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Exjade is indicated for the treatment of chronic iron overload due to blood transfusions (transfusional
haemosiderosis) in adult and pediatric patients (aged 2 years and over).

Exjade is also indicated for the treatment of chronic iron overload in patients with non-transfusion-dependent
thalassemia syndromes aged 10 years and older.

Chelation therapy should only be initiated when there is evidence of iron overload (liver iron concentration [LIC]
>5 mg Fe/g dry weight [dw] or serum ferritin consistently >800 ug/l).

LIC is the preferred method of iron overload determination and should be used wherever available
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Exjade 125mg: Each dispersible tablet contains 125 mg deferasirox.
Exjade 250mg: Each dispersible tablet contains 250 mg deferasirox.
Exjade 500mg: Each dispersible tablet contains 500 mg deferasirox.

ExcipientExetpients with known effect:

Exjade 125mg: Each dispersible tablet contains about 136 mg lactose monohydrate-ane-68-17mg
St

Exjade 250mg: Each dispersible tablet contains about 272 mg lactose monohydrate and-9-34mg
sodiu,

Exjade 500mg: Each dispersible tablet contains about 544 mg lactose monohydrate-anre-9-67mg
St

Excipients
Lactose-content

hoebioiseoninin
This medicinal product contains lactose. Patients with rare hereditary problems of galactose

intolerance, the-Lapptotal lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

This medicinal product contains less than 1 mmol sodium (23 mq) per dispersible tablet, that is to say
essentially ‘sodium free’.

4.5 Interaction with other medicinal products and other forms of interaction

The safety of EXJADEdeferasirox in combination with other iron chelators has not been established.
Therefore, it must not be combined with other iron chelator therapies (see section 4.3).

Interaction with theophylline and other agents metabolised by CYP1A2

In a healthy volunteer study, the concomitant administration of EXJADE as a CYP1AZ2 inhibitor
(repeated dose of 30 mg/kg/day) and the CYP1AZ2 substrate theophylline (single dose of 120 mg)
resulted in an increase of theophylline AUC by 84% (90% CI: 73% to 95%). The single dose Cmax Was
not affected, but an increase of theophylline Cmax is expected to occur with chronic dosing. Therefore,
the concomitant use of deferasirox with theophylline is not recommended. If EXJADBEdeferasirox and
theophylline are used concomitantly, monitoring of theophylline concentration and theophylline dose
reduction should be considered. An interaction between ExXJADBEdeferasirox and other CYP1A2
substrates cannot be excluded. For substances that are predominantly metabolised by CYP1A2 and
that have a narrow therapeutic index (e.g. clozapine, tizanidine), the same recommendations apply as
for theophylline.

Other information

The concomitant administration of EXJABEdeferasirox and aluminium-containing antacid
preparations has not been formally studied. Although deferasirox has a lower affinity for aluminium
than for iron, it is not recommended to take EXJADEdeferasirox tablets with aluminium-containing
antacid preparations.

The concomitant administration of Exjadedeferasirox with substances that have known ulcerogenic
potential, such as NSAIDs (including acetylsalicylic acid at high dosage), corticosteroids or oral




bisphosphonates may increase the risk of gastrointestinal toxicity (see section 4.4). The concomitant
administration of Exjadedeferasirox with anticoagulants may also increase the risk of gastrointestinal
haemorrhage. Close clinical monitoring is required when deferasirox is combined with these
substances.

Concomitant administration of Exjadedeferasirox and busulfan resulted in an increase of busulfan
exposure (AUC), but the mechanism of the interaction remains unclear. If possible, evaluation of the
pharmacokinetics (AUC, clearance) of a busulfan test dose should be performed to allow dose
adjustment.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Clinical efficacy studies were conducted with EXJADE

5.2 Pharmacokinetic properties

Absorption

EXJADEDeferasirox (dispersible tablet formulation) is absorbed following oral administration with a
median time to maximum plasma concentration (tmax) of about 1.5 to 4 hours. The absolute
bioavailability (AUC) of EXJADEtabletsdeferasirox (dispersible tablet formulation) is about 70%
compared to an intravenous dose. Total exposure (AUC) was approximately doubled when taken
along with a high-fat breakfast (fat content >50% of calories) and by about 50% when taken along
with a standard breakfast. The bioavailability (AUC) of EXJADBEdeferasirox was moderately (approx.
13-25%) elevated when taken 30 minutes before meals with normal or high fat content.

Renal or hepatic impairment

In a clinical study using single doses of 20 mg/kg deferasirox dispersible tablets, the average exposure
was increased by 16% in subjects with mild hepatic impairment (Child-Pugh Class A) and by 76% in
subjects with moderate hepatic impairment (Child-Pugh Class B) compared to subjects with normal
hepatic function. The average Cmax Of deferasirox in subjects with mild or moderate hepatic
impairment was increased by 22%. Exposure was increased 2.8-fold in one subject with severe hepatic
impairment (Child-Pugh Class C) (see sections 4.2 and 4.4).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Crospovidone
Lactose monohydrate

Microcrystalline cellulose +Celulose-micrecrystatine
Povidone (K30)

Sodium faurilauryl sulfate
Colloidal silicone dioxide-/SHica-coHeidalanhydrous

Magnesium stearate

7. REGISTRATION HOLDER AND IMPORTER_AND ITS ADDRESS

Novartis Israel Ltd., P.O.B 7126, Tel Aviv

Revised in Sep2020Aug 2021 according to MOH guidlines.
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Crospovidone, lactose monohydrate -microcrystalline cellulose—/ceHulese microerystatiine, povidone
(K30), sodium lauryl sulphate, colloidal silicon dioxide-~sitica—ceteidalanhydrous, magnesium stearate.
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