The safety and efficacy of multiple bolus doses of intravenous venofer in patients with chronic kidney disease and not yet on dialysis. 

Cropper,L,  Turner,J,  Bailey,G,  Pugh-Clarke,K, Tagboto,S

University Hospital of North Staffordshire

Introduction: Anaemia is a common feature of chronic kidney disease (CKD). It is managed with oral or intravenous (iv) iron and erythropoietin (EPO). The cost of EPO makes it important to use iron effectively. Questions have been raised about the ideal rate of administration and the safety of iv iron. Some centres administer it as an infusion, requiring more staff time and expense while others use bolus administration. There are also concerns that excessive administration, resulting in high Ferritin levels may be toxic.  

Methods: Patients with CKD (not on dialysis) and haemoglobin (Hb) levels less than 12g/dl (with minimal symptoms) were offered iv iron if their Ferritin and transferrin saturation levels were less than 200ng/ml and 20% respectively. Most patients were not on EPO. EPO was not initiated or changed during or in the month before the study. Patients were treated with 3 or 4 doses of iv iron (venofer) at weekly intervals. Prior to and approximately a week following the last dose, Hb, Ferritin, transferrin saturation and % hypochromic red cells were checked. Initial treatment was administered as a test dose of 20mg over 2minutes followed by observation for 15minutes. 180mg was then given over 9 minutes if there were no important adverse events. The remaining treatments were given as 200mg over 10 minutes. 

Results: 22 patients were treated with 3 doses (3 of these were on EPO). Compared to the start of treatment, mean Hb levels increased by 0.74g/dl (n=22, P=0.016), Transferrin saturation by 7.1% (n=13, P=0.0072), Ferritin by 153ng/ml (n=21, P=2x10-6). Percentage hypochromic red cells decreased by 7.9% (n=17, P=0.245) (Statistics carried out using the Mann-Whitney U test). Following treatment, Ferritin levels were in the range 109-365ng/ml, but remained less than 200ng/ml in a third of patients. Mean Hb levels increased from 10.2 to 10.8g/dl (n=19, P=0.029) in patients not on EPO. All patients completed the treatment course. There were no anaphylactic reactions and adverse events were rare (diarrhoea, tiredness, local skin reactions and a non symptomatic decrease in BP recorded). Following treatment with 4 doses of iron, there was likewise an increase in Hb levels. Ferritin levels were nearly always below 500ng/ml post treatment and did not exceed 800ng/ml in any patients in this trial. Ferritin levels remained below 200ng/ml in about a fifth of all patients.

Conclusion: Following the administration of 3 or 4 bolus doses of iv iron to patients with anaemia and CKD with Ferritin levels less than 200, there is a significant improvement in haemoglobin levels within 4-5 weeks. Ferritin levels do not become excessive and are more likely to attain target if 4 doses are administered. Adverse events are rare with excellent patient tolerability. The ability to administer treatment safely in a short time should permit more patients to benefit from this treatment which is cost effective.

