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Drug Monograph

	Drug/Drug Class:
	Exjade (Deferasirox) Tablet for Oral Suspension / Iron Chelating Agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each tablet for oral suspension of Exjade 125 mg contains 125 mg of Deferasirox.  Each tablet for oral suspension of Exjade 250 mg contains 250 mg of Deferasirox.  Each tablet for oral suspension of Exjade 500 mg contains 500 mg of Deferasirox.
Novartis Pharmaceuticals Corporation, East Hanover NJ, 04936

	
	

	Summary of Findings:
	Deferasirox is an oral iron chelating agent that has demonstrated efficacy in the treatment of chronic iron overload due to blood transfusions.  Deferasirox is the first and only once-daily oral iron chelator and provides a new treatment option for chronic iron overload.  The current standard of care, deferoxamine, often requires a subcutaneous infusion lasting 8 to 12 hours per night for 5 to 7 nights for as long as the patient continues to receive blood transfusions or has excess iron within the body.  Deferasirox was granted priority review by the FDA and received Orphan Drug Designation.  The manufacturer plans to continue studies with deferasirox to determine its long-term safety and efficacy. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 Non-Preferred Agent

 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Iron overload is a potentially life-threatening and unavoidable consequence of frequent blood transfusions used to treat certain types of rare chronic blood disorders, including thalassemia and sickle cell disease, as well as other rare anemias and myelodysplastic syndromes.  Signs of iron overload may be detected after transfusion of about 20 units of blood.  If left undiagnosed or untreated, the excess iron in the body may lead to damage to the liver, heart, and endocrine glands.   

Dosage Form(s)1
Each tablet for oral suspension of Exjade 125 mg contains 125 mg of Deferasirox.  Each tablet for oral suspension of Exjade 250 mg contains 250 mg of Deferasirox.  Each tablet for oral suspension of Exjade 500 mg contains 500 mg of Deferasirox.

Tablets should not be chewed or swallowed whole.  Tablets should be completely dispersed by stirring in water, orange juice, or apple juice until a fine suspension is obtained.  Doses of < 1 g should be dispersed in 3.5 ounces of liquid and doses > 1 g in 7 ounces of liquid.  After swallowing the suspension, any residue should be resuspended in a small volume of liquid and swallowed.  
Manufacturer
Novartis Pharmaceuticals Corporation, East Hanover NJ, 04936
Indication(s)1
Exjade is indicated for the treatment of chronic iron overload due to blood transfusions (transfusional hemosiderosis) in patients 2 years of age and older.
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Deferasirox is an iron chelating agent that is selective for the ferric ion.  It is a tridentate ligand that binds iron with high affinity in a 2:1 ratio and is able to induce net iron excretion that is predominantly fecal.

	
	EXJADE

	Absolute bioavailability
	70%

	Protein Binding
	99%

	Volume of Distribution (steady state)
	14.37 L

	Metabolism
	Glucuronidation with subsequent biliary excretion.  Deconjugation of glucuronides in the intestine and subsequent reabsorption (enterohepatic recycling) is likely to occur.  CYP450-catalysed (oxidative) metabolism appears to be minor (approximately 8%)

	Excretion
	Feces (84%) and Urine (8%)

	Half-life
	8-16 hours


The approval of deferasirox was primarily based upon a multicenter active comparator control clinical trial comparing deferasirox and deferoxamine in patients with beta-thalassemia and transfusional hemosiderosis.  The primary efficacy endpoint in this study was a defined reduction in liver iron concentration (LIC) from baseline.  Study results showed that the percentage of patients achieving the primary endpoint was 52.9% for deferasirox and 66.4% for deferoxamine.  A second open-label, non-comparative trial involving patients with chronic anemias and transfusional hemosiderosis also demonstrated a reduction in the absolute LIC from baseline to the end of study in patients receiving deferasirox over a one year period. 

Clinical Studies

CHRONIC IRON OVERLOAD -  COMPARATIVE TRIAL
	Design
	Multicenter, open-label, randomized, active comparator control clinical trial  over 12 months (N=586).

	Inclusion Criteria
	Patients >= 2 years of age with beta-thalassemia and transfusional hemosiderosis.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized in a 1:1 ratio to receive either oral deferasirox at starting doses of 5, 10, 20, or 30 mg/kg once daily or subcutaneous deferoxamine at starting doses of 20 to 60 mg/kg for at least 5 days per week based on liver iron concentration (LIC) at baseline.

	Results
	The primary efficacy endpoint was defined as a reduction in LIC of >= 3 mg Fe/g dry weight for baseline values >= 10 mg Fe/g dry weight, reduction of baseline values between 7 and < 10 to < 7 mg Fe/g dry weight, or maintenance or reduction for baseline values < 7 mg Fe/g dry weight.  The percentage of patients achieving the primary endpoint was 52.9% for deferasirox and 66.4% for deferoxamine.  The mean change in LIC from baseline at 12 months was –2.4 mg Fe/g dry weight in patients treated with deferasirox and –2.9 mg Fe/g dry weight in patients treated with deferoxamine.  Reduction of LIC and serum ferritin were observed with deferasirox doses of 20 to 30 mg/kg, but doses below 20 mg/kg failed to provide consistent lowering of LIC and serum ferritin levels.

