

9
= 5 G2y
RAR
Patients
Healthcare Adverse reaction Adverse reaction Adverse reaction
professionals information evaluation and examination and
T collection examination decision

Safety informa-
tion provision

Adverse reaction reporting/safety measures

Ministry of Health,
Labour and Welfare

Overseas authorities

companies, including quality improvement in clinical trial safety management and consid-
eration of new signal management* methods.

Correct understanding and action regarding pharmaceutical and medical device safety is
a fundamental attitude required of all management and employees. For medical informa-
tion representatives, we conduct regular education reflecting the latest safety information
and response policies, improving appropriate information provision and response capabili-
ties in the field. Furthermore, we conduct annual education for management and all
employees, working to enhance PV awareness.

* A series of processes to detect, verify, and evaluate information suggesting potential causal relationships between pharmaceuti-
cals and adverse events (signals) and implement safety measures as necessary

Fostering Quality Culture

At SHIONOGI, we consider quality as one of our important corporate values and work on
fostering Quality Culture globally across the entire Group. In collaboration with domestic
and international manufacturing sites including Shionogi Pharma Co., Ltd., we share quality
improvement initiatives and deepen understanding through audits and regular educations.
We also create opportunities for self-reflection through factory visits and workshops with
other companies in the industry, promoting Quality Culture development. Additionally, we
hold the Global Compliance & Quality Week annually across the entire Group, promoting
understanding of the importance of data integrity through events and always advancing
quality activities based on regulatory compliance.

From the Safety surveillance activities with globally
Frontline ) unified standards

Pharmaceutical companies need to monitor safety risks based on
safety information from around the world. At SHIONOGI, we collect
and evaluate safety information using globally unified standards,
achieving appropriate risk management. For our global expansion,
which will accelerate even more in the future, we will strive for qual-
ity improvement by controlling global safety surveillance activity
standards to ensure patient safety worldwide.

\
Takuya Hara

Shionogi & Co., Ltd.
Pharmacovigilance
Dept.
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| Message from the Senior Executive Officer in charge of the Healthcare Business Supervisory Unit

Toshinobu lwasaki, Ph.D.

Senior Executive Officer,
Senior Vice President,
Healthcare Business Supervisory Unit

0

g
Toward Evolution of Global Healthcare

In fiscal 2024, we built a foundation for SHIONOGI's sustainable growth through the
growth of focus products centered on infectious diseases and the central nervous system
domain. Domestically, products like Xocova, Xofluza, and Quvivig penetrated the market in
response to healthcare field needs, while the U.S. business achieved 30.6% growth year-
over-year centered on Fetroja. In Europe, we established a sustainable supply system for
Fetcroja, and in China, the transition to the new drug business is progressing. However, rec-
ognition and understanding of new treatment options requires time, and disease aware-
ness and improved access to healthcare are challenges for future growth. Additionally,
differences in each country’s systems and approval processes require flexible and strategic
responses for pharmaceutical development.

Fiscal 2025 is the final year of Phase 2 of STS2030 Revision and a critical juncture that will
determine SHIONOGI's future. Centered on responses to acute respiratory infections, AMR,
and QOL diseases, we will promote domestic and international businesses in an integrated
manner, aiming to achieve both social and economic value. We will advance product strate-
gies and policy coordination aligned with regional medical needs, while seriously address-
ing challenges and working to build sustainable growth models. As we work toward
improving patient health and quality of life, we will continue innovation, deepen our stance
as a trusted company, and accelerate SHIONOGI's evolution with the entire company
united.

Material issues to focus on

Protect people from the Contribute to a healthy
threat of infectious diseases and prosperous life

Improve access to healthcare

As we work toward global realization of our company policy “SHIONOGI strives constantly
to supply the best possible medicine to protect the health and wellbeing of the patients we
serve,” we aim to enhance our global presence by developing and accelerating our health-
care businesses domestically and internationally. These businesses cover care for presymp-
tomatic conditions, prevention, diagnosis, treatment, and prognosis, including maximizing
the OTC pharmaceutical business, with growth in infectious disease prescription drugs cen-
tered on Xocova, Xofluza, and Fetroja as our core.

Significant Growth of Domestic Business and Advancement/Acceleration
of Globalization Centered on Growth in Prescription Drugs and the OTC
Pharmaceutical Business Particularly in the Field of Infectious Diseases

D
Japan: Pioneering the market as a leading company in infectious diseases, contributing to QOL diseases
such as insomnia
U.S.:  Enhancing our presence as a top infectious disease treatment manufacturer centered on Fetroja
(cefiderocol), building optimal sales systems for ensitrelvir marketing
Europe: Selecting optimal business models for each country without limiting our business to direct sales,
effective and efficient expansion of supply countries
China: Building new drug business foundation centered on Fetroja (cefiderocol)
Taiwan: Significant growth in acute infectious disease treatments
ASEAN: Early market entry
Revenue breakdown 0.4% Infectious disease 22.5¢9
Others -] 62.1% Prescrinti
rescription drugs
HIV royalty T P 9
96.7% Sales of prescription drugs centered on
infectious disease and QOL disease
areas in Japan »P.47
1 i H 0,
Receiving royalties based on sales as consideration Revenue other than infectious disease  37.9%
for anti-HIV drug licensing to U.K. ViiV Healthcare ¥438.3 billion Us.
and others »P.54 FY2024
3.8% ‘ Europe  Sales of prescription drugs in countries
OTC and guasi-dru ) and regions including U.S. and Europe,
9 9 China and Asia »P.49

