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Important Reminders

This presentation may include forward-looking statements pertaining to the business and prospects
of Chugai Pharmaceutical Co., Ltd. (the “Company”). These statements reflect the Company’s current
analysis of existing information and trends. Actual results may differ from expectations based on

risks and uncertainties that may affect the Company’s businesses.

Information regarding pharmaceuticals (including products under development) is included in this

presentation, but is not intended as advertising or medical advice.

Please note that Japanese is the preferred language in expression and content, since the official

language of this presentation is Japanese.
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Development History

Elevidys (generic name: delandistrogene moxeparvovec) is a gene therapy vector product developed for
the treatment of Duchenne muscular dystrophy (DMD).

Elevidys was co-developed by Sarepta Therapeutics, Inc. and F. Hoffmann-La Roche Ltd., and received
regulatory approval in the United States in June 2023 for the treatment of DMD. In Japan, based on
results from a global Phase III clinical study in ambulatory boys with DMD aged 4 to 7 years, it
received regulatory approval in May 2025 as the first gene therapy product for DMD *.

As of May 2026, it has been approved in nine countries for the treatment of ambulatory DMD.

In Europe, the Committee for Medicinal Products for Human Use (CHMP) of the European Medicines
Agency (EMA) recommended against granting conditional approval, and the European Commission (EC)
endorsed this recommendation in September 2025. Roche is planning a new global Phase III study.

K This product was designated by the Ministry of Health, Labour and Welfare on July 30, 2024, as an orphan regenerative medical product for “Duchenne muscular dystrophy” (Designation No.: (R2 Saisei) No. 16).
In addition, this product is under conditional and time-limited approval, and its efficacy, effect or performance is limited to patients who meet all of the following criteria: “patients who are negative for anti-
AAVrh74 antibodies,” “ambulatory patients,” and “patients aged 3 years or older and younger than 8 years.”

1) Review data at the time of approval [Multinational Phase Il clinical study in patients with DMD (SRP-9001-301)] 6
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Cause of

DMD

© DMD is a neuromuscular disorder caused by mutations in the dystrophin gene and follows an X-linked recessive inheritance

pattern.)

©® When there are mutations in the dystrophin gene, “dystrophin,” the protein produced from the dystrophin gene, is absent, or
abnormal dystrophin is produced. Dystrophin is expressed in various muscle tissues and forms the dystrophin-associated protein
complex (DAPC), linking the cell membrane and extracellular matrix to the cytoskeleton of muscle fibers. 2

©® When dystrophin is absent, the muscle cell membrane becomes unstable, leading to muscle cell damage and, consequently,

decreased muscle

strength.?3

(Illustration) In the absence of mutations in the dystrophin gene In patients with DMD
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membrane muscle inflammation 1) Van Ruiten H, et al. EMJ. 2017; 2: 90-9.
2) Davies KE, Nowak K]. Nat Rev Mol Cell Biol. 2006; 7: 762-73. 8

3) van Westering TL, et al. Molecules. 2015; 20: 8823-55. Conflict of interest: This publication includes authors who have received consulting fees from Sarepta.



Structure of Elevidys

® Elevidys (generic name: delandistrogene moxeparvovec) is a gene therapy vector product developed for the
treatment of DMD.

@ Itis a non-replicating recombinant adeno-associated virus (recombinant Adeno-Associated Virus: rAAV) vector
containing a gene® encoding delandistrogene moxeparvovec micro-dystrophin, a functional shortened
dystrophin (hereinafter, “micro-dystrophin”), and is controlled by the a-myosin heavy chain creatine kinase 7
(MHCK7?) promoter/enhancer, which optimizes expression in skeletal and cardiac muscle. ?

(IMustration)

AAVrh74 Vector

It is considered to deliver the transgene to target
skeletal muscle and cardiac muscle cells

MHCK7 Promoter

It is considered to express the transgene in skeletal
muscle and cardiac muscle

Transgene
Produces delandistrogene moxeparvovec
micro-dystrophin

Adapted from references
3)and 4)

1) Rodino-Klapac LR, et al. Hum Mol Genet. 2013; 22: 4929-37.

2) Salva Mz, et al. Mol Ther. 2007; 15: 320-9.

3) Review data at the time of approval [Structure of delandistrogene moxeparvovec]
4) Review data at the time of approval [Overview of delandistrogene moxeparvovec]



Mechanism of Action of Elevidys

® The micro-dystrophin gene carried by Elevidys is considered to be expressed in skeletal and cardiac muscle.”
® It is considered that expression of micro-dystrophin in muscle cells improves muscle function and prevents the loss of muscle
strength.?

(Illustration)
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1) Review data at the time of approval [Structure of delandistrogene moxeparvovec]
2) Review data at the time of approval [Overview of delandistrogene moxeparvovec] 10
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' Basic Information on Elevidys Intravenous Infusion

(delandistrogene moxeparvovec)

This product is the first gene therapy for Duchenne muscular dystrophy.

Drug Class

Efficacy or
Effects

Dosage form

Dosage and
administration

Orphan
designation

Other
designation
system

NHI
reimbursement
listing / Launch
date

Gene therapy product; viral vector product

Duchenne muscular dystrophy; limited to patients who meet all of the

following criteria
Patients who are negative for anti-AAVrh74 antibodies
+ Ambulatory patients
Patients aged 3 years or older and younger than 8 years

Intravenous administration (the required number of vials for each patient is
enclosed in an individual package)

In general, a single intravenous infusion is administered over 60 to 120
minutes: 1.33x10™ vg/kg for patients weighing =10 kg and <70 kg, and
9.31x10"™ vg for patients weighing =70 kg. This product should not be
readministered. The dose of this product is calculated based on the table
below*.

Designated on July 30, 2024 (MHLW notification No. 0730-1); Designation No.:
(R2 sai) No. 16

Designated intractable disease No. 113
Pediatric Chronic Disease No. 16

February 20, 2026
Price: JPY 304,972,042 per patient

Packaging

The number of vials required according to patient body weight
(1 vial =10.0 mL) is packaged in an individual box for each
patient. The size of the box varies depending on the number of
vials.

