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Risk Minimization Plan for Deferasirox (Exjade®)

Deferasirox is indicated for the treatment of chronic iron overload due to frequent
blood transfusions (= 7 ml/kg/month of packed red blood cells) in patients with beta
thalassemia major aged 6 years and older. Deferasirox is also indicated for the treatment of
chronic iron overload due to blood transfusions when deferoxamine therapy Iis
contraindicated or inadequate in the following patient groups: patients with other anemias;
patients aged 2 to 5 years; patients with beta thalassemia major with iron overload due to
infrequent blood transfusions (< 7 mi/kg/month of packed red blood cells).

Identified risks due to the use of Deferasirox (Exjade®) are acute renal failure,
increased serum creatinine, renal tubulopathy, elevations of liver transaminases and
gastrointestinal haemorrhage.

Below details risk minimization plans to minimize these risks that should be followed
by healthcare professionals.

Risk minimization plan for increased serum creatinine

1. It is recommended that serum creatinine and/or creatinine clearance be assessed in
duplicate before initiating therapy and monitored monthly thereafter together with
tests for proteinuria.

2. Exjade® is contraindicated for patient with creatinine clearance <40 mL/min or serum
creatinine >2 times the age-appropriate upper limit of normal.

3. Exjade® treatment must be used with caution in patients with serum creatinine levels
above the age-appropriate upper limit of the normal range. Caution should especially
be used in patients with creatinine clearance between 40 and less than 60 mL/min or
serum creatinine levels above the age-appropriate upper limit of the normal range,
particularly in cases where there are additional risk factors that may impair renal
function such as concomitant medications, dehydration, or severe infections.

4. If there is a progressive increase in serum creatinine beyond the upper limit of
normal, Exjade® should be interrupted. Therapy with Exjade® may be reinitiated
depending on the individual clinical circumstances.

5. For adult patients, the daily dose of Exjade® may be reduced by 10 mg/kg if a non-
progressive rise in serum creatinine by >33% above the average of the pre-treatment
measurements is seen at two consecutive visits, and cannot be attributed to other
causes.

6. Patients with pre-existing renal conditions, or patients who are receiving medicinal
products that may depress renal function may be more at risk of complications and
weekly monitoring of serum creatinine and/or creatinine clearance is recommended in
the first month after initiation or modification of therapy, and monthly thereaftew
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7.

8.

Serum creatinine should be monitored monthly in all patients and if necessary daily
doses can be reduced by 10 mg/kg.

For paediatric patients, the dose may be reduced by 10 mg/kg if serum creatinine
levels rise above the age-appropriate upper limit of normal at two consecutive visits. If
there is a progressive increase in serum creatinine beyond the upper limit of normal,
Exjade® should be interrupted. Therapy with Exjade® may be reinitiated depending on
the individual clinical circumstances.

Care should be taken to maintain adequate hydration in patients who develop

diarrhoea or vomiting.

Risk minimization plan for increased liver transaminases

1.

It is recommended that serum transaminases, bilirubin and alkaline phosphatase be
monitored before the initiation of treatment, every 2 weeks during the first month and
monthly thereafter.

. If there is a persistent and progressive increase in serum transaminase levels that

cannot be attributed to other causes, Exjade® should be interrupted.

. Once the cause of the liver function test abnormalities has been clarified or after

return to normal levels, cautious reinitiation of Exjade® treatment at a lower dose
followed by gradual dose escalation may be considered.

Risk minimization plan for gastrointestinal haemorrhage and ulcer; oesophagitis

1. Itis recommended that platelet counts should be assessed before initiation of therapy
2.
3. Caution should be exercised in patients who are taking Exjade® in combination with

Exjade is contraindicated for patient with platelet count <50 x 10°/L

drugs that have known ulcerogenic potential, such as NSAIDs, corticosteroids, or oral
bisphosphonates.
Caution should be exercised in patients receiving anticoagulants.
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