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LSD, lysosomal storage disorders
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Dystrophin deficiency and disrupted
HDAC activity mediate the regulation of
muscle homeostasis'3

Dystrophin
deficiency

DMD, Duchenne muscular dystrophy; HDAC, histone deacetylase.

HDACODJTUE(ICH#S
DMD/BREA N> b

HDAC
upregulation

HDAC upregulation?

Pathological events associated with

o Muscular atrophy+3

L

O Activation of chronic
inflammatory pathways+6.7

ISR AR

O Impairment of muscle repair
mechanisms*6.7

— MEEDIKT

O Fibrogenesis and
adipogenesis*t.’

— EhODflkHE(E & AERB{E

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, Alexander MS. Life. 2021;11(7):648; 8. Ervasti JM, et al. J

Cell Biol. 1993;122(4):809-823.
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Givinostat is a potent pan-HDAC inhibitor
HDACPEEHI

DMD, duchenne muscular dystrophy; HDAC, histone deacetylase.

1. Consalvi S et al. Mol Med. 2011;17(5-6):457-465. 2. Kodippili K, Rudnicki MA. Front Physiol. 2023;14:1180980. 3. Bettica P et al. Neuromuscul Disord. 2016;26(10):643-649. 4. Sandona M et al. EMBO Rep.
2020;21(9):€50863.

5. Mercuri E et al. Lancet Neurol. 2024;23(4):393-403. 6. ClinicalTrials.gov. NCT02851797. Updated 2 February 2023. Available at https://clinicaltrials.gov/study/NCT02851797. Accessed August 1, 2024. 29
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The images on the slide are from a single patient and may not be
representative of all patients in EPIDYS.
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*P-values are nominally significant, but not statistically significant.

LS, least squares; SD, standard deviation
Vandenborne K. Oral presentation at Muscular Dystrophy Association Clinical & Scientific Conference; March 19-22, 2023; Dallas, TX, USA. 30
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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. 31
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= givinostat& J)LFIRXSO1 R (BESE) ZHAUZLERE TR, EEESEREMROEBE SR
LC. SMTEENN 2. 9FRfEF NIz

(/\&'— Ltk 0.42; 95%S48EX [ 0.23-0.76; P=0.004)

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

3 ~ Controlgroup 1) sessed 142 (100) 142 (100)
o o Censored
o Who lost 14 (9.9) 39 (27.5)
..g ) ambulation ’ :
g | Censored 128 (90.1) 103 (72.5)
16. 152
00+ : : : : : : el : : Median (95% Cl) (18.09, NE) (14.70, 18.31)
0 2 4 6 8 10 12 14 16 18 20 22
Age (years) 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 studyZ &7 —4 2R\ TEREMTT S DLEE %17 D fzpost hoc analyses (B#RFT) 32
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AAV, adeno associated virus; DMD, duchenne muscular dystrophy
1. MINEERZECHMCTER 2. #HMIEZHER 3. TUYIE3RFYESICKDBERRS A RO T 1 VB FORKNERESNTVDIES 33
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Italfarmaco S.p.A
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BRI DRV ERILE > D AR S RIE 0.175 mg/kg/i
BimtREATHE FFDIRNY —F —IEREF CH T DERE R 0.35 mg/kg/E
B ABERNILE > DM ADIAE (BIECIRD) 0.021~0.084 mg/kg/i&
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https://clinicaltrials.gov/study/NCT07615400?cond=NCT07615400&viewType=Card&rank=1
https://clinicaltrials.gov/study/NCT07615400?cond=NCT07615400&viewType=Card&rank=1
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AAV Adeno-associated virus 77 eI AILA
BBB Blood-brain barrier R A BT
CRO Contract Research Organization RS
DMD Duchenne muscular dystrophy FTASTIIIBFHFZAOT A —
GHD Growth hormone deficiency RERNILVE > DA RS RAE
HDAC Histone deacetylase EX AR EF) AR
IND Investigational New Drug ﬁiﬁg;ﬁiﬁiéiﬁ%ﬁﬁfhﬁ@t&)@ﬁﬁiu%)%/\GDEE
ARECETEDHIE
i.v. Intravenous injection FAATOE ST
LSD Lysosomal storage disorders AV — LT/
MENA Middle East and North Africa RERBIUILT IV
MPS Mucopolysaccharidosis LTZNEIE
NHI National health insurance -
Ph Phase | BEPREE 1 AHERER
Phll Phase Il RREREE 2 E5HER
Ph 1l Phase IlI RREREE 3 H5ER
PK Pharmacokinetics FEYDENRE
R&D Research and development DiEs ik
YTD Year to date FERET
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