Although the vials are labeled in English, please refer to the
Japanese-labeled package for product information.

*Table refers to the electronic package insert 12



Approval Conditions of Elevidys

Approval Conditions
and Time Limit

Approval Conditions

1.

During the period until the reapplication for marketing approval of this product
after conditional and time-limited approval, post-marketing approval condition
evaluation shall be conducted through clinical trials aimed at confirming the long-
term efficacy and safety of this product, as well as post-marketing surveillance
targeting all cases in which this product is used.

Necessary measures shall be taken, including dissemination of proper use
guidelines developed in cooperation with relevant academic societies, to ensure
that physicians with sufficient knowledge and experience in Duchenne muscular
dystrophy use this product in accordance with the “Efficacy or Effects” and “Dosage
and Administration” after thoroughly acquiring knowledge of the clinical trial
results and adverse events of this product, at medical institutions with established
systems for treating Duchenne muscular dystrophy.

Necessary measures shall be taken, including dissemination of the usage
regulations, to ensure that this product is used in compliance with the Type 1 Use
regulations approved under the “Act on the Conservation and Sustainable Use of
Biological Diversity through Regulations on the Use of Living Modified Organisms
(Act No. 97 of 2003).”

Time Limit: 3 years

Expiration of Re-
examination Period

Not applicable (conditionally and time-limited approved product)

Elevidys Intravenous Infusion, Electronic Package Insert, Revised February 2026 (3rd edition)

13



Progress of Post-Approval Safety Measure Review

Year Date Event and Actions
May 13 € Conditional and time-limited approval (3 years) obtained
June 16 € Report of overseas fatal cases due to acute liver failure in non-ambulatory DMD patients
June 18 € Meeting of the Central Social Insurance Medical Council
v" Requested thorough review and discussion while gathering information
€ Revision of the electronic package insert
August 28 v' Acute liver failure added as a serious adverse reaction; implementation of liver function monitoring and testing specified; warnings regarding infections related to
corticosteroid use added
2025 : : : : : : :
€ Meeting of the Central Social Insurance Medical Council (regarding handling under the health insurance system and safety)
October 8 v' It was agreed to discuss the handling under the health insurance system, taking into account the need for public confirmation of safety and the importance of providing
thorough information.
€ Meeting of the Subcommittee on Safety Measures for Medical Devices and Regenerative Medical Products under the Pharmaceutical Affairs and Food
November 27 Sanitation Council (Ministry of Health, Labour and Welfare) was held.
v' As part of the discussions on safety measures, the appropriateness of information materials, the positioning of the expert panel, and the framework for collaboration with
relevant academic societies were discussed.
€ A notification was issued by the Director of the Office of Safety Measures, Pharmaceutical Safety Division, Ministry of Health, Labour and Welfare.
December 17 v Notifications were sent to the presidents of the Japanese Society of Child Neurology and the Japan Society of Hepatology, requesting cooperation in emphasizing clinical
experience in DMD in facility accreditation, and in establishing a system capable of ensuring appropriate emergency response and coordination.
€ Meeting of the Central Social Insurance Medical Council (regarding handling under the health insurance system and listing on the NHI price list)
January 14 v' Safety measures jointly implemented by the Ministry of Health, Labour and Welfare, relevant academic societies, and the company were reported, and it was agreed that the
reimbursement price would be reviewed by the drug pricing organization and that the product would be listed on the NHI reimbursement price list.
2026 Februarv 13 € Meeting of the Central Social Insurance Medical Council (decision on NHI coverage and price listing for Elevidys)
y v' It was agreed that Elevidys would be covered by the NHI and listed on the NHI reimbursement price list on February 20.
February20 @ Listing on the NHI reimbursement price list and launch of Elevidys on the same day

14



Duchenne Muscular Dystrophy (DMD): Disease and
Treatment, Clinical Framework for Gene Therapy,

Appropriate Use, and Clinical Positioning
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<|llustration> —_
Process of Progressive Degeneration in DMD Irreversible Tissue
Normal Muscle Cells and Degeneration

the Function of Dystrophin

[Step 1] Loss of dystrophin and
membrane fragility

Due to the absence of
dystrophin, the cell membrane
becomes fragile.

[Step 2] Cell membrane damage
caused by contraction

Repeated muscle contraction
leads to rupture of the
weakened cell membrane.

» Structural support: Links the
cytoskeleton and cell membrane,
providing internal reinforcement.

* Fibrosis and fatty infiltration:
Regeneration of muscle cells
cannot keep up, and the tissue is
replaced by connective tissue

* Shock absorption: Reduces and fat.
mechanical stress during muscle
contraction and protects the [Step 3] Excess influx of calcium [Step 4] Muscle cell necrosis and * Decreased muscle strength:
membrane. ions chronic inflammation Reduction in muscle mass leads
Calcium ions abnormally flow Excess calcium induces cell to progressive and severe
into the cell through the death, and inflammation muscle weakness.

damaged membrane. persists.

Source: Ali ABB et al. Front Physiol. 2023;14:1183101. Mareedu S et al. Front Physiol. 2021;12:647010.
Prepared by the presenter with reference to the above sources 17



Major Symptoms of DMD

@ In DMD, symptoms begin to appear around 2 to 4 years of age, motor function peaks at around 5 years of age
under the natural course, and loss of ambulation generally occurs around 10 years of age.?

® Without treatment, the life expectancy is estimated to be in the teenage years.

® The life expectancy of patients with DMD is still only around 30 years of age?, and there is a need for
fundamental disease-modifying treatment.

XThe types, severity, and progression of symptoms vary depending on the patient’s condition and treatment status.