	Safety
	Not specified


CHRONIC IRON OVERLOAD – NON-COMPARATIVE TRIAL
	Design
	Open label, non-comparative clinical trial over 12 months (N=184)

	Inclusion Criteria
	Patients with beta-thalassemia or other congenital or acquired anemias (myelodysplastic syndrome, Diamond-Blackfan syndrome).

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients received 5, 10, 20, or 30 mg/kg per day of oral deferasirox based on baseline LIC.

	Results
	There was a reduction in the absolute LIC from baseline to end of study of -4.2 mg Fe/g dry weight

	Safety
	Not specified


Contraindications1
· Hypersensitivity to deferasirox or any other product component.
Warnings and Precautions1
· In the primary efficacy study, deferasirox-treated patients experienced dose-dependent increases in serum creatinine and these increases occurred at a greater frequency compared to deferoxamine-treated patients (38% vs 15%).   Intermittent proteinuria also occurred in 18.6% of deferasirox-treated patients compared to 7.2% of deferoxamine-treated patients.  Serum creatinine should be assessed before initiating therapy and should be monitored monthly thereafter.  Dose reduction, interruption, or discontinuation should be considered for elevations in serum creatinine.
· In the primary efficacy study, four patients discontinued therapy due to hepatic abnormalities (drug-induced hepatitis in 2 patients and increased serum transaminases in 2 patients).  Liver function tests should be monitored monthly during treatment and dose modifications considered for severe or persistent elevations.
· Auditory disturbances (high frequency hearing loss, decreased hearing), and ocular disturbances (lens opacities, cataracts, elevations in intraocular pressure, and retinal disorders) have been reported at a frequency of < 1%.  Auditory and ophthalmic testing (including slit lamp examinations and dilated funduscopy) are recommended before starting therapy and every 12 months.  If disturbances are noted, dose reduction or interruption of treatment should be considered.
Adverse Effects1
	
	DEFERASIROX
	DEFEROXAMINE

	Most Common, > 5%
	
	

	Pyrexia
	18.9%
	23.8%

	Headache
	15.9%
	20.3%

	Abdominal pain
	13.9%
	9.7%

	Cough
	13.9%
	19.0%

	Nasopharyngitis
	13.2%
	14.5%

	Diarhea
	11.8%
	7.2%

	Creatinine Increased
	11.1%
	0.0%

	Influenza
	10.8%
	10%

	Nausea
	10.5%
	4.8%

	Pharyngolaryngeal pain
	10.5%
	14.8%

	Vomiting
	10.1%
	9.7%

	Respiratory tract infection
	9.5%
	7.9%

	Bronchitis
	9.1%
	11.0%

	Rash
	8.4%
	3.1%

	Abdominal pain upper
	7.8%
	5.2%

	Pharyngitis
	7.8%
	10.3%

	Arthralgia
	7.4%
	4.8%

	Acute tonsillitis
	6.4%
	5.2%

	Fatigue
	6.1%
	4.8%

	Rhinitis
	6.1%
	7.6%

	Back Pain
	5.7%
	11.0%

	Ear infection
	5.4%
	2.4%

	Urticaria
	3.7%
	5.9%


Drug Interactions1
· Aluminum-containing antacids
· Other iron chelator therapies

Dosage and Administration1

INITIAL DOSE  20 mg/kg once daily on an empty stomach at least 30 minutes before food, preferably at the same time each day.

NOTE:  Doses (mg/kg) should be calculated to the nearest whole tablet.  Tablets should not be chewed or swallowed whole.  Tablets should be completely dispersed by stirring in water, orange juice, or apple juice until a fine suspension is obtained.  Doses of < 1 g should be dispersed in 3.5 ounces of liquid and doses > 1 g in 7 ounces of liquid.  After swallowing the suspension, any residue should be resuspended in a small volume of liquid and swallowed.  It is recommended that therapy be started when a patient has evidence of chronic iron overload.

Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST/DOSE

	
	
	
	

	Deferasirox Tablets for Oral Suspension
	Exjade
	125 mg QD
	$13.43

	
	
	250 mg QD
	$26.85

	
	
	500 mg QD
	$53.70

	Deferoxamine Injection
	Desferal
	500 mg QD
	$22.08

	
	
	2 g QD
	$85.84


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Deferasirox is an oral iron chelating agent that has demonstrated efficacy in the treatment of chronic iron overload due to blood transfusions.  Iron overload is a potentially life-threatening and unavoidable consequence of frequent blood transfusions used to treat certain types of rare chronic blood disorders, including thalassemia and sickle cell disease, as well as other rare anemias and myelodysplastic syndromes.  Signs of iron overload may be detected after transfusion of about 20 units of blood.  If left undiagnosed or untreated, the excess iron in the body may lead to damage to the liver, heart, and endocrine glands.  Deferasirox is the first and only once-daily oral iron chelator and provides a new treatment option for chronic iron overload.  The current standard of care, deferoxamine, often requires a subcutaneous infusion lasting 8 to 12 hours per night for 5 to 7 nights for as long as the patient continues to receive blood transfusions or has excess iron within the body.  Deferasirox was granted priority review by the FDA and received Orphan Drug Designation.  The manufacturer plans to continue studies with deferasirox to determine its long-term safety and efficacy.
Recommendation

The Division recommends Open Access status for this pharmaceutical.
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