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Dear Mr. Derfler, 

Thank you for your inquiry concerning the basis for the establishment of action levels 
and tolerances by FDA. In order to clarify our response, I would like to make a 
distinction between an action level advisory and an FDA tolerance. An action level 
advisory is generally made on request by and to FSIS where there has been no new 
animal drug submission made by a sponsor. As such an action level represents our best 
effort to establish the concentration of a substance, usually elemental or a natural toxin, 
below which we have no concans about the safety of the substance. However, these 
action levels are not codified and do not have the legal standing of a tolerance. 

Conversely, a tolerance is established through analysis of data submitted by a new animal 
drug sponsor and is codified. Currently, a tolerance represents the concentration of an 
indicator (the marker analyte) of the total residues in an edible tissue (the target tissue), 
below which we have a reasonable certainty that no harm will occur to a consumer 

from the medicated food animal. A tolerance may be established for any edible tissue, 
dependent on the data submitted and requests made by the sponsor of the new animal 
drug, but must be established for the edible tissue (typically that fiom which the new 
animal drug residues deplete the slowest) which can assure the safety of all edible tissues 
derived from that animal. 

In the history of the FDA,there have been several operational approaches imposed on 
residues of food animal drugs in order to meet the mandated human food safety risk 
standard of "a reasonable certainty of no harm." It should be emphasized that this is the 
same standard in place today, and has consistently driven the setting of tolerances for 
new animal drugs.All tolerances in the CFR are driven by safety considerations and 
have a toxicological basis. However, as will be described below, the approach used in 
establishing the tolerance has changed over the years. 

The first approach, which was used until the 1970s, was one of "zero tolerance" or "no 
residues" based upon detectable residues by a regulatory method, which is self- 