Sales of OTC and quasi-drugs available without 3.9%
prescription at pharmacies and drugstores »P.53 Contract manufacturing
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I Japan - Domestic Prescription Drug Business

Responsible information provision and collection
activities to address social issues

The Pharmaceutical Commercial Division is committed to contrib-
uting to the resolution of social issues through information provi-
sion and collection activities that meet the needs of healthcare
settings in areas including infectious diseases and QOL diseases.
In the infectious disease field particularly, rapid and accurate

A information provision is required in response to outbreak situa-
Yoshinori Yurugi tions, and we are implementing activities tailored to regional
Senior Vice President, characteristics under flexible strategies while strengthening col-
Pharmaceutical Commercial laboration with the Integrated Disease Care Division. We are also
Division advancing the development of an information provision system

that integrates real-world and digital approaches, supporting

improvements in healthcare quality and patients’ quality of life by delivering optimal informa-
tion to healthcare professionals.

The Promotion Code violation incident that occurred in fiscal 2024 resulted in a loss of trust
among stakeholders and patients. Learning from this experience, we are working to prevent
recurrence by enhancing detection sensitivity through revisions to our internal monitoring sys-
tem and by improving employee education. We will continue to emphasize ethics and trans-
parency, thoroughly implementing trustworthy information provision activities.

Domestic prescription drug revenue Infectious disease therapeutic revenue

(Billions of yen) (Billions of yen)

200 120
Xocova
150 90 market share*
Approx. 65%
100 60 (average)
50 30 Prescription expansion
particularly among
patients with severe
0 0 risk factors

(FY) 2020 2021 2022 2023 2024 (FY) 2020 2021 2022 2023 2024 *Quoted from JAMDAS

Strategic information provision system through divisional collaboration

At SHIONOGI, the Integrated Disease Care Division and Pharmaceutical Commercial
Division collaborate to address social issues through information provision and collection
activities for prescription drugs. The Integrated Disease Care Division takes a comprehen-
sive view of the entire healthcare spectrum—from pre-disease care, prevention, diagnosis,
treatment, to prognosis—and develops comprehensive strategies while leveraging digital
technology. The Pharmaceutical Commercial Division integrates the formulated strategies
with regional strategies across five sales divisions nationwide, implementing information
activities tailored to regional characteristics.

For SHIONOGI, which focuses on acute infectious diseases as one of its main therapeutic
areas, flexible strategy and tactical revisions in response to changing outbreak situations
are essential for delivering necessary therapeutics to patients quickly and reliably. Both divi-
sions work in close collaboration, aiming to achieve healthcare solutions that contribute to
society with speed.

Building a new information provision system that integrates digital and real-world
approaches

Healthcare professionals’ information gathering methods have diversified beyond face-to-
face interactions with medical representatives to include internet-based channels and other
approaches. In response to these changes, we established the Digital Marketing Office in
April 2025. We have developed infrastructure that enables centralized management of
internal and external data and are promoting an omnichannel strategy that integrates

From the
Frontline ) Pride as HIV specialists

To improve the quality of life for HIV patients in Japan, we are
deploying co-promotion activities for our proprietary anti-HIV drugs
in collaboration with ViiV Healthcare, working as specialists who
have passed strict internal standards. To ensure that patients suffer-
ing from HIV can receive appropriate medical care anywhere in the
country, we will continue appropriate and accurate information pro-
vision activities while also supporting medical staff to enable partici-
pation from more facilities in treatment.

Masayuki Chiba

Shionogi & Co., Ltd.
Sales Promotion Dept.
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I Japan - Domestic Prescription Drug Business

real-world and digital information provision channels. Furthermore, through Stream-|, Inc.,
we are improving the efficiency of information provision and collection activities using Al,
while also focusing on training highly specialized medical representatives. We are advanc-
ing the development of a system that effectively and efficiently delivers appropriate and
accurate information to those who need it.

Addressing social issues and market leadership through infectious disease
therapeutics

Influenza and COVID-19 affect tens of millions of people annually, creating significant bur-
dens on society through impacts on work and education, as well as risks of hospitalization
due to severe cases and death, particularly among elderly populations. Under these circum-
stances, there is growing demand for therapeutics that enable patients to return quickly to
their daily lives.