Up to around 4 years of age Around 5-7 years of age Around 8-10 years of age
(developmental stage) (early ambulatory stage) (late ambulatory stage)
< : ! . ® Unable to run, prone to falling ® Pseudohypertrophy of the calf muscles p ® Walking ability declines
yo ® Delayed motor development ® Toe walking A ® A wheelchair may be required
o . ® Gowers’'sign is observed | @ insome situation
P m ® Waddling gait is observed
, <
- >—
Around 11-18 years of age Around 18 years of age and older
(early non-ambulatory stage) (late non-ambulatory stage)

#

® Progressive deterioration of respiratory

® Loss of ambulation . R
and cardiac function

® Decreased motor function of the upper limbs
® Respiratory and cardiac function decline

Adapted from references 1) and 3)

1) Pediatric Chronic Disease Information Center. No. 47 Duchenne Muscular Dystrophy. https://www.shouman.jp/disease/details/11 21 047/ (Accessed June 10, 2026)
2) Bushby K, Connor E. Clin Investig (Lond). 2011; 1: 1217-35.
3) Uchiyama K (ed.). Standard Pediatrics, 8th Edition. Igaku-Shoin; 2013. 18



https://www.shouman.jp/disease/details/11_21_047/

< lllustration >

Gowers sign

Scoliosis, muscle atrophy

the presenter



Establishment of Current Multidisciplinary Treatment (Base Treatment)

Achievement of social participation, education, and employment

Physical Function

Respiratory Management Management Pharmacological Therapy Systemic Management
Appropriate introduction Range-of-motion training, Objective prolongation of Cardiac care using ACE
of non-invasive positive posture management the ambulatory period inhibitors and other
pressure ventilation (seating), and preventive through steroid therapies. Nutritional
(NPPV) and regular interventions for administration. guidance and evaluation
monitoring. contractures and scoliosis. of swallowing function.

Respiratory rehabilitation
including lung expansion
exercises.

Proactive and comprehensive multidisciplinary team (MDT) care is
functioning as the current standard of care (base treatment).

NPPV (non invasive positive pressure ventilation, ) , ACE inhibitors (angiotensin-converting enzyme inhibitors)

1) McDonald CM, et al. Lancet. 2018;391(10119):451-461. 2) Matthews E, et al. Cochrane Database of Systematic Reviews. 2016 May 5;2016(5):CD003725. 3) The Japanese Society of
Neurology et al. (supervisors). Clinical Practice Guidelines for Duchenne Muscular Dystrophy 2014 4) Birnkrant D), et al. Lancet Neurol. 2018;17(3):251-267. Prepared by the
presenter with reference to these sources

20



DMD Treatment in Japan (as of June 2026)

As of June 2026, steroids and viltolarsen are used as existing pharmacological treatments other
than Elevidys.

2013 Indication for steroids 2020 Approval of 12-\?)2psroval of fgﬁich of
i 3) i 4)
(prednisolone) viltolarsen Elevidys® Elevidys
Before 1999 2000s 2010s
1987 Identification of 2006 Insurance coverage for
the dystrophin gene? genetic testing of DMD?
( N\ ( )
Steroids (prednisolone) Viltolarsen
® Reported efficacy for skeletal muscle disorders (e.g., prolonged ambulation ® An antisense oligonucleotide that binds to exon 53 of dystrophin pre-
and maintenance of respiratory function)® mMRNA and induces exon 53 skipping, thereby enabling expression of

functional dystrophin®

® Indication: “Duchenne muscular dystrophy with confirmed deletions in
the dystrophin gene amenable to exon 53 skipping”

® Dosage and administration (excerpt): “Usually, viltolarsen is administered
intravenously at 80 mg/kg once weekly over 1 hour.”

Generally initiated when motor function reaches its peak®
Indication (excerpt): “Duchenne muscular dystrophy””

® Dosage and administration (excerpt): “In general, prednisolone is orally
administered at a daily dose of 5-60 mg in 1-4 divided doses in adults. The
dosage may be adjusted according to age and symptoms.”)

/0 J

1) Takeda S, Suzuki T. MD Frontier. 2021; 1: 52-5.

2) Central Social Insurance Medical Council, General Meeting (575th), Agenda. December 22, 2023. Individual Items (No. 19). https://www.mhlw.go.jp/content/12404000/001181965.pdf (Accessed June 10, 2026).

3) Guideline Development Committee for Duchenne Muscular Dystrophy. Clinical Practice Guidelines for Duchenne Muscular Dystrophy 2014. Nankodo; 2014.

4) Viltepso Intravenous Infusion 250 mg, Electronic Package Insert, Revised November 2021 (4th edition).5) Intractable Disease Information Center. Muscular Dystrophy (Designated Intractable Disease No. 113) (November 2024).
https://www.nanbyou.or.jp/entry/4522 (Accessed June 10, 2026).

6) Predonin Tablets 5 mg, Electronic Package Insert, Revised March 2026 (6th edition).

21
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Entering the Era of Disease Modification:
Evolution of DMD Treatment

New Therapeutic Approaches
Untreated Era
Life expectancy up to 20 years. | » Exon Skipping

. ‘ / ™\
I I B ] > I f . il
) .. =1 \) . — I

Establishment of Standard of

Care (SoC
( ) Untreated various modalities including anti-inflammatory

Prolonged survival (28.1 years or more) with steroids, therapies
respiratory management, and spinal stabilization S

surgery. .. “\ /)//\ \\b i/
> :/‘ = \'\\ / ///

Current Stage (The New Era) DA =

Comprehensive disease modification through multiple approaches, including

> Implementation of personalized treatment based on
immunomodulation, anti-inflammatory drugs, and anti-fibrotic therapies.

V genetic testing (exon skipping and gene therapy).

Key Insight: We have entered an era that requires an integrated perspective evaluating not only efficacy but also safety,
immunological aspects, and patient quality of life (QOL).

1) The Japanese Society of Neurology et al. (supervisors). Clinical Practice Guidelines for Duchenne Muscular Dystrophy 2014 2) Birnkrant DJ, et al. Lancet Neurol. 2018;17(3):251-267. 3) Ishikawa Y, et al. Neuromuscular Disorders.

