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2. Qualitative and quantitative composition

Each ml of oral solution contains 100 mg deferiprone (25 g deferiprone in 250 ml and
50 g deferiprone in 500 ml).

Excipient iith known effect
Each ml of oral solution contains 0.4 mg FD&C Yellow.

For the full list of excipients, see section 6.1.
[...]
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4.4  Special warnings and precautions for use

Neutropenia/Agranulocytosis
Deferiprone has been shown to cause neutropenia, including agranulocytosis (8esection

The patient’s neutrophil count
should be monitored every week

In clinical trials, weekly monitoring of the neutrophil count has been effective in identifying
cases of neutropenia and agranulocytosis. Agranulocytosis and neutropenia usually resolve
upon discontinuation of Ferriprox, but fatal cases of agranulocytosis have been reported. If
the patient develops an infection while on deferiprone, therapy should be immediately
interrupted, and an ANC obtained without delay. The neutrophil count should be then
monitored more frequently.

Patients should be aware to contact their physician if they experience any symptoms
indicative of infection (such as fever, sore throat and flu -like symptoms). Immediately
interrupt deferiprone if the patient experience infection.

[...]

For neutropenia events (ANC <1.5x10%/I and 0.5x10%/1):
[...]

[...]

HIV positive or other -compromised patients

No data are available on the use of deferiprone in HIV positive or in other
immunecompromised patients. Given that deferiprone can be associated with
neutropenia and agranulocytosis, therapy in ﬁcompromised patients should not
be initiated unless potential benefits outweigh potential risks.

[...]

neurological disorders

Neurological disorders have been observed in children treated with more than 2.5
times the maximum recommended dose for several years but have also been observed
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with standard doses of deferiprone. Prescribers are reminded that the use of doses
above 100 mg/kg/day are not recommended. Deferiprone use should be discontinued
if neurological disorders are observed (see sections 4.8 and 4.9).

[...]

4.7  Effects on ability to drive and use machines

[...]

4.8 Undesirable effects
[...]

Description of selected adverse reactions

The most serious adverse reaction reported in clinical trials with deferiprone is
agranulocytosis (neutrophils <0.5x10%1), with an incidence of 1.1% (0.6 cases per 100
patient-years of treatment) (see section 4.4). Data from pooled clinical studies in
patients with systemic iron overload show that 63% of the episodes of agranulocytosis
occurred within the first six months of treatment, 74% within the first year and 26%
after one year of therapy. The median time to onset of the first episode of
agranulocytosis was 190 days (ranged 22 days — 17.6 years) and median duration was
10 days in clinical trials. A fatal outcome was observed in 8.3% of the reported
episodes of agranulocytosis from clinical trials and post-marketing experience.

[...]

Neurological disorders (such as cerebellar symptoms, diplopia, lateral nystagmus,
psychomotor slowdown, hand movements and axial hypotonia) have been observed in
children who had been voluntarily prescribed more than 2.5 times the maximum
recommended dose of 100 mg/kg/day for several years. Episodes of hypotonia,
instability, inability to walk, and hypertonia with inability of limb movement, have
been reported in children in the post-marketing setting with standard doses of
deferiprone.The neurological disorders progressively regressed after deferiprone
discontinuation (see sections 4.4 and 4.9).
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5.1 Pharmacodynamic properties

[...]
6.3  Shelf life

6.6  Special precautions for disposal

—

7. MANUFACTURER

—
el

Apotex Inc

Canada
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