The influenza therapeutics Xofluza and Rapiacta, and the COVID-19 therapeutic Xocova
are widely used as treatments that meet these needs, and in fiscal 2024, Xofluza and
Xocova achieved top market shares in the influenza and COVID-19 therapeutic markets,
respectively. Rapiacta also achieved the top usage rate among hospitalized influenza
patients. Furthermore, Xofluza has been confirmed to have the effect of suppressing infec-
tion transmission to cohabiting family members through therapeutic administration, mak-
ing it possible to provide new value for antiviral drugs. Xocova has also been confirmed as
the first COVID-19 therapeutic to be effective for prophylactic administration, with indica-
tion also expected to expand to children aged 6 to 11 years.

Domestic business results

Trends in semi-annual acute respiratory infection business revenue

(Billions of yen) Second half

Two infectious disease
drug assets enable the

i (Billions of yen)

acute respiratory 50 50
infection business to 40 40
contribute stably to 30 30
performance 20 20
throughout the year 18 18

10 -10

(FY) 2021 2022 2023 2024 (FY) 2021 2022 2023 2024

Influenza family sales
B COVID-19 therapeutic +
influenza family sales

Having two infectious disease drug assets
stabilized revenue even in the first half

Stable revenue generation from either
COVID-19 or influenza outbreaks

While sales of these infectious disease therapeutics are subject to outbreak fluctuations,
by having product portfolios for multiple infectious diseases and expanding indications to
include pediatric use and prophylactic administration, we have built a system that can
expect stable revenue throughout the year. We will continue to aim for sustainable growth
while contributing to the resolution of social issues.

Innovative treatment development in psychiatry and neurology

In December 2024, we began marketing QUVIVIQ, a treatment for insomnia. This drug is
the third orexin receptor antagonist in Japan and is expected to serve as a new treatment
option enabling more comprehensive care, as we have obtained data on daytime func-
tional improvement in addition to insomnia symptom improvement.

In pediatric ADHD, ENDEAVORRIDE received approval in February 2025. As the first pro-
gram medical device in this field, it provides a new therapeutic approach different from
drug treatment and has generated high expectations from many patients and parents.

The depression treatment candidate Zuranolone is an innovative therapeutic with a
novel mechanism of action different from conventional antidepressants, with expected fast
action. In our domestic Phase 3 trial, symptom improvement was confirmed from day 3 of
administration in patients with moderate to severe depression. Manufacturing and market-
ing authorization applications have been completed in Japan, and we expect to provide a
new treatment option for the estimated 5 million patients with depression.

Through these initiatives, SHIONOGI continues to challenge itself to contribute to improv-
ing quality of life for many patients suffering from psychoneurological diseases.

Maximize product value early to address unmet needs in
the field of insomnia

QuviviQ
}
Improvement Improvement 4
of insomnia —"— of daytime — \“‘
symptoms functioning* J { g " ﬂ;
-
& i .‘F’,.' A e
Unmet needs in Rapid sleep Nocturnal Carry-over effects to the
the insomnia area onset awakenings next day after medication

* Lancet Neurol 2022; 21: 125-39.
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§ us

1 Shionogi Inc. focused on becoming a larger
contributor to overall Shionogi success

In the last 5 years Shionogi Inc has transitioned from an unprofit-
able business to a rapidly growing business with increasing sales
and profitability! In FY24 Sl was proud to achieve the fastest
growing segment of Shionogi's overall business with a 30.6%
growth in revenue (based on JPY).

We are excited for our future and remain committed to:

Nathan McCutcheon

« Identifying and developing talent with deep functional expertise

. . and a cross-functional mindset
Shionogi Inc.

President and CEO * Representing U.S. needs in terms of research and development and

business development based on local expertise and detailed analysis
* Successfully launching Shionogi brands in the U.S. market
* Executing high quality support for our major development
programs
We have a promising FY2025 ahead as we continue to grow Fetroja, prepare for approval
and launch of Ensitrelvir for Post Exposure Prophylaxis of COVID 19, advance high priority
development programs, and create more awareness of Shionogi, our Values, and products in
the U.S.
Thank you for your continued support of the U.S. business!

Revenue of Shionogi Inc. Fetroja Sales

(Billions of yen)
25 FY2024

¥20.0 billion

20

15 37.7 % increase

year-over-year

e i -

@ Fetroja
lceliderocal | i i

Poramper vl

(FY) 2020 2021 2022 2023 2024

Response to antimicrobial resistant bacteria and Fetroja market growth

In recent years, infections caused by antimicrobial resistant bacteria such as carbapenem-
resistant Pseudomonas aeruginosa, Acinetobacter species, and Enterobacter species have
become problems in medical settings. Demand for Fetroja, which shows high clinical effi-
cacy against these pathogens, is growing as a product that meets treatment needs in inten-
sive care units and critically ill patients, with fiscal 2024 sales reaching ¥20 billion, a 37.7%
increase from the previous year. We will continue to prioritize promoting proper use and
improving healthcare access, aiming to contribute to AMR treatment.

Development Progress of Innovative Treatments in COVID-19 Prevention

Ensitrelvir, an antiviral drug for COVID-19 prevention, has received Fast Track designation
from the U.S. Food and Drug Administration (FDA), with rapid development and approval
processes underway. The global Phase 3 trial (SCORPIO-PEP) conducted in multiple coun-
tries including the U.S. confirmed efficacy in reducing onset risk by 67%. We are currently
initiating phased applications for U.S. approval and preparing for sales launch. We will con-
tinue to aim for global health contribution and sustainable growth by providing innovative
treatment options in the infectious disease area.