2011;21(1):47-51. 4) Komaki H. Brain Dev. 2025 Oct;47(5):104397.
Prepared by the presenter with reference to the above sources 22



Medical Background for the Need for Gene Therapy

Outcomes of Multidisciplinary Treatment Limitations of Existing Treatments
Management and Prolongation Fundamental Issues
through Existing Treatments as a Progressive Disease
« Objective prolongation of life expectancy « The mutation in the dystrophin gene, which is
through respiratory and cardiovascular care. the underlying cause, remains.
« Prolongation of the ambulatory period through - Itis difficult to completely prevent continuous
the use of steroids and other treatments. muscle fiber damage associated with daily
« Delay of complications (contractures and activities.
scoliosis) through rehabilitation. « Progression of irreversible tissue replacement
« Expansion of opportunities for social from skeletal muscle to cardiac and
participation after adulthood. respiratory muscles.
Establishme-nt of symptomqtic approaches The biological mechanism of disease
that delay disease progression and manage “progression” itself cannot be halted.

complications.

1) McDonald CM, et al. Lancet. 2018;391(10119):451-461. 2) Matthews E, et al. Cochrane Database of Systematic Reviews. 2016 May 5;2016(5):CD003725. 3) The Japanese Society of Neurology
et al. (supervisors). Clinical Practice Guidelines for Duchenne Muscular Dystrophy 2014 4) Birnkrant D), et al. Lancet Neurol. 2018;17(3):251-267. Prepared by the presenter with reference to
the above sources



Structure of Elevidys and Micro-dystrophin

(Illustration)

1)

AAVrh74 Vector
It is considered to deliver the transgene to target
skeletal muscle and cardiac muscle cells

MHCK7 Promoter

Itisc idered to exp! the tr
muscle and cardiac muscle

Transgene
Produces delandistrog
micro-dystrophin

Adapted from references 1) and 2)

Review data at the time of approval [Structure of delandistrogene moxeparvovec]
2) Review data at the time of approval [Overview of delandistrogene moxeparvovec]

FULL-LENGTH DYSTROPHIN
Y Re00m000000TSTETTTICUATISIIMEEE - - Ly

MICRODYSTROPHIN THERAPIES

NCT03375164
NCT03769116
NCT04626674
NCT05096221
NCT06597656

NCT03362502
NCT05429372
NCT04281485

NCT03368742
NCT06138639

rescssssscdessssscnasnchoessnnssnadeanananane

NCT05693142

L 1

HaN (123} R ) cooH | SRP9001 | SAREPTATHERAPEUTICS
A ——— SE— S
HaN o, oe ~ @@@ 2 CR ) COOH PF-06939926 PFIZER
HN i1 )1617[2324/002 R COOH SGT-001 SOLID BIOSCIENCES
H.N f(1]2[3)if2gha R ) cooH GNT-0004 GENETHON
HaN (123} (@R coon RGX-202 REGENXBIO
| Il | | | | | | |
type of type of microdystrophin construct company

vector promoter structure name

Loboda A, et al. Genetic strategies for therapy of Duchenne muscular dystrophy. Mol Ther Nucleic Acids.

clinical trial
number

2025;36(4):102759
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Mechanism of Action of Elevidys

® The micro-dystrophin gene carried by Elevidys is considered to be expressed in skeletal and cardiac muscle.!)
® |tis considered that expression of micro-dystrophin in muscle cells improves muscle function and prevents the loss of muscle
strength.?)

I\I\

(Illustration)

Itis considered to express the
“transgene” In skeletal and cardiac
muscle

MVrh74Vector
It Is considered to deliver the
“transgene” to skeletal and cardiac
muscle
There is a low likelihood that
patients with DMD have pre-
existing immunity

" N At g DT A e N fs._:‘»x, -

e ]

7)Production of micro-dystrophin

& Translation of
; the transgene : -
P \
@Uptake into the endosome | T \_MRNA FLuns S0t

Micro-dystrophin is considered to form

Adapted from
DAPC and prevent damage to muscle cells

3 references 1) and 2)
(3)Escape from the endosome

Nucleus

1) Review data at the time of approval [Structure of delandistrogene moxeparvovec]
2) Review data at the time of approval [Overview of delandistrogene moxeparvovec] 25



Treatment Flow with Elevidys

Before Administration

<

Confirmation of eligibility for Elevidys
administration

v

Confirmation of precautions, countermeasures,
and treatment facility

v

consent

[ Provision of explanation and obtainment informed |

v

Screening prior to Elevidys administration

v

Administration of prednisolone prior to Elevidys
administration

Administration of Elevidys

—

Post-administration management following Elevidys

[ Up to 4 weeks after administration

[ Up to 3 months after administration

After
Administration

<

———

Management after 3 months following Elevidys
administration

J

Elevidys Intravenous Infusion Appropriate Use Guide (Revised January 2026)
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Adverse Reactions and Issues Requiring Attention and Their Countermeasures
Serious Adverse Reactions

The general timing of onset is as follows.D-3 Among early adverse reactions, myocarditis occurring
within several days after administration is suggested to be associated with innate immune responses
to the viral vector. On the other hand, immune-mediated myositis occurring 4 to 8 weeks after
administration is considered to be the result of acquired immune responses to micro-dystrophin.3

<Timing of onset of each adverse reaction (schematic)>

Administration of Elevidys Week 1 Week 4 Week 8

Infusion reaction (Within 24 hours after administration)
I )
I )
I

*In cases of delayed myocarditis, treatment as immune-mediated myositis may be required.®
Adapted from references 1) - 4)

1) Review data at the time of approval [Multinational Phase III clinical study in patients with DMD (SRP-9001-301)]
2) Review data at the time of approval [Pooled analysis of safety studies]
3) Zaidman CM, et al. ] Neuromuscul Dis. 2024; 11: 687-99.

Conflict of interest: This study was supported by Sarepta Therapeutics.

