Legal Status of Anthrax Vaccine in the

Anthrax Vaccine Immunization Program
1.  The anthrax vaccine is approved for use by the Food and Drug Administration (FDA); it is not an investigational new drug (IND) under FDA rules, nor is it being used by DoD under terms that subject it to IND rules.
The agency authorized to make determinations on whether a drug is being used under terms that make it subject to IND regulations is the Food and Drug Administration.  The FDA has determined that the anthrax vaccine as used by DoD in the Anthrax Vaccine Immunization Program (AVIP) is not an investigational new drug, but is an approved drug being used in accordance with its approved label.  This is based on the judgment that the protective effect of the anthrax vaccine against the often-fatal disease is not dependent on the route of exposure (cutaneous or inhalation) and recognition that the vaccine is being used in accordance with its approved label.  

2.  DoD and FDA interpretations of the approved anthrax vaccine label encompass use for inhalation or cutaneous exposures.
The approved anthrax vaccine label is nonspecific as to the route of exposure.  The label states that Anthrax Vaccine Adsorbed is recommended for animal product workers, persons engaged in certain medical activities, persons handling potentially infected animals, and other high risk persons involved in activities that may bring them into contact with B. anthracis spores.  The label does not distinguish among these individuals becoming infected by spores entering the body through the skin, being breathed (such as in dust from animal hides or medical equipment), or being ingested.  DoD has long interpreted the label as encompassing inhalation exposure, including that which would occur in a biological warfare context, and the FDA agrees.  DoD medical experts have also been aware that because inhalation exposure is not specifically listed on the label, there was a lack of clarity.  During the Gulf War, where threat of exposure to anthrax by aerosol was high, DoD used the anthrax vaccine consistent with its interpretation of the label, and did not file an IND application for its use.  This use was with the full knowledge of the FDA.

Subsequent to the Gulf War, as part of the effort to refine medical countermeasures to chemical and biological weapons, DoD began a research initiative to determine whether the same level of protection against anthrax can be achieved with a shorter shot schedule – specifically, two shots with annual boosters, instead of the current requirement of six shots over 18 months -- and by administering the vaccine through intramuscular, rather than subcutaneous, shots (to reduce inflamation at the shot site).  This led to the 1996 IND application filed by Michigan Biological Products Institute (MBPI, the predecessor to BioPort as the vaccine manufacturer) to develop research data to support possible amendments to the label.  The IND application included a proposed study of the effectiveness of the vaccine against inhalation exposure (using an animal model) under the investigational, two intramuscular shot schedule.  The IND was designed to support possible amendments to the label to reduce the shot schedule, provide for intramuscular injections and specifically list inhalation exposure as a labeled indication.  This IND application in no way suggests that DoD believed the approved label did not already encompass inhalation exposure under the normal, six subcutaneous shot schedule.

In 1997, DoD moved ahead with AVIP plans.  At that time, the IND application had not progressed to the point of allowing a proposed amendment to the label.  Thus, AVIP incorporated all current label specifications, including the six shot regimen and  subcutaneous shots.  Recognizing that the label was still nonspecific as to route of exposure, on March 4, 1997, the Assistant Secretary of Defense (Health Affairs) wrote to the Lead Deputy Commissioner of the FDA (the Commissioner’s position was then vacant) restating that “DoD has long interpreted the scope of the license to include inhalation exposure, including that which would occur in a biological warfare context,” and asking “whether the FDA has any objection to our interpretation of the scope of the licensure for the anthrax vaccine.”  The Lead Deputy Commissioner (exercising the authorities of the Commissioner) responded March 13, 1997: “I believe your interpretation is not inconsistent with the current label.”  This determination eliminated any remaining doubt on the interpretation of the label.

3.  Arguments that Anthrax Vaccine Immunization Program should be considered an IND use have been specifically presented to the FDA and the FDA has reaffirmed that the AVIP is NOT subject to IND rules.

Opponents of the AVIP and some counsel for service members involved in disciplinary actions for failure to obey the lawful order to receive anthrax shots have argued that AVIP should be considered an IND use of the vaccine.  On November 3, 1999, four Members of Congress asked the FDA Commissioner to rule that the AVIP must be carried out under an IND protocol with informed consent of persons receiving the shots.  The FDA responded November 26, 1999 (signed by Associate Commissioner Melinda K. Plaisier):

There is presently no basis for concluding that the anthrax vaccine, a licensed product, when used in accordance with current labeling, should be used pursuant to an IND application or, as requested in your letter, that FDA “place the anthrax vaccine back under IND status.”

This determination is vested by law in the FDA Commissioner.  The FDA Commissioner has determined that the anthrax vaccine is safe and effective for the prevention of anthrax disease, an often-fatal disease, for persons at risk of exposure to anthrax spores, whether by cutaneous or inhalation exposure, when used in accordance with the FDA approved label.

4.  There is no basis to challenge the legality of an order to a military member to receive anthrax immunizations.
Medical treatment and immunizations determined reasonably necessary to accomplish a military mission or safeguard military members may be required of military personnel.  The decision of the Secretary of Defense to approve the unanimous recommendation of the Chairman and members of the Joint Chiefs of staff to vaccinate all military personnel authorizes military commanders to issue orders to receive shots.  Such an order is not in conflict with any law, including any requirement of the Food and Drug Administration.  It is a lawful order that a military member has a duty to obey.

� An assertion has been made that various letters from the most senior officials of the FDA to senior DoD officials and to Members of Congress should be disregarded because they did not purport to be official “advisory opinions” issued under a specific provision of the FDA regulations.  Although such a distinction might be relevant in an FDA-initiated legal enforcement action, it is nonsense to suggest that the FDA has not made its decision.  The cited letters clearly show FDA’s determination that the AVIP is not subject to IND regulations.  If the FDA changes its position and decides otherwise in the future, the Department of Defense has stated its policy to comply.








PAGE  
3

