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The United States Food and Drug Administration (FDA), plays a significant role in the 
Nation's counterterrorism capability by fostering development and access to medical 
countermeasures (MCM) against deliberate, accidental, and naturally occurring public health 
threats, including exposure to radiation. 

One the most significant challenges is to provide a regulatory mechanism to demonstrate 
evidence of effectiveness of MCM when human efficacy studies are not ethical or feasible. The 
FDA utilizes a novel regulatory pathway commonly known as the "Animal Efficacy Rule." The 
regulatory requirements include the need to demonstrate 1) that there is a reasonably well-
understood pathophysiological mechanism of action of the threat agent and how the product 
prevents or treats the injury; 2) that the effect is demonstrated in more than one animal species 
expected to react with a response predictive for humans, unless a single, sufficiently well-
characterized model exists; 3) that the endpoint is clearly related to the desired benefit in humans, 
generally the enhancement of survival or prevention of major morbidity; and 4) that the relevant 
clinical and nonclinical pharmacokinetic data will allow for selection of an effective dose in 
humans. The products must undergo traditional nonclinical and clinical safety testing as well. 

Also, the FDA works with other government agencies to ensure the availability of stockpiled 
radioprotective drugs in the event of a national crisis. Existing regulations allow emergency access 
to unapproved products, or approved products with an unapproved indication, through several 
mechanisms. Of these, an Emergency Use Authorization (EUA) (BioShield Act of 2004) permits 
the U.S. Government to authorize a product's wide use when there is a declared emergency or 
a significant potential to affect national security. 

Developing strategies to support the approval and accessibility of MCM against radiation is a 
daunting task. The Animal Efficacy Rule provides an alternative regulatory pathway for the 
approval for drugs and biologics to prevent and/or treat radiation injuries in humans. In the event of 
an emergency, an EUA allows for critical access to potentially life-saving products. 
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