The authors include employees of Sarepta Therapeutics and individuals who have received research funding, consulting fees, and other compensation from Sarepta Therapeutics, F. Hoffmann-La Roche Ltd., and Genentech
4) Kaufman BD, et al. ] Neuromuscul Dis. 2024: 22143602241303357.
Conflict of interest: The authors include individuals who have received consulting fees from Sarepta Therapeutics.
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Adverse Reactions and Issues Requiring Attention and Their Countermeasures
Serious Adverse Reactions

® Following AAV-mediated gene transfer, innate immune responses are activated within hours to
several days, while acquired immune responses are observed after several weeks. Along with these
immunological responses, the systemic vector concentration is considered to decrease.”

<Course of immunological responses after AAV gene transfer (schematic)>

Innate immunity

/"-_-""\‘ . . Treel
- acrophage ce
Complement” Macrophage @

:zn:vrtlr"Ki B cell

=

/ Abs \Qfl

Fre-existing’ = Ch4 CD&

MAbs Meutrophil I cell I cell
-I:E Abs

Systemic administration  Hours Days Weeks Months
of the vector

Time course
Decline in systemic vector concentration

@@Qg@ oY

Adapted from 1)
Reprinted from Mol Ther Methods Clin Dev., 25, Mendell JR, et al., Testing preexisting antibodies prior to AAV gene transfer therapy:
rationale, lessons and future considerations, 74-83, Copyright (2022), with permission from Elsevier.

1) Mendell JR, et al. Mol Ther Methods Clin Dev. 2022; 25: 74-83.

Conflict of interest: This study was supported by Sarepta Therapeutics. The authors include employees of Sarepta Therapeutics and individuals who have received research funding, consulting fees, and other compensation
from Sarepta Therapeutics and Genentech.
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Adverse Reactions and Issues Requiring Attention and Their Countermeasures
Implementation of Tests Before and After Administration of This

Product

Please perform the tests shown in the figure below both before initiation and after administration of this product.

If the patient is followed up at another facility after the administration of this product, please ensure that the same tests are performed and

confirm the patient’s condition.

For monitoring items and frequency beyond 3 months after administration of this product, please confirm the patient’'s condition and consult with
the appropriate specialist. After 1 year, perform monitoring in conjunction with routine DMD examinations.

Test Schedule
After administration
Baseline*! Weeklyupto3
Day 2-3 (Week 1 |Week 2 | Week 3 | Week 4 monthlgéc,he‘:'eafter Month 3|Month 4| Month 5Month 6 Month 9| 1 year /
2(AST~ALT). ® © 6 6 o o O O e O e
=
1 V-GTP ) o O O O
)
El( Abumn ) @ ® © 6 6 o o O O e O e
o
2( AT ) @ ® 6 6 @6 © e O O e O e
©
=
S| P /PNR ) @ ® o o o 0 ® O O e O e
T Total bilirubin / Direct
g (e ) @ ® ¢ 6 ¢ © © O O e O o
—d
C  we ) @ ® © ¢ @6 o o O O e O e

%1 : For baseline cardiac examinations, use results obtained within 6 months prior to administration of this product.

%2 . Although CK levels are not clinical laboratory values directly related to hepatic dysfunction, AST and ALT are often elevated in DMD patients due to muscle breakdown, making it difficult to assess hepatic dysfunction.
In such cases, CK levels are useful in differentiating hepatic disease from muscle-derived enzyme elevation. Fluctuation patterns of CK levels and their divergence from AST and ALT levels suggest the complication of

hepatic disease, leading to an appropriate evaluation.

® Required O Recommended

TMA : Thrombotic Microangiopathy. APTT : Activated Partial Thromboplastin Time. PT : Prothrombin Time. PT-INR : Prothrombin Time-International Normalized Ratio

Excerpt from Elevidys Intravenous Infusion Appropriate Use Guide (Revised January 2026)
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Multinational Phase III Clinical Study (EMBARK Study Part 1)

Study Overview: Design and Methods

A multinational Phase III randomized, double-blind, crossover, placebo-controlled
study evaluating the safety and efficacy of delandistrogene moxeparvovecin
ambulatory boys aged 4 to 7 years with confirmed DMD gene mutations

PART1: 52 weeks PART2: 52 weeks Up to 5 years
Single intravenous Single intravenous
admm.'Strat'on —p administration —p
Delandistrogene
moxeparvovec Placebo Open-label
Extension
Randomization Study 305
(N=125) Long-term Efficacy
. . and Safety
. . Single intravenous
Single intravenous . .
o . administration
administration .
Delandistrogene
Placebo
moxeparvovec
O o> O o>
12 52 12 52
weeks weeks  weeks weeks

QO Muscle biopsy* @ Functional assessment

Key Inclusion Criteria:

« Ambulatory male patients aged >4 to <8 years at the time of randomization

+ Patients with a confirmed diagnosis of DMD (whose DMD gene mutations are entirely within
exons 18-79)

Patients who are able to comply with assessments for motor function evaluation

Patients with an NSAA score >16 and <29 at the screening visit

Patients with a time to rise from the floor of <5 seconds at the screening visit

Patients who have received oral corticosteroids for at least 12 weeks prior to screening under a
stable daily dose regimen

e Patients with rAAVrh74 antibody titers <1:400 (not elevated) as measured by ELISA

Stratified by age group at randomization (> 4 to < 6 years vs. > 6 to < 8 years)
and NSAA total score at screening (< 22 vs. > 22)

Primary Endpoint
* Change from baseline to Week 52 (Part 1) in total NSAA score

Key Secondary Motor Function Endpoints

* Change from baseline to Week 52 in the following:
— TTR (time to rise from floor)
— 10 meter walk/run (10MWR)

Other Secondary Motor Function Endpoints

* Change from baseline to Week 52 in the following:
— SV95C measured using a wearable device (Syde)
— 100meter walk/run (100MWR)
— Time to ascend 4 steps

Safety Endpoints
* TEAEs, serious adverse events, and adverse events of special interest
* Clinically significant changes in laboratory values

