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At birth :

* No clinical signs

* Delay in
development (child
achieves milestones
like sitting and
walking later than
expected)

Age
Em (years) L -

First, early
ambulatory,
stage of
DMD :
Delayed ability to
walk

Waddling gait
Pseudohypertrophy
of the calf

Toe walking
Gowers' manocuvre
(frequent falls, and
hands are used to
stand up from a
sitting position)
Delay of speech

.

ETHED
BHIET

Progressive
muscle
weakness :
From proximal to
distal direction
Patient’s strength
can still improve
(slower than non-
DMD children)
Plateau phase
(several months)
reached when no
improvement on
motor skills

Late
ambulatory
stage :

* After the plateau
phase: Gradual
decrease in muscle
strength

SITEREDEE

Early non-
ambulatory
stage :

Loss of ability to
walk independently
Need of a wheelchair
Wheelchair-bound /
Bedridden

Cardiac and
respiratory problems
develop

Cardiac
manifestations (e.g.,
cardiomyopathy),
respiratory failure
and orthopaedic
complications (e.g.,

1 scoliosis)

4
(#%5)
Late non-
ambulatory
stage :

* Further weakening of
the muscles may lead
to life-threatening
cardiac and
respiratory problems

@
)
@

Life with
DMD :

* Some patients die
when still
adolescents or
younger, others

may life up to their

fourties and even
longer
« If patients die, it is
often due to
= cardiopulmonary
failure because of
muscle
degeneration

()
[
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DMD, duchenne muscular dystrophy
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Desmet T, et al., Front Pharmacol. 2025; 16: 1662586.
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DMD, duchenne muscular dystrophy
1. FTASIPRBHF TR NOAT 1 —ZFEHAA RS> 2014 2. )13 Fe. Bd &FEE. 2013;45(Suppl.):S324. 5




JAQg\acm%eﬁ D M Diﬁﬁgwiﬂqk Life is Rare

GO
m="

B

- FLAAVrh745tAD 2D B H

HinFia V3 v - HTOIREIR RS
- 3L L8mRimDEE
TIOYRAFY ESORE V3 v - BEDELCTFREEZET EFE?

AFO14FK v v V-

EIAFREHDABREL (KRB DIFAMFICKD

Givinostat DMDIC7TJ'O0—F93

DMD, duchenne muscular dystrophy
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DMD, duchenne muscular dystrophy 7
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,’ﬁlﬂﬂﬂﬁ Cytoplasm? 1‘;"2 Nucleus?®
HDAC —® Nonhistone
proteins ))_)J_)l
HDAC HAT
Nucleus closes chromatin, opens chromatin,
repressing gene allowing gene
transcription D ] ) J] transcription
RNA polymerase/transcription factors
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*HDAC and HAT work in balance to regulate the expression of muscle repair factors.
HAT, histone acetyltransferase; HDAC, histone deacetylase; mRNA, messenger ribonucleic acid; RNA, ribonucleic acid.
1. Consalvi S, et al. Mol Med. 2011;17(5-6):457-465. 2. Kodippili K, et al. Front Physiol. 2023;14:1180980. 3. Sandona M, et al. Int J Mol Sci. 2023;24(5):4306. 4. Milazzo G, et al. Genes. 2020;11(5):556. 3

5. Ceccacci E, et al. Br J Cancer. 2016;114(6):605-11.
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Restoration of motor function48 EBEREDDE

Reduced activation

of immune cells*67 serEtliaDRTEHD G

Increased muscle repair

and regeneration*6.7.° FhDIEEIBEDIRE

HDAC
HDACDBMEZE ;. 1ivition

Reduced fibrogenesis N AR

and adipogenesis*®’

> S W

DMD, Duchenne muscular dystrophy; HDAC, histone deacetylase.

1. Consalvi S, et al. Mol Med. 2011;17(5-6):457-465. 2. Kodippili K, et al. Front Physiol. 2023;14:1180980. 3. Sandona M, et al. Int J Mol Sci. 2023;24(5):4306. 4. Wilson DGS, et al. Commun Biol. 2022;5(1):1022.

5. Campbell KP, et al. Nature. 1989;338(6212):259-262. 6. Guiraud S, et al. Exp Physiol. 2015;100(12):1458-1467. 7. Reid AL, et al. Life. 2021;11(7):648. 8. Ervasti JM, et al. J Cell Biol. 1993;122(4):809-823.