From the_ SHIONOGI’'s Commitment to Global Health and
Frontline ) the Fight Against Antimicrobial Resistance

Antimicrobial resistance (AMR) is serious global health threat, driven
in part by declining innovation and market challenges. Bacterial
resistance is an inevitable process and the world needs solutions.
SHIONOGI's Government Affairs team advocates for policies that
create favorable environments for antimicrobial research, develop-
ment, and regulatory approva!, as well a} attractive marketing envi- Global Head, Portfolio
ronments. We support education, focusing on awareness and proper Managementand
use. When we explain AMR and the challenges we face, we gain AMR Policy
advocates: stakeholders from members of the public to high level

policy makers understand that safe and effective antibiotics under-

pin modern medicine and our goal to promote healthy societies.

Gareth Morgan

Shionogi Inc.

49



Introduction | SHIONOGI's Strategies and Endeavors | Research, Produce, and Promote | SHIONOGI's Responsibilities | Data Section

Shionogi & Co., Ltd.  Integrated Report 2025

Promote

B Europe

Driving innovative healthcare solutions in Europe

We continue to build on our commitment to deliver innovative
solutions for some of the most pressing global healthcare chal-
lenges, particularly in tackling infectious disease and addressing
antimicrobial resistance, to help improve patients'’ lives. We are
proud to celebrate our second consecutive year of profitable
growth and strong developments in our pipeline portfolio. We
have welcomed sustained growth in our antibiotics business,
with Fetcroja (cefiderocol) maintaining its market-leading posi-
shionogl B, tion, and seen a notable expansion of Rizmoic (for opioid
CEO induced constipation) in our pain management portfolio. We
continue to work with governments to advocate for sustainable
finance models, recently seeing positive outcomes in Italy with
the introduction of innovative legislative changes to support the
use of reserve antibiotics. We are also proud of our strong employee engagement scores,
which reflect our dedication to fostering a supportive and thriving culture.

Huw Tippett

MOLTENT ngpl

FARMACEUTICI

® VIATRIS  RRECORDAT

Revenue of Shionogi B.V. Fetcroja Sales

(Billions of yen)
20 FY2024

¥12.9 billion

204% increase

10 year-over-year

SN )

@ Fetroja
lceliderocal | i i

Poramper vl

(FY) 2020 2021 2022 2023 2024

Sustainable provision of Fetcroja through pull incentive adoption

Fetcroja, as an effective treatment for gram-negative bacteria resistant to carbapenem anti-
biotics, was selected for pull incentives—a new economic support system aimed at promot-
ing antimicrobial development and sustainable supply—in the U.K. and Sweden. Through
subscription contracts and minimum purchase agreements with both governments, we
achieve stable supply of treatments for serious infectious disease caused by antimicrobial
resistant bacteria, contributing to solving global public health challenges.

Accelerating European expansion and promoting strategic partnerships

Through partnership with Sobi, we expanded the sales regions for Fetcroja to all of Europe
including Central and Eastern Europe. Additionally, through partnerships with Viatris,
Molteni, and others, countries selling Rizmoic, a treatment for opioid-induced constipation,
are also expanding. We will continue strengthening SHIONOGI product sales activities
throughout Europe through partnerships with other companies in addition to direct sales
by Shionogi B.V.

From the_ Driving sustainable access through Italy’s
Frontline ) first pull incentive strategy

Through strategic collaboration with the Italian government and
the policy makers, as well as via a Shionogi-initiated/Pharma AMR
coalition and a compelling AMR campaign (TV/Digital), we success-
fully championed the introduction of Italy’s first Pull Incentive for
“Reserve Antimicrobials.” This was first announced by the Italian
MoH at the Oct. 24 G7 Health meeting and then funded by the
Italian Government in the 2025 Budget Law. This new Law on
Reserve Al Pull incentives delivers a long-term exemption (through
patent life) from the hospital clawback system* and secured sustainable pricing for Fetcroja
and for future innovative Reserve Als. This outcome will help protect patient access to life-sav-
ing antibiotics and contribute to long-term innovation in infectious diseases. Looking ahead,
SHIONOGI will continue to strengthen its leadership in the fight against AMR across Europe
through ongoing advocacy and strategic partnership with governments and other key stake-
holders, including industry and the patient and clinical communities.

Simona Falciai

Shionogi srl (Italy)
General Manager

* A cost-containment mechanism in Italy where pharmaceutical companies are required to reimburse a fixed percent-
age of hospital drug expenditures.
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New Developments in China Operations:
The Challenge of Innovation and Growth

In April 2025, Shionogi China Co., Ltd. dissolved its joint venture
with the former Ping An Insurance Group and became a wholly
owned subsidiary of the SHIONOGI Group. We will accelerate our
transformation from generic pharmaceuticals to new drug busi-
ness with greater momentum. As a first step, we are actively pre-
paring to deliver cefiderocol, a treatment for multi-drug resistant
Hirofumi Nagatome  Gram-negative bacterial infections, to patients in China during
fiscal 2025, and we are also working on developing additional
drug candidates in China.