Primary and secondary endpoints were tested using a statistical hierarchy to control
the overall type I error at a two-sided significance level of 0.05

*Based on the experience and feasibility of the study sites, only a subset of participants will undergo muscle biopsy for expression evaluation. 'Not reported in this presentation; however, additional endpoints were included in the
sequential testing. 10MWR:10-meter walk/run. 100MWR: 100-meter walk/run. AE:Adverse event, DMD:Duchenne muscular dystrophy. IV:Intravenous administration. NSAA:North Star Ambulatory Assessment.

rAAVrh74:Recombinant adeno-associated virus serotype rh74 (rhesus macaque isolate). SAE:Serious adverse event. SV95C:95th percentile stride velocity. TEAE:Treatment-emergent adverse event. TTR:Time to rise from the floor
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Multinational Phase III Clinical Study (EMBARK Study Part 1)

Prima
Change from baseline to Week 52 in total NSAA score (confirmatory analysis endpoint)

The adjusted mean change from baseline to Week 52 in total NSAA score was 2.57 in the Elevidys group and 1.92 in the placebo group.

The between-group difference was 0.65, and no statistically significant difference was observed; superiority of the Elevidys group over the
placebo group was not demonstrated. The gatekeeping procedure for this endpoint was therefore concluded (p = 0.2441; Elevidys vs
placebo; MMRM analysis).

Transition of change from baseline in total NSAA score (adjusted mean)

5 —
Elevidys group (n=63)
Placebo group (n=62)
4 — mITTpopulation
(<
é < Adjusted mean + standard error (95% confidence interval) 2.57+0.39
@ (1.80~3.34)
8 34
= Between-group difference (standard
o T error): 0.65 (0.55)
S 2 - 95% confidence interval: -0.45 to 1.74
2 p =0.2441
o 7 Elevidys group vs Placebo group
= 1.92+0.39
v MMRM Measures
L (1.14~2.70) N
0 . ) ) ) )
BL 12 24 36 52 (weeks)
Number of subjects Time period
Elevidys group 63 61 63 61 63
Placebo group 62 62 60 61 61

Covariates in the MMRM model: treatment group (categorical variable), visit (categorical variable), interaction between treatment group and visit, age group at randomization (categorical variable), baseline total NSAA score, interaction between age
group at randomization and visit, and interaction between baseline total NSAA score and visit
In the evaluation of NSAA, when three or fewer items out of 17 were missing, the total NSAA score was calculated by multiplying the mean score of the completed items by 17; when four or more items were missing, the score was treated as missing.

Unless otherwise specified, missing values for individual items were not imputed. Missing data were assumed to be missing at random. . e .
Data cutoff date: ssptember 13, 2025 P g 9 Mendell JR, et al. Nature Medicine 2025 (1):332-341.

Adapted from review data at the time of approval [Multinational Phase III clinical study in patients with DMD (SRP-9001-301)]
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Multinational Phase III Clinical Study (EMBARK Study Part 1)

Change from baseline to Week 52 in time to rise from the floor

® The adjusted mean change from baseline to Week 52 in time to rise from the floor was -0.27 seconds in the Elevidys
group and 0.37 seconds in the placebo group, with a between-group difference of -0.64 seconds [p = 0.0025 (nominal p-
value); Elevidys vs placebo; MMRM Measures]

(Seconds) Transition of change from baseline in time to rise from the floor (adjusted mean)
1.0 Elevidys group (n=63)
Placebo group (n=62) 0.37£0.15
mITTpopulation (0.08~0.67)
(<
= 0.5 Adjusted mean + standard error (95% confidence interval) Between-group difference
9 - (standard error): -0.64 (0.21)
a 95% confidence interval: -1.06 to
€ 0.0 -0.23
o i § p=0.0025 (nominal P-value)
- 7 4§ Elevidys group vs Placebo group
g’ ‘é’ MMRM Measures
S —0.54
< —0.27£0.15
v . (—0.56~0.02)
—1.04
T T T T T
BL 12 24 36 52 (Weeks)
Number of subjects Time period
Elevidys group 63 61 63 61 63
Placebo group 62 62 60 61 61

Covariates in the MMRM model: treatment group (categorical variable), visit (categorical variable), interaction between treatment group and visit, age group at randomization (categorical variable), baseline time to rise from
the floor, NSAA total score at screening (<22, >22), interaction between age group at randomization and visit, and interaction between baseline time to rise from the floor and visit
If data were missing and the score for Item 12 of the NSAA was 0 (i.e., requiring the use of external support such as a chair or wall, or unable to perform), the time to rise from the floor was imputed as 30 seconds, which
was considered the maximum plausible value. .. .
Data cutoff date: September 13, 2023 Mendell JR, et al. Nature Medicine 2025 (1):332-341.
Adapted from review data at the time of approval [Multinational Phase III clinical study in patients with DMD (SRP-9001-301)] 3



Secondary Endpoints for Motor Function Assessment

All motor function assessment results at Week 52 using a forest plot

o

Change from baseline in SV95C,
meters per second, LSM (95% ClI)

Delandistrogene

moxeparvovec
Other functional SV95C 57
endpoints
100MWR 59

Time to ascend
4 steps

62

Change from baseline to
Week 52 in SV95C

—m— Delandistrogene moxeparvovec (n = 57)
#— Placebo (n=61)

0.25
0.06
0 ® y
@ -0.03
-0.25 T T T T
0] 12 24 36 52
Weeks

Placebo Favors delandistrogene moxeparvovec LSM difference (95% Cl)
61 | . 0.10 (0.00, 0.19), meters per second
57 . -3.29 (-8.28, 1.70), seconds
60 -0.36 (-0.71, -0.01), seconds

0

Change from baseline in T0OOMWR,

seconds, LSM (95% CI)

T T T 1 T 1 1
-1 0 1 2 3 4 5

Standardized test statistics (95% CI)

