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,’ﬁlﬂﬂﬂﬁ Cytoplasm? 1‘;"2 Nucleus?®
HDAC —® Nonhistone D_D_D

proteins
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.

5. Ceccacci E, et al. BrJ Cancer. 2016;114(6):605-11. 23
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HDAC
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DMD, Duchenne muscular dystrophy; HDAC, histone deacetylase.

Restoration of motor function*?

Reduced activation
of immune cells*%7

Increased muscle repair
and regeneration*6.7.9
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Reduced fibrogenesis
and adipogenesis*®’
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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.
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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. 25
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» Givinostat& 1)LFIRXO1 R (BEEE) Z2HEAUCEETE., EESEEMROESR SR
LT, FHITEENH 2 ORI =i

(/\&'— 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) 26
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Adeno-associated virus

Amyloid beta oligomer

Blood-brain barrier

Contract development and manufacturing organization
Central nervous system

Green fluorescent protein

Growth hormone deficiency

Gene of interest

Intravenous injection

J-Brain Cargo®

Middle East, North Africa and Turkey
Mucopolysaccharidosis

messenger RNA

Named patient supply

Phase |

Phase Il

Phase Ill

Research and development

Viral genome

Year to date
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