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Background 
• Deferasirox (Exjade) was reviewed by the Regence P and T committee in April of 2006. 
• At that review, the formulary status of deferasirox (Exjade) was maintained as non-

preferred/non-formulary. 
- All clinical trials were uncertain or not useful due to their open-label design, 

inappropriate dose selection and uncertainty regarding a non-invasive technique of 
estimating liver iron content (a primary endpoint in most trials). 

- There was concern regarding the safety of deferasirox (Exjade). 
 Up to 30% of patient reported renal dysfunction as measured by changes in serum 

creatinine. 
 A 2- to 5-fold increase in the percentage of patients with elevated liver function 

tests. 
• It was noted that deferasirox (Exjade), as an orally administered medication, had an 

advantage over deferoxamine (Desferal) in terms of ease and cost of administration and 
patient acceptance. 

• Given the uncertain efficacy data and concerns regarding safety, the P&T committee voted to 
maintain non-preferred/non-formulary status and periodically re-review the medication. 

 
New Efficacy Data 
• A literature search was conducted on Pub-med which revealed 3 newly published, 

randomized clinical trials.[2-4] 

- All trials were publications of studies reviewed in the FDA medical review and 
considered in the original Regence monograph. 

• A pharmacoeconomic model was published comparing deferasirox (Exjade) with 
deferoxamine in transfusion dependent thalassemia patients. [5] 
- The review concluded that deferasirox was cost-effective compared to deferoxamine in 

the US market. 
- The model was judged as non useful as it was based on clinical studies judged as 

uncertain or not useful. 
 
New Safety Data 
• The deferasirox (Exjade) prescribing information was updated on April 20, 2007 with 

additional safety warnings.[1,6] 
- Cases of acute renal failure, some with a fatal outcome, have been reported following the 

postmarketing use of deferasirox (Exjade). 
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- There have been postmarketing reports (both spontaneous and from clinical trials) of 
cytopenias, including agranulocytosis, neutropenia, and thrombocytopenia, some 
resulting in fatalities. 

- Hepatic dysfunction associated with deferasirox (Exjade) administration have been 
described in post-marketing reports 

 
Conclusion 
Deferasirox (Exjade) is non-preferred/non-formulary because its safety profile continues to 
evolve. 
 
 References 

1. Exjade® [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Co.; April 2007 
2. Vichinsky E, Onyekwere O, Porter J, Swerdlow P, Eckman J, Lane P, et. al. Deferasirox in Sickle Cell 

Investigators.   A randomised comparison of deferasirox versus deferoxamine for the treatment of 
transfusional iron overload in sickle cell disease. Br J Haematol. 2007 Feb;136(3):501-8.  

3. Galanello R, Piga A, Forni GL, Bertrand Y, Foschini ML, Bordone E, Phase II clinical evaluation of 
deferasirox, a once-daily oral chelating agent, in pediatric patients with beta-thalassemia major. 
Haematologica. 2006 Oct;91(10):1343-51.  

4. Piga A, Galanello R, Forni GL, Cappellini MD, Origa R, Zappu A,   Randomized phase II trial of 
deferasirox (Exjade, ICL670), a once-daily, orally-administered iron chelator, in comparison to 
deferoxamine in thalassemia patients with transfusional iron overload. Haematologica. 2006 Jul;91(7):873-
80. 

5. Delea TE, Sofrygin O, Thomas SK, Baladi JF, Phatak PD, Coates TD. Cost Effectiveness of Once-Daily 
Oral Chelation Therapy with Deferasirox versus Infusional Deferoxamine in Transfusion-Dependent 
Thalassaemia Patients : US Healthcare System Perspective. Pharmacoeconomics. 2007;25(4):329-42. 

6. Kontoghiorghes GJ.  Deferasirox: uncertain future following renal failure fatalities, agranulocytosis and 
other toxicities. Expert Opin Drug Saf. 2007 May;6(3):235-9. 

 
 
 