Change from baseline to Week 52 in
100-meter walk/run time

Change from baseline to Week 52 in
time to ascend 4 steps

—#— Delandistrogene moxeparvovec (n = 59)
o Placebo (n=57)

—&- Delandistrogene moxeparvovec (n = 62)
#— Placebo (n =60)

©
c
ot
2.50 &7 025
o
0 QEJ @
£= o
-2.50 o pa 0.08
-3.28 £9
(4] -
-5.00 £3
-6.57 25
~7.50 393 -0.44
w
-10.00 - E g
“— O
o o
-12.50 . . ‘ . g)$ -0.75 . . ‘ .
0 12 24 36 52 = 0 12 24 36 52
Weeks © Weeks

SV95C:

95th percentile of stride
velocity measured using a
wearable device attached to
the ankle

100MWR:

Time to walk/run 100 meters
Time to ascend 4 steps:

Mendell JR, et al. Nature Medicine 2025 (1):332-341.
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Continuous Management: Process from

Pre-Administration to Long-Term Follow-Up

Strict eligibility confirmation and monitoring are required

Phase 1:
Pre-
administration

Baseline tests conducted
from one month to several
days prior (detailed
evaluation of complement,
liver function, troponin I,
etc.), and initiation of the
pre-treatment steroid
protocol.

Phase 2:
Administration / peri-
administration period

Single intravenous
administration. Several
hours of in-hospital
monitoring for acute
hypersensitivity.

Phase 3:
Intensive monitoring
period

Approximately 90 days after
administration, when risk is
considered particularly high.
Frequent weekly measurement
of liver enzymes, cardiac
enzymes, platelets, etc.
Immediate coordination with
BRIDGE-NMD upon detection of
abnormalities.

Phase 4:
Long-term follow-up

Continuous evaluation of
efficacy and monitoring for
late-onset adverse events.

Prepared by the presenter 34



Serious Case Reports in Non-Ambulatory

Patients (United States)

(D—)

Day of 6-9 weeks after
administration administration

Elevated AST/ALT

| Critical Case Details

Patient Profile:

Two non-ambulatory DMD patients aged 15 and 16

Outcome:
Both cases resulted in death due to acute liver

failure (ALF) within 90 days after administration

_ _
Within 2 months Within 90 days
‘ Death due to acute liver
Hospital .
treatﬁlent failure (ALF)

| Clinical Implications

Administration has been discontinued in non-ambulatory patients
(United States)

Acute liver failure added as a serious adverse reaction in the
electronic package insert

A high-risk signal in advanced non-ambulatory patients.

Careful monitoring of liver function and reassessment of

immunosuppressive management are essential
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Approval of Gene Therapy Products for DMD and
Strengthening of Safety Measures

Regulatory . Discussion at the Central Director's Notification
@ A | 128 Social Insurance Medical /Ay Strengthening of Safety
pprova Council Measures

Approval of gene therapy

In discussions toward NHI Based on these discussions, a
products for DMD in Japan.

price Iisting CONCErns notification was issued by the

- Ministry of Health, Labour and
regarding safety and the Welfare. Specific safety measures

need for countermeasures were mandated, including stricter
. patient selection criteria and
were raised. enhancement of monitoring systems.

T I f

@ Involvement of the Japanese Society of Child Neurology

Played a leading role in establishing appropriate use guidelines, certifying
administration sites, building collaboration systems, and establishing adverse event
management systems, thereby developing the foundation for safety measures.

36



Identification of Serious Adverse
Reaction Risks

spoke @' Hepatic Disorders (Acute Liver Failure)

(Regional Facilities)

/. TMA (Thrombotic Microangiopathy)

D&
ﬂ Immune-mediated myositis

Pediatric .
Neurology Cardiology

BRIDGE-NMD

Transplant
Surge?'y Expert Panel Nephrology

E-consultation :;-patolo

Seamless coordination between Hub and Spoke: Immunology

Establishment of a system to ensure
coordination from pre-administration and
enable early detection of signs of adverse
reactions

Registration of all cases for e-consultation and
provision of advice: Establishment of a system in
which all administered cases receive medical

Medical guidance by specialists
advice from an expert panel via BRIDGE-NMD g ysp

Japanese Society of Child Neurology website https://www.childneuro.jp/general/8664/ (accessed June 2026)
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Practical Implementation of E-consultation

Patients nationwide Physicians nationwide
3
B
1 )
§2
n 5 o Other in-hospital

| T

> R specialists (e.g.,

Sig -é hepatology, cardiology)
x

- (O

Prescribing physician
Patients with (primary physician)

DMD

-~

Regional follow-up
physicians

| Platform:

ety O

9 Medii e S VBN

logy

Specialized medical
advice

|

Medii E-
: Pediatric neurology, pediatric

consultation hepatology, pediatric
hepatobiliary surgery, pediatric
cardiology, pediatric
immunology, pediatric
nephrology, and pediatric
hematology
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Overview of the Adverse Event Management System in DMD Gene Therapy
Workflow of Adverse Event Management in DMD Therapeutics

Through a consultation platform established via case registration, it is possible to seek advice at any time, 24 hours a day, when there is
uncertainty in clinical decision-making, including in the management of adverse events.

Registered cases can be
reviewed under the
“Consulted” tab.

The list of consultation rooms can
be reviewed under
“Consultation/Response History.”

Chat screen with the expert panel.
The content can be viewed by the
primary physician and all expert
panel members.

If there are no further
consultations or items
requiring confirmation, please
click “Resolve.”

o =
Fy7 IMediQ (AMR%) | 188 EEME, THR/—FGPEERT v IVYARAK €IF—  JL—TFruh l

avy) IR (1) BIR Mediifiht_2/2000 5 FRDEICDNT wonsnss - Nk
1 1

[E1% : BRIDGE-NMD (£¥%8)

P - ™ e i
' mmur ! BEULL

S Wscithubhdil W—
B ] 2026/2/24

RERHE I

IR (288) B8R MediifBPi_2/280 5 FE
DEMICDOWVT

INR(188) B1R Mediifibt_2/200475 FEDEFICDWT
BHECHE>THEDET,

BRIDG%~NMD S UTOEFAOVWTERLTE D, BMSETWLEER L.

