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At birth : First, early Progressive Late Early non- Late non- Life with
* No clinical signs ambulatory, muscle ambulatory ambulatory ambulatory DMD :
* Delay in stage of weakness : stage : stage : stage : * Some patients die
development (child = g s s % R
A ok tovtoriin DMD : * From proximal to * After the plateau * Loss of ability to « Further weakening of when still
like sitting and < Delived abilitv to distal direction phase: Gradual walk independently the muscles may lead adolescents or
walking later than walk E * Patient’s strength decrease inmuscle  + Need of a wheelchair to life-threatening younger, others
expected) « Waddl ; can still improve strength + Wheéichairbound cardiac and may life up to their
4 A (slower than non- Bedridden respiratory problems fourties and even
* Pscudohypertrophy DMD children) ot e longer

of the calf o Platean phase 3 :
Plateau phase respiratory problems * If patients die, it is

J I.m wa ]l!\l"\. (several months) develop often due to

« Gowers' manoeuvre reached when no S eandiopulmonary
(frequent falls, and improvement on Iv)lunn:c\(ulmlh Gx - fail .‘Ph‘ e f
hands are used to motor skills S 2 P aliure because o
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2 F 2 respiratory failure ARG
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* Delay of speech complications (e.g.,
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DMD, duchenne muscular dystrophy
Desmet T, et al., Front Pharmacol. 2025; 16: 1662586. 4
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DMD, duchenne muscular dystrophy
1. FASIDRBEFHIZAMOT« —ZBH A RS> 2014 2. )I13 7. B FoE. 2013;45(Suppl.):S324. 5
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DMD, duchenne muscular dystrophy
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ST Givinostat : IEXF 0O RIEDDMD&RREE Life i Rare

0 —fi%44 : Givinostat (i85 TDHE % : Duvyzat)

EX R FIVEEESE (HDAC) DOFEEA!
ROSDIFFT0O~ Al (182[E)

O ssoEE

6RAUALDFTAS T IBHGE A OT 1 —FBE
XKEU : 70O RaHAB T SH1To]RER6m A _EDFBE (CIRE

‘iﬁ:ﬂﬁ
« KE (202443R)
EU (2025568 RMTESHR
ZoAth. AFVURZEOEEHETHEREH
® $$B_C(;5E7¥‘uu
‘!ﬁﬁ
. EHOERBEHIES IR v IERICKD. DMDEREEDE G FERICHFE I EADIEE
X704 REDHA

DMD, duchenne muscular dystrophy 7
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HDAC(Z. MBS LVZATOREEICKD
AEREEDREZE TS 2
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ﬂﬂﬂﬁ Cytoplasm?® % Nucleus?
HDAC — Nonhistone MJQ

proteins
HDAC YA \ HAT
Nucleus closes chromatin, { opens chromatin,
repressing gene allowing gene

\ .
transcription D D D transcription

RNA polymerase/transcription factors

/
\ ¥

HDAC(E, EXRBEITIEERMHUNIBOMAICFRAT ST ETHRADERE (RAARISR) ZiREd 3
BEERFO7ICRZE TS
S NOBOREECBEL. BERF. NLVESRSH. S DI RUTPH)OE, EREE. MRNADREME. O

*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. Coccacai E, et al. Br J Cancer. 2016;114(6):605-11. 8
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HDACODFRZEI(CKD, DMDDREFRA N> hEHIFITS13

Restoration of motor function® EFEEDEIE

Reduced activation

of immune cells*67 EMra0BEIS
Increased muscle repair
and regeneration67.9 BDEE/BEDRE
HDAC : :
HDACODFEE inhibition Reduced fibrogenesis S RS R DIIE

and adipogenesis*57

Bugs uwupe 8

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

DMD 0 BETATHELTWLWS HDAC ZET S 2 LICLY, T W7l eI BEVD D
D, ZHoIZHBALTEY 7,

ETHOIEMBARL EIFET &, F TR/ BIEROMSINBGEINET, /-, HOBE/S
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BEiE LTRI>TEFWY XL T, ZORRELTERNIC, YR bR T 4 —I2H1T 2 EBHAE
DEENIHEEINTEY £T,

CORBZE, BRIRSBR TR LI-ZEICRY FTDT, KOS IFEARBOERE ZimEE L LIS
mWhWEBWET,

YR—Fb _
A% 050-5212-7790 = SCRIPTS

Asia’s Meetings, Globally
7Y=L T 0120-966-744 X —JL 77 KL X support@scriptsasia.com
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- EEACZESRIATER T SR I8 ER
o A79RDFITORER B IR A 2.1 THEEAR(CENT (Givinostatie 58F | TS tz/Ri%58)
«  JLFIORFTOA ROHAT. GivinostatXx e T Stihzi%s

Givinostat oral plus corticosteroids
Gwmqstat ora! plus
corticosteroids
Placebo plus corticosteroids

e i 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

BRI Z CEBINTEY ETIINEL, 2H 67 A —NILDFEIIBERKRSER, R aER
DTHFANIHE->TWET,

179 ZDBITRIBERBE I AN ZI—bEN, 12 TT TR EEETE Y HIFonT, B
HEIE 72 BT, ZORIIMGERSEHR->TWET,

ST EPIDYS Study: 4SCHBRICHITDIN—RSA O H SDHIZLEDHETS ! vie o

ASCHER ABEBRER) : RA—RAFMUHLT2BETHOFHELEDOHER (B)*

-®- Givinostat
-0 7Stk

Mean change from baseline in time to
perform 4SC (s)