We will continue our efforts to achieve further growth in our
China operations as part of the SHIONOGI Group, contributing to
the health and welfare of patients worldwide through the provision of innovative healthcare

Shionogi China Co., Ltd.
Chairman and CEO

solutions.

Future business development in China

Under the new structure as Shionogi China Co., Ltd.,
we will accelerate the development of our new drug business in China

FY2030-
) Establishing a solid foundation
for China business

Additional pipeline products
Expected to contribute to growth from FY2027 onward

Cefiderocol
Establishing a foundation for the new drug business

L ket potential i
arge market potential Naldemedine Olorofim

Approval expected in Phase 3 Trials

Number of Efficient engagement
patients™: with core targets Fy2026
600,000 Nationwide coverage Ensitrelvir Al-driven drug discovery

Preparation for Investigator-Initiated

through partnering
Submission Clinical Trials

Strategic use of partnerships based on
market characteristics

Aiming to make it a key revenue driver,
as in the U.S. and Europe

* Annual number of AMR-related deaths in China (2019): Burden of infectious diseases and bacterial antimicrobial resistance in
China: a systematic analysis for the global burden of disease study 2019—The Lancet Regional Health—Western Pacific

Growth story of the innovative drug business in the Chinese market

In April 2025, we launched a new structure as Shionogi China Co., Ltd. and began full-scale
operations of our new drug business in China. First, we plan to launch cefiderocol in China for
the serious infectious disease market, with approval expected by the end of 2025. Going for-
ward, we also plan to expand with naldemedine for opioid-induced constipation treatment
(marketed as Symproic in Japan) and ensitrelvir for COVID-19 treatment (marketed as Xocova),
with naldemedine already under application. We will continue strengthening our develop-
ment and sales capabilities to make our China operations a key revenue pillar by fiscal 2030.

China business expansion strategy through partner collaboration

In the Chinese market, we are expanding nationwide through our own efficient
approaches to key facilities combined with partnerships with reliable local partners. For
cefiderocol in particular, collaboration with local companies plays a crucial role, as we need
a flexible system to handle the diverse requirements for import, distribution, and quality
assurance. We are also accelerating expansion beyond infectious diseases into other thera-
peutic areas, and for naldemedine, which is already under application, we have signed an
exclusive license agreement with Chia Tai Tianging Pharmaceutical Group for import and
sales in China. By leveraging partnerships tailored to product characteristics and market
conditions, we aim to establish a sustainable supply system and sales network for long-
term growth and stronger presence in the Chinese market.

From the
Frontline ) Creating the future of healthcare

I am honored to participate in establishing SHIONOGI in the Chinese
market and advance our efforts to address challenges in the infec-
tious disease field. Over the past three years, we have made over 40

academic presentations, establishing a solid academic foundation Enpei YE
for cefiderocol. We are confident that this innovative treatment will . A

. . . . . Shionogi China Co.,
provide new options for combating carbapenem-resistant bacterial Ltd
infections in China, contributing to saving patients’ lives and NCE Marketing
strengthening AMR control framework. Going forward, we will con- Department

tinue our journey under our Vision of “Building Innovation Platforms
to Shape the Future of Healthcare.”
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A 61-Year Legacy: Transformation for Future Growth

Taiwan Shionogi has operated in Taiwan for over 60 years under
SHIONOGI's purpose: “SHIONOGI strives constantly to supply the
best possible medicine to protect the health and wellbeing of the

patients we serve.”
-9 In March 2025, Taiwan Shionogi headquarters relocated to a
2 new office that embodies the concepts of “Innovation, Speed,
/) & and Execution,” where each employee approaches their daily

Chin-Min Lin work with passion and determination.

Taiwan Shionogi & Co., Ltd.

For Taiwan Shionogi, transformation means broadly expanding

President SHIONOGI's global products throughout Taiwan while creating new
value as a healthcare provider and contributing to solving Taiwan's
social challenges. With all employees maintaining strong awareness of zero compliance violations,
we are working to improve infectious disease treatment quality and strengthen public health
through proper use of infectious disease drugs and contributions to epidemic prevention policies.
Additionally, we are transforming our system to deliver SHIONOGI products to more patients by
expanding our MR information-sharing activities from being hospital*'-focused to include clinic*?,

while strengthening partnerships with wholesalers and distributors in the clinic market.

Taiwan Shionogi will continue to earnestly address Taiwan's social challenges and provide

new value.

