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RATIONALE FOR INCLUSION IN PA PROGRAM 
 
Background 

Aranesp (darbepoetin alfa) is an erythropoiesis stimulating agent (ESA) that binds to progenitor 

stem cells and stimulates the production and differentiation of red blood cells (RBC). The treatment 

of anemia associated with chronic kidney disease is supported by the Normal Hematocrit Study 

and early clinical studies that show the use of darbepoetin alfa reduced the need for RBC 

transfusions. The treatment of anemia secondary to chemotherapy is supported by clinical studies 

that demonstrated safety and efficacy in reducing the number of patients receiving RBC 

transfusions (1-2). 

 

Regulatory Status 

FDA-approved indications: Aranesp is an erythropoiesis-stimulating agent (ESA) indicated for the 

treatment of anemia due to: (1) 

• Chronic Kidney Disease (CKD) in patients on dialysis and patients not on dialysis 

• The effects of concomitant myelosuppressive chemotherapy, and upon initiation, there is a 

minimum of two additional months of planned chemotherapy. 

 

Limitations of Use: (1) 

Aranesp has not been shown to improve quality of life, fatigue, or patient well-being. 

Aranesp is not indicated for use: 

• In patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless 

also receiving concomitant myelosuppressive chemotherapy 

• In patients with cancer receiving myelosuppressive chemotherapy when the anticipated 

outcome is cure 

• In patients with cancer receiving myelosuppressive chemotherapy in whom the anemia can 

be managed by transfusion 

• As a substitute for RBC transfusions in patients who require immediate correction of anemia  

 

The FDA has recommended conservative dosing guidelines for darbepoetin alfa when used to 

treat anemia in patients with chronic kidney disease (CKD) due to the increased risk of 

cardiovascular events. Clinical trials have shown that when darbepoetin alfa is dosed to achieve a 

normal or near normal blood hemoglobin (Hgb) level, there is an increased risk for cardiovascular 

events, such as heart attack or stroke. Physicians and their patients with CKD should weigh the 
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possible benefits of using darbepoetin alfa to decrease the need for red blood cell transfusions 

against the increased risks for serious adverse cardiovascular events. Treatment should be 

individualized to assure the lowest dose of darbepoetin alfa is used to reduce the need for 

transfusion. These recommendations for dosing darbepoetin alfa in CKD patients are based on 

clinical trials including TREAT (Trial to Reduce Cardiovascular Events with Aranesp Therapy) (1-3).  

 

Transferrin saturation should be at least 20% and serum ferritin at least 100 ng/mL prior to 

treatment with erythropoietin stimulating agents, to ensure adequate iron stores. Supplemental iron 

therapy should be administered to reach these levels before initiating darbepoetin alfa. However, 

there are upper limits for both transferrin saturation and serum ferritin. Supplemental iron is no 

longer a safe option if either the transferrin saturation exceeds 50% or the serum ferritin exceeds 

500 ng/ml. Erythropoietin stimulating agents are indicated in these clinical situations (1-3). 

  

Myelodysplastic syndromes (MDS) encompass a series of hematological conditions characterized 

by chronic cytopenias, including anemia, accompanied by abnormal cellular maturation. As a 

result, patients with MDS are at risk for symptomatic anemia.  At least 80 percent of patients are 

anemic at the time of diagnosis, while about 50 percent have a hemoglobin level less than 10 g/dL. 

The use of darbepoetin alfa for the treatment of symptomatic anemia in patients with MDS is an 

unlabeled use that is supported by the American Society of Hematology (ASH), the American 

Society of Clinical Oncology (ASCO), and the National Comprehensive Cancer Network (NCCN) 

(5-8).  

 

Anemia associated with Hepatitis C therapy is a frequent cause of dose reduction or 

discontinuation of therapy.  Clinical recommendation is to reduce the dosage if anemia developed. 

This reduction increases the likelihood of treatment failure.  Addition of an ESA agent allows the 

optimal probability of treatment success (9).  

 

A boxed warning suggests that ESAs increase the risk of death, myocardial infarction, stroke, and 

venous thromboembolism, thrombosis of vascular access and tumor progression or recurrence (1). 

 
Summary 

Aranesp (darbepoetin alfa) is an erythropoiesis stimulating agent (ESA) that binds to progenitor 

stem cells and stimulates the production and differentiation of red blood cells (RBC) (1). The 

treatment of anemia associated with chronic kidney disease is supported by the Normal Hematocrit 
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Study and early clinical studies that show the use of darbepoetin alfa reduced the need for RBC 

transfusions (2).  

 

The FDA has recommended conservative dosing guidelines for darbepoetin alfa when used to 

treat anemia in patients with chronic kidney disease (CKD) due to the increased risk of 

cardiovascular events. Clinical trials have shown that when darbepoetin alfa is dosed to achieve a 

normal or near normal blood hemoglobin (Hgb) level, there is an increased risk for cardiovascular 

events, such as heart attack or stroke (1-9). 

 

Prior authorization is required to ensure the safe, clinically appropriate, and cost-effective use of 

Aranesp while maintaining optimal therapeutic outcomes. 
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