9. Sandona M et al. EMBO Rep. 2020;21(9):e50863. 9
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Givinostat oral plus corticosteroids —
9:1 ‘ Givinostat oral plus
: corticosteroids
l Placebo plus corticosteroids

OLE study

OLE, open-label extension.

1. Mercuri E et al. Lancet Neurol. 2024;23(4):393-403. 2. ClinicalTrials.gov. NCT02851797. Updated February 2, 2023. Accessed May 9, 2024.
https://clinicaltrials.gov/study/NCT02851797

3. Vandenborne K. Oral presentation at Muscular Dystrophy Association Clinical & Scientific Conference; March 19-22, 2023; Dallas, TX, USA. 10




JYSZ EPIDYS Study: 4SCHUBRICEITEIR—RS A VD SOFIGE(LEDHERS e rare

ASCEER (ABXFEERRER) - R—RASAVUDNDT2BETOENTILEDHER (F0)*

-3 6.0 -
E 50 | -®- Givinostat
£ ' — 4,
e 40| * TSR
&9
QO < 30 T 4.
€ E
£8 20 -
(O]
g)o.
5 1.0 A
(8}
£ 0.0 @— .
[)
=

-1.0 -

0 12 24 36 48 60 72

Time (weeks)
Mean change from baseline (95% Cl), s

Givinostat 0.03 (-0.13,0.19) 0.05 (-0.10, 0.21) 0.21(0.01, 0.41) 0.61(0.32,0.91) 0.60 (0.26, 0.95) 1.31(0.73, 1.90)
Placebo 0.18 (-0.19, 0.23) 0.32 (-0.00, 0.64) 0.53 (0.07, 0.98) 1.42(0.34, 2.49) 2.71(0.45, 4.98) 2.89(0.60, 5.18)

*Data are means and 95% confidence intervals. The confidence intervals have not been adjusted for multiplicity and should not be used for hypothesis testing. Baseline mean values were 3.39 s and 3.48 s
for the givinostat and placebo groups, respectively. All patients were also receiving systemic corticosteroids in a dose and regimen that was to remain unchanged over the follow-up period.
48C, 4-stair climb; s, seconds.

1. Mercuri E et al. Lancet Neurol. 2024;23(4):393-403. 11
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Givinostat... Placebo...

*Data are means and 95% confidence intervals. The confidence intervals have not been adjusted for multiplicity and should not be used for hypothesis testing. Baseline mean values were 3.39 s and 3.48 s

for the givinostat and placebo groups, respectively. All patients were also receiving systemic corticosteroids in a dose and regimen that was to remain unchanged over the follow-up period.

4SC, 4-stair climb; GLS, geometric least squares; s, seconds.

1. Mercuri E et al. Lancet Neurol. 2024;23(4):393-403. 12
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(/\&'— Ltk 0.42; 95%SF8EX [ 0.23-0.76; P=0.004)

Treatment group Parameter Givinostat Control
> (n=142) (n=142)
= — Givinostat Patients, n (%)

3  Contrelgroup I ssessed 142 (100) 142 (100)
o e Censored
o Who lost 14 (9.9) 39 (27.5)
..0:’ ambulation : :
‘§ | Censored 128 (90.1) 103 (72.5)
0041 . . . . . . e : : Median (95% Cl) (18.09, NE) (14.70, 18.31)
0 2 4 6 8 0 12 14 16 18 20 22
Age (yeum] P-value 0.004
Givinostat 142 142 142 142 141 119 72 29 8 3 0 HR (95% CI)* 0.42(0.23, 0.76)
Control 142 142 142 142 121 94 62 35 11 7 3 0

*HR and associated 95% Cl and P value are obtained from a Cox proportional hazards model, including the treatment group as an independent classification factor.
HR, hazard ratio; NE, not estimable.

1. McDonald CM, et al. Ann Clin Trans! Neurol. Published online August 19, 2025. 2. EPIDYS study%® &35 —4 % FAUL\ CTERERZT S OLLE%1T > fzpost hoc analyses (B&A#HT) 13
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DMD, duchenne muscular dystrophy

1)1 78, B & FIZE. 2013;45(Suppl.):S324.

2. AERIERERICHHICTEY (Remudy (Registry of Muscular Dystrophy) d5&U'Nakamura H et al. Orphanet J Rare Dis. 2013;8:60)

3. NHIERZER(IC UBHFEAREE (Viltolarsen) DERBAEIR b @ #93800 — 680075 (hE25~45 kgDAATE THtt(C TEE) 14
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