Deferox

Deferasirox INN

COMPOSITION
Deferox 250 Tablet: Each dispersible tablet contains Deferasirox INN 250 mg.
Deferox 500 Tablet: Each dispersible tablet contains Deferasirox INN 500 mg.

CLINICAL PHARMACOLOGY

Deferasirox is an orally active chelator that is highly selective for iron (lll). It is a
tridentate ligand that binds iron with high affinity. Deferasirox promotes excretion of
iron, primarily in the faeces. Deferasirox has very low affinity for zinc and copper and
does not cause constant low serum levels of these metals.

PHARMACODYNAMICS

An iron balance metabolic study showed that deferasirox (10, 20 and 40 mg/kg per
day) was able to induce a mean net iron excretion (0.119, 0.329 and 0.445 mg Fe/kg
body weight per day, respectively). Iron excretion was predominantly fecal.

PHARMACOKINETICS

Absorption: Deferasirox is absorbed following oral administration with median times
to maximum plasma concentration of about 1.5-4 hours. The absolute bioavailability
(AUC) of deferasirox dispersible tablet is 70% compared to an intravenous dose. The
bioavailability (AUC) of deferasirox was variably increased when taken with a meal.
Distribution: Deferasirox is highly (99%) protein bound almost exclusively to serum
albumin. The volume of distribution at steady state of deferasirox is 14.37 + 2.69 L in
adults.

Metabolism: Glucuronidation is the main metabolic pathway for deferasirox.
Deferasirox is mainly glucuronidated by UGT1A1 and to a lesser extent UGT1A3.
Elimination: Deferasirox and metabolites are primarily (84% of the dose) excreted in
the feces. Renal excretion of deferasirox and metabolites is minimal (8% of the
administered dose). The mean elimination half-life (t1/2) ranged from 8-16 hours
following oral administration.

INDICATIONS
¢ Chronic iron overload due to blood transfusion

* Chronic iron overload in patients with non-transfusion-dependent thalassemia syndromes

DOSAGE & ADMINISTRATION

Recommended initial daily dose is 20-40 mg/kg body weight, taken on an empty
stomach at least 30 minutes before food. Do not chew or swallow the tablets whole.
Disperse the tablets by stirring in an appropriate amount of water, orange juice, or
apple juice.

PREGNANCY CATEGORY
B

NURSING MOTHERS

Itis not known whether deferasirox is excreted in human milk. Because many drugs are
excreted in human milk, exercise caution when using deferasirox in a nursing woman.

PEDIATRIC USE

In children aged between 2 and 5 years, exposure to deferasirox is lower than in adults.
This age group may therefore require higher maintenance doses than adults.

GERIATRIC USE

Use deferasirox with caution in elderly patients due to the greater frequency of
decreased hepatic, renal, or cardiac function.

CONTRAINDICATION

Use of deferasirox is contraindicated in patients with hypersensitivity to deferasirox or
to any other component of deferasirox.

WARNING & PRECAUTION

Cases of acute renal failure, some with a fatal outcome, have been reported in the post
marketing use of deferasirox. There have been post marketing reports of cytopenia in
patients treated with deferasirox. Monitor blood counts regularly. Serum bilirubin
should be monitored before the initiation of treatment. Serious hypersensitivity
reactions have been reported. If reactions are severe, discontinue deferasirox and
institute appropriate medical intervention. Conduct auditory testing and ophthalmic
testing before starting treatment with deferasirox and thereafter every 12 months.
Gastrointestinal irritation (ulcer, bleeding) may occur during deferasirox treatment.

ADVERSE EFFECTS

The most frequently occurring adverse reactions are diarrhea, vomiting, nausea,
abdominal pain, skin rashes, and increases in serum creatinine.

DRUG INTERACTIONS

Do not take deferasirox with aluminum-containing antacid preparations. Use caution
when deferasirox is administered with drugs metabolized by CYP3A4. Deferasirox
increases repaglinide exposure. Consider repaglinide dose reduction and carefully
monitor blood glucose levels when repaglinide is used concomitantly with deferasirox.

OVERDOSAGE

Single doses of 80 mg/kg in iron overloaded thalassaemic patients have been
tolerated, with only mild nausea and diarrhoea noted. Single doses up to 40 mg/kg in
normal subjects have been well tolerated. Acute signs of overdose may include
nausea, vomiting, headache, and diarrhoea. There is no specific antidote for
deferasirox but overdose should be managed with appropriate supportive measures.

STORAGE CONDITION

Store the blisters in the orginal carton below 30°, dry place and away from light. Keep
out of the reach of children.

PRESENTATION & PACKAGING
Deferox 250 Tablet: Each commercial box contains 30 tablets in Alu-Alu blister pack.
Deferox 500 Tablet: Each commercial box contains 24 tablets in Alu-Alu blister pack.

Manufactured by-

"[L.BEACON®

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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