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Phase 3, multicentre, double blind, placebo controlled (2:1) study in 192 patients to demonstrate that
Givinostat oral suspension preserves muscle mass and slows down disease progression. The study design is
summarized in figure below. The study is ongoingin USA, Canada and European countries.

* * What does participant entail?:
e * must be ambulant DMD boys from 6
Screening 128 subjects. years of age, on stable corticosteroid
2 c"ﬁ:':m s R * * for at least 6 months prior to start
+MRI * \o é / the treatmentand able to perform
64 subjects the 4 stairs climb in no more than 8
4x2weeks seconds and time to stand up in no
more than 10 seconds,
MRI: basoline aftor 12 months and « sign Informed Consent
after 18 montha

attend the clinical visits, in total of 15 visits (every 3 months):

* Blood draw more frequently during the first 3 months: weekly during the first month, every 2 weeks on
second month and every 3 months from the third month ( in some visits a nurse will perform the blood draw
at participant’s home)

muscle tests every 3 months; pulmonary function test baseline, at 12 and 18 months
thigh muscle MRI: baseline, at 12 and 18 months
take Givinostat/Placebo Oral suspension twice daily in fed state
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Study 43 Design - The study was an open label 2-part, phase 2 clinical trial, which enrolled 20 DMD boys aged 7 to <11
years. Boys were on a stable dose of corticosteroids for 2 6 months. The study was extended to allow th
the treatment until 52 month. At baseline and after 12 months of treatment a muscular biopsy was done
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Dose Finding (LTI LN xtension 1 (12months) ) Extension 2 {12monts) Extension 3 (16 months)

BID (mg): BID (mg): 81D {mg): Dose
. 3 . 375 body Weight
20 19 19

1 child out of study

{due to Stopping criterla.
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Disease Milestones - as of November 2017, 18 boys had been treated with givinostat for 4.4 years allowing an

BID {mg): Dose
from 25 mg to 60’
mg based on
body weight

November 2017
Age 1.6~ 15.2 years old

assessment of givinostat effects on disease milestonesand on pulmonary function as well as of safety and tolerability
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in Figure 1.

Figure 1 - Relative change of MFAF, Total Fibrosis, Necrosis and Fatty replacement between end
of study and baseline muscle biopsy in all 18 evaluable boys (each colored column represents one
boy) and their mean (black column)

STUDY 43: DISEASE MILESTONES

CINRG Study: Age at Time To Rise >10 seconds.
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Einostat. Mol Med. 2013,19:7.87.
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Givinostat’s open-label phase 2 study met
(statistically significant histologic effects)
¢ Long term results vs natural history data suggest a delay of the disease

Givinostat was tolerated at the doses used
* Phase 2 results strongly support the execution of a larger phase 3 study to
further explore Givinostat’s efficacy in Duchenne

43 CONCLUSION

its primary endpoint
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