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NATIONAL PBM BULLETIN
November 6, 2007

DEPARTMENT OF VETERANS AFFAIRS (VA) VETERANS HEALTH ADMINISTRATION (VHA)
NATIONAL PHARMACY BENEFITS MANAGEMENT STRATEGIC HEALTHCARE GROUP (PBM),

MEDICAL ADVISORY PANEL (MAP), AND

 CENTER FOR MEDICATION SAFETY (VA MedSAFE)

Issue: The US Food and Drug Administration (FDA) has requested that Bayer Pharmaceuticals temporarily suspend marketing of aprotinin (Trasylol®) pending a detailed review of the results from the Canadian Blood Conservation using Antifibrinolytics (BART) study. Bayer has agreed to suspend marketing of their product while that review takes place. http://www.fda.gov/bbs/topics/NEWS/2007/NEW01738.html
Background: On October 19, 2007, the FDA was informed by the Data Safety Monitoring Board (DSMB) of the Blood Conservation using Antifibrinolytics Study (a randomized trial in a cardiac surgery population (BART)) that a decision was made to halt enrollment into the aprotinin treatment arm. It was reported that the preliminary findings suggest that aprotinin increases the risk of death compared to the other two antifibrinolytic study treatments, epsilon-aminocaproic acid (EACA) and tranxemic acid (TA).1  

The BART study was designed to determine whether aprotinin was superior to EACA and TA in reducing the occurrence of massive bleeding associated with cardiac surgery. Investigators had planned to enroll 3,000 adult Canadian patients scheduled to undergo various types of high-risk cardiac surgery that placed them at high risk for bleeding.2
Although details of the interim analysis are limited, the FDA has been informed of the following:

· The 30-day mortality in the aprotinin group nearly had reached statistical significance at the interim analysis, when compared to EACA or TA;

· A trend toward increased mortality in the aprotinin group had been observed throughout the study;

· The use of aprotinin was associated with less serious bleeding than either comparator drugs; however, more deaths due to hemorrhage had been observed among aprotinin patients;

· The DSMB concluded that continued enrollment of patients into the aprotinin group was unlikely to significantly change the study findings.

In an early communication sent by the FDA on October 26, 2007, the agency stated that additional data collection and analyses were necessary to more completely evaluate the findings from the BART study.1 However, the findings from BART do support earlier concerns of an increased risk of death and other serious adverse events in patients receiving aprotinin versus other antifibrinolytic drugs (e.g. EACA and TA)3-6  
In 2006, labeling changes were made in response to similar safety concerns and include:3-4
· A more focused indication for use: Use only in patients who are at increased risk for blood loss and blood transfusion in association with cardiopulmonary bypass in the course of coronary artery bypass grafting (CABG) surgery; 

· New warning regarding risk for renal dysfunction; 

· Black boxed warning regarding anaphylactic reactions including a new contraindication for previous aprotinin exposure.

VA MedSafe Recommendations:

1. In response to the FDA’s decision to temporarily suspend marketing of aprotinin (pending a more detailed review of data from BART), use of aprotinin in VHA should be suspended at this time.*

2. Aprotinin should be removed from operating rooms and be returned to VA Pharmacy Departments for return to the manufacturer. (The PBM is working with Bayer to outline process for returns)

3. For surgical cases in which antifibrinolytic agents are indicated, alternative antifibrinolytic agents (e.g. aminocaproic acid [Amicar®] or tranexamic acid [Cyklokapron®]) should be utilized.7-9
*Bayer and the FDA are reportedly working to create a program which would allow limited access to aprotinin in the management of certain surgical patients with a clear medical need. However, until the FDA has more completely reviewed the data, identification of patients where the benefits of aprotinin outweigh the risks is not possible. As a result, patients meeting this definition have yet to be determined.

References:

1. http://www.fda.gov/cder/drug/early_comm/aprotinin.htm
2. http://www.ohri.ca/programs/clinical_epidemiology/thrombosis_group/studies/BART.asp
3. http://www.fda.gov/cder/drug/infoSheets/HCP/aprotininHCP.htm
4. http://www.fda.gov/cder/drug/infopage/aprotinin/default.htm
5. Mangano DE, Tudor IC, Dietzel C, et al. The Risk Associated with Aprotinin in Cardiac Surgery. N Engl J Med 2006;354:353-65.

6. Karkouti K, Beattie WS, Dattilo KM, et al. A Propensity Score Case-Control Comparison of Aprotinin and Tranexamic Acid in High-Transfusion-Risk Cardiac Surgery. Transfusion 2006;46:327-338.

7. Ferraris VA, Ferraris SP, Saha SP, et al. Perioperative Blood Transfusion and Blood Conservation in Cardiac Surgery: The Society of Thoracic Surgeons and The Society of Cardiovascular Anesthesiologists Clinical Practice Guideline. Ann Thorac Surg 2007;83:S27-S86.

8. Henry DA, Carlesss P, Moxey A, et al. Anti-fibrinolytic Use for Minimising Allogeneic Blood Transfusion. Cochrane Database Syst Rev 2007;Oct 17(4):CD001886

9. Mazer D, Fergusson D, Hebert P, et al. Incidence of Massive Bleeding in a Blinded Randomized Controlled Trial of Antifibrinolytic Drugs in High Risk Cardiac Surgery. Anesth Analg 2006;102:SCA-95.