- o = N W »
0 B O B O ©

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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B A B LERBEAETZHDICHRY £,

TR LET & Givinostat DREEIZEVNTIE. WTFNOBSICBEWTHEEREDETH
EHIENTWBZED, oY) Wi shrEBWNET,

ST EPIDYS Study: FEFHAIEE_4SCHAR (72BIFRTOHIZE(LE) 1 vesrere

T2BRRICHETEIR—RSA Mo DFHEILE GEx B ZEHR)

» Givinostat + JJLF IXFO1 R, 5.0 4 ——
ISR+ ILFARFOAREWR £ 10 ]
LT, 72BBERCHNT, 4SCitBr 22 5; |
BRDE(LE. 78R = E T £% 3.0 -
§0 2.5 -
e a0 -
¥ 154
1.0 -
0.5 -
O o

Givinostat... Placebo...

*Dala are means and 95% confidence intervals. The confidence intervals have not been adjusted for mulliplicity 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; GLS, geometric least squares; s, seconds.

1. Mercuri E et al. Lancet Neurol. 2024;23(4):393-403. 12
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ISR BTHENHIEADRE 2

* Givinostat& J)LF IO B (RHEEER) ZHALULBETE. REGREROBE SR
LT HiThEhh 2. oF i ane

(J\HF— RLt 0.42; 95%1=%8X [ 0.23-0.76; P=0.004)

1.0 4 Glvinostat Control
Treaiment group  EPYETITNE i s
B - (n=142) (n=142)
Z 081 = Givinostat Patients, n (%)
8 — Control group
% 06 & Ot Assessed 142 (100) 142 (100)
Q.
P Wholost 14 (9.9) 39 (27.5)
£ 04 . ambulation
g | A Censored 128 (90.1) 103 (72.5)
>
w02+ E Age at loss of ambulation, years
years K g 18.1 15.2
00 4 Median(95%i61) (18.09, NE) (14.70, 18.31)
0 2 4 6 8 10 12 4 16 8 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 eslimable. x
1. McDonald CM, et al. Ann Clin Transl Neurol. Published online August 19, 2025. 2. EPIDYS studyZ &7 —4 % FAL T BAATEAZ & DL #i%17 S J-post hoc analyses (SB1EAZ#T) 13

CHELBEERYR—T A 7IET Y RT, HITEDOHIFICHTT 5 Givinostat DEEA 15T L
TWEd,

INITEAESR Givinostat ImHEEE T, FL—DT7A4 HBERE. FF27)LeX MY —T, H=
EYYFIEEBEIAICKRY ET,
ZDFER. Givinostat REEICE X L TIE. HITENH 2.9 £, LV REFINIBERIH

THENVFETOT, Y ZIDHNCL > TRIICEEZHKB TS 2 LICL-T, DL THERISHITH
BEAMEIT T AMBENHFINZ EZATTIVWET,
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BROF 1S I ORBH A OT 1 —EBEDS2ICIE
KERTIRXY PAT A ANV Z—ZXDFET S

« BADDMDEREE : #93,500%"

. 6LLE. M OSITARDMDEE : 1,000a 2| | BAOBREBE LT Ay b
MEMADRCREAF ——RADEHRNS

* BRI _EDDMDEE : 3,000 L2 Eifizzg_gflfgsxa\

- BARTERFHDIEATOA RBAER(Z2FIDH )

2028 F X THORIERTTHCHISZEIEY

DMD, duchenne muscular dystrophy

1. 113 78, BYEFHE. 2013;45(Suppl.):S324.

2. RIS B (DX CTEE (Remudy (Registry of Muscular Dystrophy) @3d<UfNakamura H et al. Orphanet J Rare Dis. 2013;8:60)

3. ABAIEERZ BL(C UIZBHEARRE (Viltolarsen) OAFRSABEIZ I~ : #3800 — 68007573 ($KEE25~45 kgODAUE TH1H(C TH) 14

ZIZhH. BERIZEITS Givinostat DRT v AR TEBERL LW EBWLE T,

FIFEDLHELETEFLALDIC, REAHDIWVWEEEIANLG, EBICZORZY T 7 - O %
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NS, @LBRWREICAR->TEBYFITOT, ZZOEICKH L TCIHFEBICRT VYA HEERB-T
WEd,

BEMICHELET &, BATIEDMD 8FXAE3500 2T IINEL, 6 U EICERY £9&
3,000 U EDALNL - L e D, 6 mALT, AOHTAIBEICKYIY £ L TH, 1,000 ZLLED
BEIANPVDLS LD ZEICHRBDT, ZOFNVHNICHFINTLEA2IE, BoMY WS
ERBWET,

HO—2, FZv /27 - ARIF|EEITHFTITIWE LT, FDA T 2024 F£T, EMA TIF
2025 FICARZ->THYET, TIHLHEART, ENLTELEARZENS D, bhvbhd
—HBEBI NS EIATLERSTHY X,

INBDFDPERBEWSZEHHY EFT DT, BELENLEA S, 2028 £ CHOELERFEATE %
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