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NATIONAL PBM BULLETIN
May 16, 2008


DEPARTMENT OF VETERANS AFFAIRS (VA), VETERANS HEALTH ADMINISTRATION (VHA),
PHARMACY BENEFITS MANAGEMENT (PBM) SERVICES, MEDICAL ADVISORY PANEL (MAP), AND CENTER FOR MEDICATION SAFETY (VA MedSAFE)

NATIONAL PBM RESPONSE:  APROTININ (TRASYLOL®)
Issue: On May 14, 2008, the FDA announced that Bayer Pharmaceutical Corporation has informed them of their decision to begin removing all remaining stock of aprotinin from U.S. hospitals and warehouses.1-2 Bayer’s decision was prompted by publication of the Blood Conservation Using Antifibrinolytics (BART) study in which the rate of death from any cause at 30 days was significantly higher in high-risk cardiac surgery patients receiving aprotinin versus those receiving either tranexamic acid or aminocaproic acid (RR 1.53, 95% CI 1.06-2.22).3
Background: In November 2007, the data safety monitoring board for the BART study recommended halting enrollment into the aprotinin treatment arm because preliminary results suggested that aprotinin increased the risk of death compared to the other two antifibrinolytic study treatments. At that time, the FDA requested Bayer to temporarily suspend marketing of their product pending a detailed review of the results from BART. In response, the VA Center for Medication Safety (VA MedSafe) along with the VA Medical Advisory Panel distributed a National PBM Bulletin outlining the safety concerns/issues related to aprotinin and made the following recommendations:4
1. Suspend the use of aprotinin in VHA pending a detailed review of the results from BART by the FDA.

2. Remove aprotinin from operating rooms and return to VA Pharmacy Departments for return to the manufacturer.

3. For surgical cases in which antifibrinolytic agents are indicated, alternative antifibrinolytic agents (e.g aminocaproic acid [Amicar®] or traxenamic acid [Cyklokapron®]) should be utilized. 

Although the FDA has not yet completed the full review of the data from BART, they are in support of Bayer’s decision to remove aprotinin from regular use in the U.S. Under a current limited use agreement, physicians have been able to gain access to aprotinin (according to a special treatment protocol) for high-risk cardiac surgery patients in cases where there are no acceptable alternatives. Physicians using aprotinin as part of this special treatment protocol must also verify that the benefits of the aprotinin clearly justify its risks in individual patients. The FDA has stated that once they complete their detailed review of BART, they intend to reassess the status and access to aprotinin under the current special treatment protocol.

VA MedSafe Recommendations:

1. The use of aprotinin in VHA continues to be suspended.

2. Remove any remaining aprotinin from VA operating rooms and return to VA Pharmacy Departments for return to the prime vendor.

3. For surgical cases in which antifibrinolytic agents are indicated, alternative antifibrinolytic agents (e.g aminocaproic acid [Amicar®] or traxenamic acid [Cyklokapron®]) should be utilized. 
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