*1 Facilities with inpatient facilities providing comprehensive medical care, similar to Japan's “general hospitals” or

“university hospitals”

*2 Small-scale clinics providing only outpatient care with basically no inpatient facilities, similar to neighborhood pri-

vate practices

Taiwan business strategy

Focus on Fetroja penetration in hospital while strengthening Xofluza and

ensitrelvir distribution channels in clinic

Past: Taiwan Shionogi Taiwan Shionogi

Hospital product-focused» «Hospital + clinic products

MR ) MR Wht?les_alers and
distributors

Hospital ‘ ‘ Clinic ‘ ‘ Hospital ‘ ‘ Clinic

1

Strengthening
clinic sales
channels

1

Aiming to establish leadership in infectious diseases

Taiwan Shionogi has traditionally focused its information-sharing activities on proper use of
infectious disease drugs and other pharmaceuticals primarily in hospital settings. To deliver
SHIONOG!'s infectious disease drugs to more patients, we are shifting our strategy to
strengthen expansion into clinic as well. Through the following initiatives, we aim to estab-
lish leadership in the infectious disease domain.

Hospital initiatives

Taiwan Shionogi began selling Fetroja in 2024 for patients suffering from serious infectious
disease resistant to existing antibiotics, providing a potential treatment option. By address-
ing urgent needs in clinical practice, we aim to build a sustainable healthcare system that
contributes to improved public health and advancement in infectious disease treatment.
Clinic initiatives

Since Taiwan faces potential influenza outbreaks not only in winter but also in summer, we
continuously hold academic seminars at medical institutions to provide the latest informa-
tion. These seminars share insights on diseases and treatments to promote physician under-
standing. We also support physicians already using Xofluza with initiatives to help solve
usage challenges.

From the_ Breaking through unapproved drug barriers to
Frontline ) achieve government stockpiling of Xocova

In 2024, there were estimated to be approximately 1.7 million
COVID-19 cases in Taiwan, with many patients still suffering. To
deliver ensitrelvir even one day sooner, we worked to gain under-
standing of the significance of stockpiling through dialogue with Rui-You Li
Taiwan CDC*3 experts. As a result, we achieved the first-ever govern-
ment stockpiling of an unapproved drug in Taiwan, establishing a
system to deliver ensitrelvir to 20,000 patients. We will continue our
challenges and efforts to ensure needed medications reach patients
reliably.

*3 Centers for Disease Control

Taiwan Shionogi &
Co., Ltd.
Manager
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B Japan: OTC drugs (Over-the-Counter Drugs)

Leading the Charge to Transform Self-Care

We at Shionogi Healthcare aim to become an indispensable com-
pany in solving social challenges within the self-medication field,
guided by our concept of “Gentle and precise self-care for all
people.” We continue to upgrade what is considered normal in
healthcare. Looking ahead, we anticipate environmental changes
including reduced disposable time for the working generation
due to declining labor populations; increased personal responsi-
bility for health due to healthcare professional shortages and loss
President & CEO of medical services in rural areas; and growing consumer diversifi-
Shionogi Healthcare Co., cation and globalization in Japan. In this context, we recognize
Ltd. the growing importance of time performance, and we are com-
mitted to becoming a company that can achieve SHIONOGI Group Vision by meeting customer
needs through providing value that doesn’t leave customers confused. As a Group member, we
will fulfill our social responsibilities while creating new value through innovation and collabora-
tion, working toward achieving STS2030 Revision and contributing to a sustainable future.

Yuuko Nakagawa

Performance trends of Shionogi Healthcare

(Millions of yen) Revenue (Left axis) M Operating profit (Right axis) (Millions of yen)

20,000 5000

- 1 6,799 Revenue

16,000 ° 4,000
368% growth

12,000 3,056 3,000

Operating

8,000 profit 2,000
4,568 .
2000 . 762% growth 1000
401
0 m 0
(FY) 2015 " 2020 2021 2022 2023 2024

Six consecutive years of growth - growth driver in the self-care domain

Shionogi Healthcare is a Group company that handles the self-care domain for SHIONOGI,
providing OTC pharmaceuticals, health foods, healthcare services, and more. Since its spin-
off in April 2016, it has continued steady growth while expanding its business domains. In
fiscal 2024, despite being affected by external factors such as infectious disease outbreaks
and changes in the global market environment, its infection-related OTC products including
Pylon PL, Medicon, and Mucodyne performed well thanks to store deployment that antici-
pated demand and securing stable supply systems. In the field of dermatology, product
lines targeting dermatologic diseases and skin conditions, as well as whitening/skin health
maintenance, including Rinderon and Cinal, showed strong performance. Furthermore,
through new product launches and enhanced promotions, it accurately captured self-medi-
cation needs and expanded sales. Its new business venture, the gamma wave sound care
kikippa, achieved better results than the previous year through promotional initiatives and
entry into consumer electronics retail channels. In overseas markets, Cinal L White EXIA
sales grew through expanded sales regions and promotional strategies tailored to local
needs. As a result, it achieved six consecutive years of growth in fiscal 2024, recording our
highest performance ever.

Expanding the product lineup

As awareness of self-medication grows, Shionogi Healthcare is responding to society’s
needs by expanding its product lineup. Starting in fiscal 2020, it began developing the
infection treatment brands Pro series centered on switch OTC pharmaceuticals, and in fiscal
2024 we launched new products including Rinderon Vs Premium Ointment/Cream, Cinal L
White EXIA Premium 2000, and Medicon Cough Suppressant Syrup Pro. These products
meet diverse needs in the self-care domain while contributing to market share expansion.

