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Epoetin ConcentrationEpoetin Concentration--Time Profile Following 2Time Profile Following 2--UnitUnit
Phlebotomy in Normal Male Volunteers showsPhlebotomy in Normal Male Volunteers shows

feedback betweenfeedback between EPO and HCTEPO and HCT
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• 50% of the RBC deficit is corrected within 2
weeks; the remainder over months

• EPO never falls below 30 over 2 week period

Bleed

EPO response

Besarab and Caro 1998



Epoetin Results in an IncreaseEpoetin Results in an Increase
in RBC and Hb Levelsin RBC and Hb Levels

Adapted from: Besarab A. In: Henrich WL, ed. Principles and Practice of Dialysis, 3rd ed.
Philadelphia, PA: Lippincott Williams & Wilkins; 2004:chap 32.

Model helps predict changes in RBC production
and Hb in response to Epoetin alfa therapy.
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Hb Response to Epoetin isHb Response to Epoetin is
Dependent on the Dose andDependent on the Dose and

PatientPatient

*Hb values calculated from reported Hct values.
Adapted from: Eschbach JW, et al. N Engl J Med. 1987;316:73-78.
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Results of a combined Phase I and II clinical trial
(N = 25 patients on HD)
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Mean (SD) Hb (g/dL)

Safety populations

Epoetin (QW to TIW) or darbepoetin
alfa (QW or Q2W) (n=126)

MIRCERA Q4W (n=59)

Weeks since treatment interruption
(time 0)

Heifets & Dougherty. WCN 2007
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Decline in Hb After Withholding TreatmentDecline in Hb After Withholding Treatment
Long MIRCERA halfLong MIRCERA half--life does not affect Hb declinelife does not affect Hb decline

following dose interruptionfollowing dose interruption –– pooled analysis of maintenance studiespooled analysis of maintenance studies
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