Erythropoietin Stimulating Agents (ESAs)
FDA Announces Proposed Label Revisions 

From LegisLink Action Center

The Food and Drug Administration (FDA) announced today the following proposed changes to the approved labeling for the use of erythropoietin stimulating agents (ESAs).  The label will be final in 15 days, unless an administrative appeal is requested which could take "up to" 30 days before the label is complete.  The manufacturers of ESAs may recommend further adjustments for FDA consideration during that time, but changes from today's proposal, if any, are expected to be minor.  

The significant changes announced today are:

· ESAs are approved for use only after a patient's hemoglobin level falls under 10 grams per deciliter (g/dl);

· Label references to an upper limit of 12 g/dl have been eliminated; and 

· ESAs are not indicated if the intent of chemotherapy is to cure a patient. Despite the recommendations of the Oncologic Drug Advisory Committee (ODAC), ESA use in breast and head/neck cancers are not further restricted in the new label.

· Click here to read the FDA statement on the new label.

· Click here to read Amgen's statement on the new label.

FDA Responsibility and Action
The FDA has the responsibility of protecting the public by determining which drugs may be used that meet the clinical standard for "safety and efficacy" (S&E) in human consumption.  The FDA determines which drugs, and which indications for use of those drugs, comply with their statutory responsibility as the final arbiter of a drug's marketability. 

Since the March meeting of the FDA's Oncologic Drug Advisory Committee (ODAC), the FDA has been in negotiations with the manufacturers of ESAs concerning potential label changes, culminating in the proposed label changes above.  The Congress enhanced the FDA's authority to make label changes without the consent of the manufacturer last year.  The revised label for ESAs is the first FDA exercise of this new authority.

Current Action
Negotiating potential label changes with manufacturers:

· Letter to Manufacturers requesting response of safety concerns of the ODAC (see below) sent April 22, 2008

· Manufacturers responded to FDA on May 22, 2008

· FDA Label proposal published today June 25, 2008 

· New Label final on or about August 14, 2008

· Risk Management Plan Due to FDA August 20, 2008

Previous Action
November 7, 2007 Black Box Warning
· A list of cancers for which ESA dosing to try to achieve a hemoglobin of 12 g/dl or greater has resulted in more rapid cancer progression or shortened overall survival. These cancers are advanced breast, head and neck, lymphoid and non-small cell lung malignancies.

· A statement that the risks of shortened survival and cancer progression have not been excluded in patients with cancer who are receiving chemotherapy when ESAs are dosed to try to achieve hemoglobin levels of less than 12 g/dl. 

· A warning that ESAs should only be used to treat anemia that occurs in patients with cancer while they are undergoing chemotherapy.  There are other potential underlying causes of anemia that can occur in patients with cancer, but ESAs are not intended to treat those. 

· Advice to stop using ESAs when chemotherapy treatment ends 


March 2008 Additional Black Box Warnings
· ESAs shortened overall survival and/or time-to-tumor progression in clinical studies in patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers when dosed to target a hemoglobin of ≥ 12 g/dl.

· The risks of shortened survival and tumor progression have not been excluded when ESAs are dosed to target a hemoglobin of < 12 g/dL

· To minimize these risks, as well as the risk of serious cardio- and thrombovascular events, use the lowest dose needed to avoid red blood cell transfusions.

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

Oncology Drug Advisory Committee
The ODAC (Oncology Drug Advisory Committee) is a standing panel of the FDA, convened to offer advice and counsel to the Administrator of the FDA on questions of oncology drug usage.  The Committee has standing members appointed for 3-year terms and often supplements the Panel with temporary members appointed for a specific meeting or issue.  The ODAC has no formal authority to implement or enforce its recommendations.  

Representatives of US Oncology and other oncology organizations commented at the March 13, 2008 ODAC meeting.

