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Transfusion dependency and iron overload have been identified as negative 

prognostic factors for survival and progression to acute myeloid leukemia in patients 

with MDS.1,2 Data suggest that iron chelation therapy may improve outcomes in 

lower-risk MDS sub-groups and many treatment guidelines for chelation therapy in 

MDS recommend initiation of chelation therapy when serum ferritin levels exceed 

1000 ng/mL.3–6 

 

Previous studies, including EPIC which recruited the largest cohort of MDS patients 

evaluated for any chelation therapy to date, have demonstrated that deferasirox 

maintains or reduces iron levels in patients with MDS.7–10  

 

A total of 341 MDS patients were included in the study; 165 were chelation naïve 

and 176 had been previously chelated with deferoxamine (DFO; n=137, 77.8%), 

deferiprone (n=14, 8.0%), DFO + deferiprone combination (n=24, 13.6%) or 

deferasirox (n=1, 0.6%). Baseline serum ferritin and iron intake were comparable 

between chelation naïve and previously chelated groups. 

 

Deferasirox was initiated in both groups at a dose of 10–30 mg/kg/day depending on 

transfusion requirement. Following dose adjustments based on 3-month serum 

ferritin trends the mean actual deferasirox dose over the 1-year treatment period was 

18.7 mg/kg/day in the chelation naïve group and 19.7 mg/kg/day in the previously 

chelated group.  
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There was an overall median serum ferritin decrease from 2730 ng/mL at baseline to 

1904 ng/mL after 12 months. Median serum ferritin decreased from 2716 to 1754 

ng/mL in chelation-naïve patients (P=0.004) and from 2764 to 2011 ng/mL (P=0.19) 

in previously chelated individuals (Figure 1). The median change between groups 

was not statistically significant.  

 
Figure 1. Median serum ferritin at baseline and after 12 months’ treatment, by  

chelation history 

 

 

 

 

 

 

 

 

 

 

 

 

 

In both groups, patients who had a relatively low mean iron intake and baseline iron 

burden were able to achieve median reduction in serum ferritin with an average 

actual dose of <20 mg/kg/day.  Patients receiving a mean actual dose of  

≥20–<30 mg/kg/day had higher baseline serum ferritin and iron intake and therefore 

required these higher doses to achieve a similar decrease in serum ferritin. Patients 

who had the highest baseline serum ferritin and iron intake achieved a substantial 

serum ferritin reduction with an average actual dose of ≥30 mg/kg/day (Figures 2a 

and 2b) 
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Figure 2. Change in serum ferritin by mean actual dose categories in  
(a) chelation-naïve and (b) previously chelated patients. 
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In total, 166 patients discontinued in similar proportions (47.3% vs 50.0%) in both 

groups. No deaths were considered related treatment, and the primary reasons for 

discontinuation were adverse events (the majority of which were gastrointestinal) 

and consent withdrawal. There were 19 drug-related serious AEs reported in 14 

patients and there was no substantial difference in AE profile between groups. There 

was no progressive increase in mean serum creatinine. 

 

Despite evidence associating lower serum ferritin levels with improved survival in 

patients with MDS, baseline serum ferritin in this cohort was >2500 ng/mL in both 

chelation naïve and previously-chelated patient groups indicating sub-optimal 

management of iron overload and a risk of associated sequelae. Approximately 50% 

had received no prior chelation therapy. Deferasirox therapy with adequate dose 

adjustment was effective in reducing serum ferritin over one year irrespective of prior 

chelation history. The safety profile was well defined, manageable and comparable 

with previously reported deferasirox data in MDS patients. These data indicate the 

need to monitor iron overload and that early initiation of appropriate deferasirox 

therapy could improve clinical outcomes for MDS patients. 
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