[ ———
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Gamma wave sound care
kikippa earphone

Rinderon V's Premium Ointment/ Cinal L White EXIA
Cream Premium 2000
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SHIONOGI's royalty business

One of SHIONOGI's revenue pillars is royalty income. We have developed a business model
that sets us apart from other pharmaceutical companies by continuously creating innova-

tive new drugs to meet critical medical needs and engaging partner companies dedicated
to addressing those diseases.

Our partnership with ViiV Healthcare is the major driver of our royalty business. This fran-
chise includes integrase inhibitors, dolutegravir and cabotegravir, and SHIONOGI is receiv-
ing royalty income based on sales as well as quarterly dividend income from holding 10%
of the company'’s shares. Since these royalties and dividends incur no sales costs, they serve
as an important profit source for SHHONOGI and enable strategic investment in further
research and development.

History of HIV treatment and prevention, and SHIONOGI's contribution

When someone acquires HIV (Human Immunodeficiency Virus), immune cells are
destroyed, leading to decreased immune function and increased susceptibility to various
diseases. If untreated, HIV can develop into AIDS.

Since the first diagnosis in the 1980s, tremendous progress has been made to change
HIV from the death sentence it once was, to a manageable condition. Thanks to innova-
tions in R&D, effective treatments exist that enable people with HIV to live longer and
healthier lives as well as more options for those who could benefit from HIV prevention.

Royalty income
(Billions of yen)
300

250

200

150

M Royalty income from ViivV 100
Healthcare

M Dividends from Viiv 20
Healthcare 0

W Other royalty income (FY) 2020 2021 2022 2023 2024

Despite this, the number of people living with HIV is continuing to rise—reaching 40.8
million in 2024—and it is estimated that almost 1 in 4 of these do not have access to effec-
tive treatment options that meet their needs (UNAIDS, 2025).

Paradigm shift through the creation of integrase inhibitor dolutegravir

SHIONOGI, through its partnership with ViiV Healthcare, has consistently contributed to
pushing the boundaries of HIV innovation. This includes the development of the integrase
inhibitors, which have become the gold standard in HIV treatment and are trusted by HCPs
worldwide. Dolutegravir was first approved in 2013 and has consistently shown high resis-
tance barrier, tolerability and safety across a broad range of patient groups.

Providing two-drug regimens addressing unmet needs

Dolutegravir changed the HIV treatment paradigm with the approval of the two-drug oral
regimens, reducing the number of medicines people had to take. Sales of these products
are steadily expanding, which contributed to the next phase of ViiV Healthcare's market
share expansion.

People living with HIV Anti-HIV drug market Number of companies

(2024) (2024) providing the market with
long-acting injectable (LAI)
i formulations
Approximately
40.8 million people T f 20.0 billion 2
#0

0 Qs =
EH ~¢ 2.0 billion

SN e
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Current status of HIV franchise
Sustained growth through long-acting injectable (LAI) formulations
Currently, long-acting injectable (LAI) formulations are the driving force behind further HIV
franchise growth. To overcome common challenges with daily medication—like stigma,
adherence and fear of disclosure—Cabenuva (treatment) and Apretude (prevention), LAI
regimens containing the first and only approved long-acting injectable integrase inhibitor
were developed, enabling treatment and prevention with bi-monthly administration.

Cabenuva—the first and only long-acting anti-HIV Drug—has shown non-inferiority com-
pared to leading daily orals in both clinical trials and real-world studies, with 90% partici-
pants in one study preferring Cabenuva to daily orals.

In addition, Apretude is the first LAl for HIV prevention (PrEP). It has consistently demon-
strated high efficacy, safety, and tolerability across broad populations.
In a head-to-head clinical trial comparing Apretude with daily orals, over 95% of potential
users expressed a preference for the LA In another comparative study, Apretude showed a
90% reduction in HIV acquisition compared to daily oral pills. Furthermore, post-marketing
studies have confirmed preventive effectiveness exceeding 99%.

With these LAl formulations, a new frontier of HIV care is progressing, and continued sus-
tainable growth of the HIV franchise is expected.

ViiV Healthcare's dolutegravir and cabotegravir products

Oral regimens

Dovato Juluca

Dolutegravir + Lamivudine

* Indications: Treatment of HIV-1 % *Indications: Treatment of HIV-1
infection - infection

* Released: April 2019 (U.S.) * Released: November 2017 (U.S.)

Reducing the number
of medicines people
need to take to
achieve and sustain
viral suppression

Dolutegravir + Rilpivirine

LAI formulations

I > Cabenuva
HIV treatment and =

prevention now
possible with dosing
every two months

Apretude

Cabotegravir

Cabotegravir + Rilpivirine

* Indications: Treatment of HIV-1
infection

* Released: February 2021 (U.S.)

