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BACKGROUND METHODS FIGURE 1. Study design
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* All patients received givinostat at a flexible, weight-based dose and
systemic corticosteroids during this study

* The starting dose of givinostat in this study was the same as the dose the
patients received at the end of their previous givinostat study, regardless
of whether they were in the givinostat throughout or placebo in prior

years?4 based on findings from EPIDYS (NCT02851797), a
randomized, double-blind, placebo-controlled, phase 3 trial in
ambulant patients’

TABLE 1. Givinostat starting dose for patients from
previous DMD givinostat studies

O BJ ECTIVE Dose 210 2125 220 =13 230 240 250 260
Study groups (Tab[e 1) level Weight (kg) and<12.5 and<20 and<25 and<30 and<40 and<50 and<60 and<70 =270
R . . . . . . . A Dose (mg) bid 20 25 30 35 40 50 55 60 70
* To evaluate safety data from the ongoing, open-label, long-term For givinostat-naive patients (not included in prior study group), - . Oralsuspension (mL)bid | 2.0 | 25 | 30 | 35 | 40 | 50 | 55 | 60 | 7.0
safety, tolerability, and efficacy study of givinostat in boys who weight-based givinostat was initiated at an intermediate dose twice daily ; ([;osle (mg) bid —_ 113.33 116.77 220.00 223.33 226.77 333.33 336.77 44o.oo 446.77
completed or were screened but not randomized in previous (Table 1) D;"‘S::‘:;‘;:;"” (mb) b B o BT e e e
DMD givinostat studies and agreed to enter this study e Safety data were evaluated for patients who received at least one C oratsuspension O bid 1T — — — X x x 5

givinostat administration

For patients in the not included in prior study group, treatment was started on dose level B.

Givinostat hydrochloride monohydrate oral suspension (10 mg/ml) equates to 8.86 mg/ml of givinostat (USPI).

The weight bands are reduced in givinostat USPI compared with those used in clinical trials for ease of dosing administration.
BID, twice daily; DMD, Duchenne muscular dystrophy; USPI, US Prescribing Information.

RESULTS

* Platelet counts and triglyceride concentration remained stable in the
givinostat throughout group for the duration of the study (Figures 2 and 3)

* The mean (SD) ages of patients upon entry to the study were ¢ Discontinuation of the study treatment due to a TEAE and
11.6(2.1), 11.4 (2.0), and 10.5 (2.2) years in the givinostat subsequent study withdrawal occurred in 2 patients in the
throughout, placebo in prior study, and not included in prior placebo in prior study group (atrial fibrillation and increased blood
study groups, respectively (Table 2) triglycerides) and 1 patient in the givinostat throughout group

* Most patients were ambulant at screening, and the most (nausea)
common DMD mutation type was deletion (Table 2) * Among the most frequently reported TEAEs (=10% of the overall

* The mean time since diagnhosis was about 7 years in all population), incidences of vomiting and headache were most
groups, and all were receiving daily or intermittent similar among the 3 groups (Table 3)

* A decrease in mean platelet counts at about 2 weeks of treatment was
observed in the placebo in prior study and not included in prior study
groups; after 2 weeks of treatment, values were maintained for both groups
(Figure 2)

FIGURE 2. Mean observed values for platelet counts
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were no life-threatening or fatal TEAEs

— Dose reduction due to triglyceride concentration increase

occurred in 2 and 1 patient in the givinostat throughout and
placebo in prior study groups, respectively

* The proportion of serious TEAEs was similar among all
groups (Table 3)

*All patients were also receiving systemic corticosteroids for the full duration of the follow-up period.
tNo patients have reached this timepoint.
CTCAE, Common Terminology Criteria for Adverse Events.
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I3 CONCLUSIONS

* These results are consistent with the results of previous, shorter-duration
studies

* The findings suggest that the safety profile of givinostat is also manageable
In the long term, with most TEAEs being mild to moderate in severity

* Decreased platelets and increased triglycerides (first 2 to 4 weeks of
treatment) followed by stabilization in the placebo in prior study and not
iIncluded in prior study groups are consistent with givinostat treatment
initiation?; levels remained stable for the givinostat throughout group

* No new safety signhals were observed in patients continuing givinostat
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