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Background on the safety concern

Duvyzat is approved by Israeli Ministry of Health for the treatment of Duchenne muscular dystrophy (DMD) in
patients 6 years of age and older and is currently marketed under Regulations #29 of the Pharmacist
Regulations — Medicinal Products.

Italfarmaco has globally received reports of deaths, including cases of sudden death, among

patients treated with givinostat in clinical trials, expanded access programs, and post-approval

settings. Based on a comprehensive evaluation of all available data, and in accordance with ICH and WHO
standards for the assessment of serious adverse events, ltalfarmaco has concluded that these deaths are
not related to givinostat or to one of the known side effects of givinostat.

The MHRA is currently conducting a full review of these cases, including seeking advice from
the Commission on Human Medicines (CHM). The MHRA will communicate its findings in due
course.

Italfarmaco would like to remind healthcare professionals of the current risk mitigation
measures and warnings already included in the Summary of Product Characteristics (SmPC):

- Blood counts should be monitored every 2 weeks for the first 2 months of treatment, at
month 3, and then every 3 months thereafter.

- Triglycerides level should be monitored at 1 month, 3 months, 6 months, and then every 6
months thereafter.

- Duvyzat can cause prolongation of QTc. Avoid use of Duvyzat in patients who are at an
increased risk for ventricular arrhythmias (including torsades de pointes), such as those
with congenital long QT syndrome, coronary artery disease, electrolyte disturbance,
concomitant use of other medicinal products known to cause QT prolongation. In patients
with underlying cardiac disease or in patients who are taking concomitant medications that
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cause QT prolongation, obtain ECGs prior to initiating treatment with Duvyzat, during
concomitant use and as clinically indicated.

All serious adverse events reported to Italfarmaco are promptly submitted to health authorities
in accordance with regulatory requirements, and the company continues to collaborate closely
with regulatory agencies globally.

Our commitment to patient safety is a top priority. Italfarmaco maintains active surveillance of
all available data to ensure a comprehensive and current understanding of the safety profile of
givinostat. Should new evidence emerge that may affect the established benefit—risk profile,
Italfarmaco will promptly assess the information and engage with regulatory authorities as
appropriate.
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