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November 15, 2007


I. ISSUE – FDA has issued an alert to update healthcare professionals on revisions to the product labeling for erythropoiesis-stimulating agents (ESAs).1  This addendum summarizes those revisions.
II. BACKGROUND – In January 2007, VA PBM issued a National PBM Bulletin based on the Nov. 2006 FDA safety alert prompted by results of two trials (CHOIR and CREATE) in chronic kidney disease (CKD).2,3,4,5   Between December 2006 and February 2007, FDA was made aware of several studies in cancer patients that showed higher mortality or shorter time to tumor progression in patients receiving ESA compared to placebo.  Some of the trials used doses of ESA to achieve higher than recommended hemoglobin (Hgb) levels of ≥12 g/dl, and others included anemic patients not on chemotherapy or radiotherapy.  In March 2007, FDA approved interim revised ESA product labeling pending recommendations from two FDA advisory committees.  The safety and efficacy of ESAs in cancer patients were discussed at a May 2007 meeting of the Oncologic Drugs Advisory Committee.  Similar discussions of ESAs in patients with CKD were discussed at a September 2007 joint meeting of the Cardiovascular and Renal Drugs Advisory Committee and the Drug Safety and Risk Management Advisory Committee.  Recommendations from both advisory committee meetings are incorporated into the revised labeling. 
III. LABELING CHANGES – The revised labeling includes strengthened Boxed Warning and Warnings, as well as changes to the Indications and Usage, Clinical Experience, and Dosage and Administration sections.  The revisions are:
For Cancer

· ESAs shortened overall survival and/or time-to-tumor progression in patients with advanced breast, head and neck, lymphoid and non-small cell lung cancer when the Hgb target was ≥12 g/dl.  Due to the lack of clinical data, these risks have not been excluded with Hgb targets < 12 g/dl.  

· Use of ESAs have not been demonstrated in controlled trials to improve symptoms of anemia, quality of life, fatigue, or well-being.  

· Use ESAs only for treatment of anemia due to concomitant myelosuppressive chemotherapy.

· Dosing:

· Use the lowest dose needed to avoid red blood cell transfusions (RBC) while not exceeding Hgb of 12 g/dl.

· Reduce dose by 25% when Hgb reaches a level needed to avoid transfusion

· Withhold dosing when Hgb exceeds 12 g/dl.

· Restart at 25% below previous dose when Hgb approaches level where transfusions may be required.

· Discontinue ESA following completion of chemotherapy course.  

For Chronic Renal Failure
· Targeting  higher Hgb levels (13.5 vs 11.3.and 14.0 vs 10 g/dl) in two randomized clinical trials resulted in increased risk for death and serious cardiovascular events.
· Dosing and adjustments (based on  the package insert and FDA recommendations):

· Individualize dose to achieve and maintain Hgb within 10 – 12 g/dl.

· If Hgb does not increase or reach target range despite appropriate titration over 12 weeks:

· Do not administer higher doses and use the lowest dose that will maintain a Hgb sufficient to avoid recurrent RBC transfusions.

· Evaluate and treat for other causes of anemia.
· Continue to monitor Hgb and if responsiveness improves, dose adjustments should be made as described in the package insert; Discontinue ESA if responsiveness does not improve and the patient needs recurrent RBC transfusions.

For HIV Treated with Zidovudine

· Use of ESAs in anemic HIV patients receiving zidovudine has not been demonstrated in controlled trials to improve symptoms of anemia, quality of life, fatigue, or well-being.

Peri-Surgery
· Epoetin alfa increased the rate of deep venous thrombosis (DVT) in patients not receiving prophylactic anticoagulation.  Consider DVT prophylaxis when ESAs are used for reduction of RBC transfusions peri-surgically.

IV. VA MEDSAFE RECOMMENDATIONS – PBM and VAMedSAFE concur with FDA recommendations regarding indications for ESA use and recommended Hgb targets and encourage providers to review the FDA-approved dosing and adjustment recommendations in the package insert.  Detailed discussions should be conducted between health providers and their patients regarding the primary goals of therapy, the risks involved, and the importance of compliance with follow-up appointments for evaluation of Hgb and blood pressure.  VAMedSAFE is developing a medication use evaluation (MUE) on ESAs, and results will be disseminated to sites upon completion.
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