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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  The clinician should utilize this guidance and interpret it in the clinical context of the individual patient.  Individual cases that are outside the recommendations should be adjudicated at the local facility according to the policy and procedures of its P&T Committee and Pharmacy Services.

Refer to the National PBM Drug Monograph Deferasirox (Exjade®) at http://vaww.pbm.va.gov/ or http://www.pbm.va.gov/for further recommendations on dosing, precautions, and monitoring.

	Diagnosis



	· Chronic iron overload due to red blood cell transfusion dependence (transfusion of approximately 100 ml/kg and serum ferritin consistently greater than 1000 mcg/L)  Use clinical judgment in patients with chronic iron overload due to causes other than red blood cell transfusion dependence

	Exclusion Criteria  (Any One of the following)

	· Creatinine clearance <40 mL/min or serum creatinine >2 times the age-appropriate upper limit of normal*
· Poor performance status documented by the use of ECOG performance status scale and high-risk Myelodysplastic Syndrome or advanced malignancies

· Platelet count <50 x 109/L

· Known hypersensitivity to deferasirox or any of its components

*Patients with baseline serum creatinine above the upper limit of normal should be evaluated for therapy on an individual basis due to the potential for acute renal failure; serum creatinine is not a good measure of renal function in elderly patients

	 Inclusion Criteria:  Patients actively managed and monitored by a VA Hematologist or Oncologist (And One of the following)

	· Patients currently receiving deferoxamine infusions who are non-compliant with therapy

· Patients who cannot tolerate deferoxamine infusions

· Patients with chronic iron overload who refuse deferoxamine infusions for chelation

	Monitoring

	Baseline
· Serum creatinine and/or creatinine clearance in duplicate

· Serum transaminases and bilirubin

Required:
· Serum creatinine and/or creatinine clearance- Monthly; in patients with underlying renal impairment or risk factors for renal impairment monitor weekly for the first month, then monthly;  If serum creatinine increases >33% from average baseline value on two consecutive measurements and is not attributed to other causes, decrease dose by 10 mg/kg/day
· Complete Blood Count with differential-at least monthly

· Serum Transaminases and Bilirubin- Baseline, then every 2 weeks for first month, then monthly (decrease dose for severe or persistent elevations of serum transaminases from baseline)

· Serum iron and ferritin monthly
Recommended:
· Urine creatinine/protein ratio- Monthly
· Baseline auditory and ophthalmic exam (slit lamp and dilated fundoscopy) and every 12 months
· Skin rash- Monthly for 3 months; if stable monitor every 2-3 months (for severe rash, interrupt therapy until rash is mild to moderate, then reintroduce deferasirox at a lower dose and escalate in combination with a short course of oral corticosteroids)
Precautions:
· GI Irritation (ulcer, bleeding) may occur; use with caution in patients using other ulcerogenic/hemmorhagic potential drugs (NSAIDS, corticosteroids, oral bisphosphonates, or anticoagulants)
· UGT inducers or cholestyramine- concomitant use with potent UGT inducers (rifampicin, phenytoin, phenobarbital, ritonavir) or cholestyramine requires a dose increase of deferasirox due to a decrease in deferasirox AUC.

	Dosing

	· Starting dose= 20 mg/kg/day calculated to the nearest whole tablet

· Tablets should be completely dispersed in water, orange juice, or apple juice until a fine suspension is formed; after swallowing the suspension, rinse any residue with a small volume of liquid and swallow

· Administer suspension once daily on an empty stomach at least 30 minutes before food

· Tablets should NOT be chewed or swallowed whole; administer as suspension

· Doses less than 1 gram should be suspended in 3.5 ounces (1/2 cup) and doses greater than 1 gram should be suspended in 7 ounces (approximately 1 cup) of liquid

Note:  Continue therapy if serum ferritin remains stable or decreases; stop therapy if serum ferritin continues to increase at the same rate as before chelation despite maximum tolerated doses or serum ferritin falls below 500 mcg/L.
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