conservative approach to the use of red cell transfusions is
preferable.

ERYTHROPOIETIN

EPO is particularly useful in anemias in which endogenous EPO
levels are inappropriately low, such as CKD or Al. Iron status must
be evaluated and iron replaced to obtain optimal effects from EPO.
In patients with CKD, the usual dose of EPO is 50-150 U/kg three
times a week intravenously. Hemoglobin levels of 10-12 g/dL are
usually reached within 4—6 weeks if iron levels are adequate; 90%
of these patients respond. Once a target hemoglobin level is
achieved, the EPO dose can be decreased. A decrease in
hemoglobin level occurring in the face of EPO therapy usually
signifies the development of an infection or iron depletion.
Aluminum toxicity and hyperparathyroidism can also compromise
the response to EPO. When an infection intervenes, it is best to
interrupt the EPO therapy and rely on transfusions to correct the
anemia until the infection is adequately treated. The dose of EPO
needed to correct chemotherapy-induced anemia in patients with
cancer is higher, up to 300 U/kg three times a week, and only ~60%
of patients respond. Because of evidence that there is an increased
risk of thromboembolic complications and tumor progression with
EPO administration, the risks and benefits of using EPO in such
patients must be weighed carefully, and the target hemoglobin
should be that necessary to avoid transfusions.

Longer-acting preparations of EPO can reduce the frequency of
injections. Darbepoetin alfa, a molecularly modified EPO with
additional carbohydrate, has a half-life in the circulation that is three
to four times longer than recombinant human EPO, permitting
weekly or every other week dosing.

Orally bioavailable EPO mimetics such as roxadustat (usual
dose 50 mg PO thrice weekly) that act to increase the biological
half-life of active hypoxia-inducible factor (HIF) are demonstrating
activity to increase hemoglobin levels in patients with chronic renal
disease and other settings.