* Indications: Pre-exposure
prevention of HIV-1 infection

* Released: January 2022 (U.S.)

L

Medium to long-term market outlook and future initiatives

Future outlook for HIV market and ViiV Healthcare’s long-acting injectable pipeline
The HIV market is currently worth >£22bn—90% of this is in treatment and 10% in preven-
tion—and growing. By 2031, LAls are projected to account for around 30% of the HIV
treatment market—approximately £20 billion—and about 80% of the HIV PrEP market,
estimated at £4-5 billion.

In addition to further growth of the current two-drug oral and LAl formulations, our
strategy is to pursue science that will be both life-changing and life-enhancing—delivering
innovative therapies that meet the real needs of people living with, or impacted by, HIV.
The focus is now turning to extending dosing durations to four or six months—and even
longer—as well as options for people to treat themselves at home (self-administered).

With a 10-year head start in long-acting treatment, we remain focused on the next-gener-
ation of HIV innovation and confident that our pipeline will continue to drive performance
over the coming decade and beyond.

Sales Trends of ViiV Healthcare's Dolutegravir and
Cabotegravir Products*'

HIV treatment HIV prevention
market market

(%) (%)
- 100 100
(£ billion) £6.89 billion
8 +9.9% YoY
Based on the growth of the oral two-dose
6 regimen and the LAI formulation,the HIV 0 0
business is making steady progress. ean 20222031 (yean) 2022 2031

028 M LAl formulation (Injectable) M LAl formulation (Injectable)
1@1 Others Others
) 0.69 Treatment Prevention
- ! market scale*? market scale*?
W Approx. Approx.
0 £200 billion £4.0~5.0 billion

(year) 20142015 2016 2017 2018 2019 2020 2021 2022 2023 2024
LAl formulation
market share

Approx. 80%

LAI formulation
market share

Approx. 3 0%

M Dovato Juluca Cabenuva
Apretude Tivicay Triumeq

*1 Prepared from GSK's financial data *2 2031 Outlook
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Contributing to global health through cefiderocol

SHIONOGI, through the conclusion of a licensing agreement including technology transfer
with GARDP, and a tripartite partnership agreement adding CHAI, aims to improve access
to antibiotics in low and middle-income countries. This framework enables cefiderocol
access in 135 countries including low-income countries and promotes stewardship activi-
ties at healthcare institutions. Through world-first collaboration with non-profit organiza-
tions for antibiotics, we are providing drugs to patients in need and accelerating our
contributions to global health as a leading company in infectious diseases.

Integration of the strengths of SHIONOGI, GARDP, and CHAI

@) sHionoGl

SHIONOGI

License and technology
transfer agreement

@ GARDP Collaboration

agreement
Manufacturing| | Commercial GARDP * Assistance with fil-
sublicense | | sublicense(s) ing applications to
Orchid Sublicense regulatory authori-
agreements ties in each relevant

country

‘ * Assistance with
selecting manufac-

turers and transfer-

ring technology

‘ Access in up to 135 countries

Collaboration with U.K. hearing support organization: Communication Barrier-
Free Project (CBF-PJ)

SHIONOGI is promoting CBF-PJ to eliminate communication barriers when patients with
hearing and other disabilities access healthcare. In fiscal 2024, we signed a collaboration
agreement with RNID, the national charity supporting more than 18 million people in the
U.K. who are deaf, have hearing loss or tinnitus. By jointly creating communication tools
with RNID that patients and healthcare professionals in the U.K. can utilize, we will contrib-
ute to improving healthcare access.

Mother to Mother SHIONOGI Project: Maternal and Child Health Support in Africa
SHIONOG! is implementing the Mother to Mother SHIONOGI Project to support the
achievement of Universal Health Coverage (UHC)*. Since the launch of the Third Term in
2023, SHIONOGI has been advancing support initiatives in Kenya, Ghana, and Tanzania
through diverse partnerships focusing on improving healthcare access and reducing child-
hood diarrhea. During the Second Term, completed in December 2023 in Kilifi County,
Kenya, the project achieved significant improvements, such as the construction of three
health facilities and community awareness programs, resulting in an increase in children’s
vaccination completion rates from 21% to 81%. Going forward, SHIONOGI remains com-
mitted to enhancing maternal and child health and enabling sustainable, locally led health
service management to strengthen healthcare systems in developing countries.

* The concept that all people worldwide should have access to the health services they need without suffering financial hardship.

Cumulative total number of people who received medical services

Period: October 2015 - May 2024

From the_ Solving the challenges faced by hearing-
Frontline ) impaired individuals globally

We are collaborating with RNID, a U.K.-based national hearing sup-
port charity, to create tools that support communication between
hearing-impaired individuals and healthcare professionals. While
cultures differ between countries, the challenges that hearing-
impaired individuals face at healthcare settings are common around
the world, making us realize that communication barriers are truly a
shared global social issue. We will work with RNID and Shionogi B.V.
to take on solving this global social challenge.

Yasunori
Tsukamoto

Shionogi & Co., Ltd.
Office for Children’s
Bright Future
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