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Global burden of disease: Years lived with anemia

Kassebaum NJ, Blood 2014 Jan 30;123(5):615-624.
GBD group; Lancet Dec 13, 2012
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Iron overload and mortality in rare anemia

Iron chelation:

 Incorporated in all 

guidelines.

 No alternatives

 Treatment-related 

toxicity 

 Very expensive:

 10k € pp

 NL 2019: 7.1 million €

Borgna Pignatti et al. Haematologica 2004



Doel en design van de studie

To show that PPIs compared to placebo are an effective treatment of secondary 

hemochromatosis in a relative large number of patients with hereditary anemia and 

mild iron overload.

Intervention 

Esomeprazole 2dd40mg vs placebo 

Duration per arm: 12 months.

Main Outcome and Measure 

Change of liver iron content (MRI).

Other outcomes: safety, QoL, cost-effect.



Design Phase III randomized placebo-controlled cross-over trial.

Setting Enrollment from March 2018 through April 2019 in five centers 

of expertise in the Netherlands.

Participants 30 adult patients with mild-to-moderate iron overload were 

enrolled (non-transfusion-dependent thalassemia (N=13), pyruvate 

kinase deficiency (N=8), congenital sideroblastic anemia (N=3), 

congenital dyserythropoietic anemia (N=3), sickle cell disease (N=2), and 

hereditary elliptocytosis (N=1)). 

Results

Van Vuren et al. Am J Hematol 2022



Figure 1.

• 4 treatment periods were excluded 

based on transfusion requirements 

(>4 units in 1 treatment period).

• 6 patients dropped out of the trial 

at patient request.



Baseline characteristics.



Table 3.

 AEs occuring in >10% of patients, or 

graded grade 3 or higher. 

 None of the patients discontinued trial 

participation due to AEs.

 14 SAE occured, all hospitalization 

(unrelated to IMP).

Results: safety



Table 2.

Results: efficacy

 In 20 of the 47 completed treatment periods (43%) pill counts and/or 

gastrin values indicated therapy nonadherence. 

 Patients with a low hepcidin/ferritin ratio treatment with esomeprazole 

resulted in a significant reduction in LIC of 1.30 mg Fe/g dw (95% CI [0.54 

to 2.06]; p = 0.003) larger than placebo.



Impact 

Raming uitgiftes en kosten 2018-2022

 PI and co-PI presented work on several high impact meetings published 

in high impact hematology journal, discussed in guideline committees.

 Not mentioned in guidelines so far.

 Not easy to find due erroneous search strategy: keywords vs text words.

 Additional analyses and papers could work



Succesfull study; first positive RCT in CDA, HS, HE and second in PKD ever!

Recruitment was lower than expected: additional site needed to be activated

Budget Impact assessment (not discussed) small impact because the study 

compared placebo versus PPI and not exjade versus PPI.

Global implementation not yet, because www.pubmed.gov default search 

does not incorporate keywords.

Lessons learned

http://www.pubmed.gov/
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