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Background

Darbepoetin alfa(DA) is a hyperglycosylated isoform of EPO with a prolonged half-life .  Previous studies have demonstrated that DA can be administered using extended interval of administration, but with an increase in dose. We aim to evaluate whether a haemoglobin concentration of 10.5-12.5 g/dl can be maintained with the same dose as at initiation, but administered at an extended interval in patients with pre-dialysis chronic kidney disease(CKD). 

Methods

Between January 2005 and 2007, data were collected and analysed on 35 CKD patients with renal anaemia which is defined as Hb<10.5 g/dl and MCV (79 – 99) in the absence of another cause of anaemia. Clinical characteristics of the population were as follows: age 61±18 years, male 19(57 %), diabetes 11(31%), creatinine 167±82umol/L, (mean± SD), estimated GFR 44±21 ml/min./17.3m2.   We audited our data against the NICE guidelines on renal anaemia management.  Patients were divided into two cohorts.  Cohort A consisted of 12 patients with Hb<10.5 g/dl and were started on a weekly dose of DA (0.45mcg/kg/wt).  Cohort B consisted of 23 patients with Hb between 10.5-11 g/dl and was started on a fortnightly dose (0.75mcg./kg/wt).  All patients had a baseline ferritin >200ug/l and DA was self-administered subcutaneously.   Patients in cohort A had their haemoglobin and ferritin monitored every 4 – 6 weeks and those in cohort B every 6 – 8 weeks in the correction phase. There were no significant difference in age, gender and prevalence of diabetes between cohort A and B.

Results

In cohort A, after 8 weeks, 10 patients (83%) achieved an Hb > 12.5g/dl and changed to a fornightly administration using the same dose. The remaining 2 patients continued on a weekly frequency.  At 12 weeks from initiation 7 out of the 10 patients on fortnightly interval  maintained  Hb > 12.5, with 2 patients going on a monthly frequency with Hb >14 g/dl.  At 16 weeks, 8 patients continued on a monthly frequency, 2 on fortnightly and 2 patients in that cohort started dialysis. Remaining 10 patients continue to maintain Hb 10.5- 12.5 g/dl on follow up after 16 weeks from initiation.

In Cohort B, after 12 weeks, 12 patients (52 %) achieved Hb >12.5g/dl. and 11 changed to a monthly interval using the same dose with their Hb >12.7g/dl.  1 patient continued on a fortnightly interval with an Hb 12.5g/dl.  The remaining 11 continued on a fortnightly frequency. At 18 weeks from initiation 13 patients were on a monthly administration and 9 on fortnightly.  1 patient started dialysis. All patients were achieving Hb 10.5 – 12.5 g/dl on follow up after 24 weeks from initiation. Iron therapy was administered intravenously to maintain a ferritin >200µg/l   approximately every three months.  

Conclusion
Reduced dose frequency of Darbepoetin alfa is effective in maintaining target haemoglobin in predialysis CKD patients, without an increase in dose from initiation. 