[5E1RE]
Medii

("S- 24
R (38) BR MediifEPz_3/204%5 F &
DEFICONT

All information entered
(5RO BRI into the form will be
S

o SEMEAS shared as “chat
BRIDGE-NMD »‘EI% [$& 5 KM tEkb) messages."
WHIBHER
IR (182) BB Mediifili_2/200%5 F & mfﬁi’;& REEMOES] @&
..................................................................... I

DEFICDONT

> 7)\ViEtk_ORE jpg
BRIDGE-NMD »'E1%

A consultation room is Messages and images can be sent to
automatically created for each the consultation room 24 hours a
case. day

@5 Medii [E3¥9)V] © 2026 Medii, Inc. 39




Overview of the Adverse Event Management System in DMD Gene Therapy
Workflow of Adverse Event Management in DMD Therapeutics

Through a consultation platform established via case registration, it is possible to seek advice at any time, 24 hours a day, when there is
uncertainty in clinical decision-making, including in the management of adverse events.

<Prescribing Facility Information> <Physical Findings> <Liver Function / Imaging Findings>
U S %’E (Cm) *
?ib}ﬁmﬁi_ x A& (kg) . AEED T @ik | * ok
1S HEER PRI * AERE (o) * BEERCTEHS
H5HE BEEMOKS * |T/Tv> T (BREE) Enfe * ASEBMRIEHSR
ToAO— Ty THER iﬂggﬁ%ﬁ?ﬁgﬁ - * RERBATOEE *
oA TR OPRES * THERBAD SIS X FREAD S *
PO h st (o) ; HiEosR :
" B (/p) * FPEREDEE *
EEFER * mljg}iétﬁ %ﬁ/(pl_()j ) * <Cardiac Function / Imaging Findings>
i NEJOL 4 L
ﬁiﬂﬁ : i : 12558 LEEER x| 4k
?;;F_“; i ALT (1U/L) *
PHTIE y-GTP (1U/L) * DII-TOEZEIHE (LVEF) (%)
AR * 7ILI=> (g/dL) * EERE
AR s APTT (% * e
JU RO AEFRE * PT% * UETRITEOBE
U K=V B R x PTIR :
-7 - #EUILE> (mg/dL) * UIEMRITOAEZET B
T EV0X0IESE (mg/H) x BIECUICY (mg/dL) " LIEMRITOAZATHE (LVEF) (%)
CK (1u/L) N "
B (178) OFAEREOEELEE * o EHQ/dL)) LIEMRITOLVEFDAIE (%)
. B DHA<— (ug/mL EREYERZMRI
Bf (178) OFHEEE * ALP (U/L) <EI:7i?dysAdministrationInformation>
C3 (mg/dL) o b e 2
CONT AT OEEIRREEE 4 (mg/dL) ILESAESTES x
TEEA FRA R OIS BT * CHso (CHso/mL)
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EERFIREER (@) BNES LI L AR E x FLEZJnRSE (mg/ke/B) x
. . BNP (pg/mL)
* Requwed-selectlon item NT-proBNP (pg/mL)
* * Attach image DEFRORZVT (cTnI)  (ng/mL) *
TAAVTh 74314 4B *

@3 Medii [E3Z%I] © 2026 Medii, Inc.
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Prevention of Viral Spread (Cartagena Act)

Manual for Compliance with Type 1 Use Regulations under the Cartagena Act for in
vivo Gene Therapy Using Adeno-Associated Virus Vectors, 2nd Edition (Version dated
March 1, 2024)

Japanese Society of Child Neurology website (https://www.childneuro.jp/about/6415/)
(accessed June 2026)
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Data Infrastructure: Building Long-term Evidence Using Registries

A data collection system that converts individual experience into “collective intelligence”

Mandatory registration of all cases

Certified medical institutions are required to
continuously register treatment outcomes and
follow-up data of all patients who have received the
therapy into a database.

Standardized assessments

— Standard operating procedures for objective motor
function assessments (e.g., 10-meter walk, time to
rise from the floor) that can be performed by anyone
are distributed to ensure data quality.

Generation of evidence

Overcoming the limitations of individual institutional
experience in rare diseases, long-term safety profiles
and efficacy are objectively evaluated using
aggregated real-world evidence (RWE).

Prepared by the presenter



Summary: A structured safety framework for managing risks

Inherent Risks

AA - Reported serious adverse events : _ o
" overseas (e.g., acute liver failure) [Data] Intensive monitoring

« [Regulatory] Strict facility
§9 requirements and limitation of

« Immune-mediated responses to require !
indication to ambulatory patients

% AAV vectors and the introduced

gene * [Clinical] Pre-treatment evaluation
Sefl of all cases by a multidiscipli
-8 of all cases by a multidisciplinary
M cxpert panel (BRIDGE-NMD)

e ¢ duringthe 90 days post-
=== administration and creation of
= collective knowledge through full
case registry registration

e D
A system is in operation to objectively evaluate the inherent risks associated with
medical innovation and to manage safety not based on individual experience but
through a national-level structural infrastructure (systems, multidisciplinary teams,

L and data platforms). o
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Contacts
Corporate Communications Dept.

For Media: Media Relations Group

Tel : +81 (0)3-3273-0881

E-mail : pr@chugai-pharm.co.jp

Person in Naoki Kouzai, Hitomi Shiobara, Atsuki Hirano, Ikue Miyazawa,
charge : Kaho Izumi

For Investors: Investor Relations Group

Tel : +81 (0)3-3273-0554
E-mail : ir@chugai-pharm.co.jp
Person in Takayuki Sakurai, Tomoyuki Shimamura, Yayoi Yamada,
charge : Yuri Ikegaya, Mari Otsuka
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INNOVATION BEYOND IMAGINATION

[()--| CHUGAI PHARMACEUTICAL
A member of the Roche group
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