Traditionally, the FDA follows the recommendations of its advisory panels, except when they do not.  The ODAC role in the ESA debate was to vote on questions selected by the FDA staff and make recommendations for future policy action.  The main recommendations on ESAs are:

Q1. Is there a favorable benefit for the use of ESAs for patients with anemia due to concomitant chemotherapy?
In favor:13
Against: 1

Q2. Should the FDA restrict the indication to use only in small cell lung cancer patients?
In favor: 6
Against: 8

Q3. Should the current indication be modified to include a statement that ESAs not be used in patients receiving potentially curative treatments? 
In favor:13
Against: 1

Q4. Should ESAs not be indicated for breast cancer nor head and neck cancer? 
In favor: 9
Against: 5

Q5. Should the FDA require the implementation of an informed consent/patient agreement for the treatment of chemotherapy-induced anemia? 
In favor: 8
Against: 5
Abstention: 1

Q6. Should the FDA mandate a restricted distribution program for oncology patients? 
In favor: 1
Against: 11
Abstention: 1

Centers for Medicare and Medicaid Services
The CMS (Centers for Medicare and Medicaid Services) has the responsibility of protecting the public by determining which drugs are deemed "reasonable and necessary" (R&N) for disease treatment. The CMS is prohibited from including costs in the R&N calculation.  When a treatment is deemed R&N, CMS may limit availability by issuing a "National Coverage Determination" (NCD), to regulate the scope of treatment options.  The CMS determination of R&N is frequently more restrictive than the FDA S&E calculation.

Current Action
Seven separate formal Reconsideration requests are currently pending with no action anticipated on these requests until after FDA issues a new label based on the ODAC recommendations:

USON, ASCO, ASH, COA, NPAF, Amgen, JJ/Ortho

CMS must consider and respond to the many pending challenges to the current ESA NCD.  However, CMS is under no time obligation to take any particular action and CMS has indicated that it intends to defer all actions related to ESAs until after the FDA has made any label changes as the result of the ODAC recommendations. 

Previous Action
· Current final NCD non-covered indications:

· Acute and Chronic Myelogenous Leukemias

· NCD states that ESA treatment for the anemia associated with the treatment of AML & CML are not covered

· Anemia in cancer not related to cancer treatment

· ESA treatment for prophylactic use to prevent chemotherapy-induced anemia 

· Anemia due to cancer treatment if patients have uncontrolled hypertension

· Anemia due to folate deficiency, B-12 deficiency, iron deficiency, hemolysis, bleeding, or bone marrow fibrosis in cancer patients or patients receiving cancer treatment 

· Anemia associated only with radiotherapy

· ESA treatment for patients with erythropoietin resistance due to neutralizing antibodiesESA treatment for prophylactic use to reduce tumor hypoxia

The current NCD includes several limitations for patients undergoing ESA treatment for the anemia secondary to myelosuppressive anticancer chemotherapy in solid tumors, multiple myeloma, lymphoma, and lymphocytic leukemia:
1.    The hemoglobin level immediately prior to initiation or maintenance of ESA treatment is <10 g/dL (or the hematocrit is <30 percent).
2.    The starting dose for ESA treatment is the recommended FDA label starting dose, no more than 150 U/kg/three times weekly for epoetin and 2.25 mcg/kg/weekly for darbepoetin alpha. Equivalent doses may be given over other approved time periods. 
3.    Maintenance of ESA therapy is the starting dose if the hemoglobin level remains below 10 g/dL (or hematocrit is <30 percent) four weeks after initiation of therapy and the rise in hemoglobin is >1g/dL (hematocrit >3 percent). 
4.    For patients whose hemoglobin rises <1 g/dl (hematocrit rise <3 percent) compared to pretreatment baseline over four weeks of treatment and whose hemoglobin level remains <10 g/dL after the four weeks of treatment (or the hematocrit is <30 percent), the recommended FDA label starting dose may be increased once by 25 percent. Continued use of the drug is not reasonable and necessary if the hemoglobin rises <1 g/dl (hematocrit rise <3 percent) compared to pretreatment baseline by eight weeks of treatment. 
5.    Continued administration of the drug is not reasonable and necessary if there is a rapid rise in hemoglobin >1 g/dl (hematocrit >3 percent) over two weeks of treatment unless the hemoglobin remains below or subsequently falls to <10 g/dL (or the hematocrit is <30 percent). Continuation and reinstitution of ESA therapy must include a dose reduction of 25 percent from the previously administered dose. 
6.    ESA treatment duration for each course of chemotherapy includes the eight weeks following the final dose of myelosuppressive chemotherapy in a chemotherapy regimen. 

The current final policy does not include restrictions for ESA treatment for MDS patients.

Means that ESA treatment for Medicare beneficiaries with MDS is covered

Local carriers may make LCDs
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