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On April 13, 2022, FDA released the final guidance for industry (GFI) #256, “Compounding Animal Drugs 
from Bulk Substances,” replacing a 2019 draft version of GFI #256 that was widely criticized by pharmacy
and veterinary stakeholders. Those stakeholders were concerned that it was an enormous overreach by 
the agency to regulate animal drug compounding in that it would preempt state pharmacy and 
veterinarian laws and state licensing board rules and that would unnecessarily limit access to and raise 
the price of animal health care.

The final version of GFI #256 makes it clear that the FDA considers all animal drug compounding from 
bulk substances as illegal under the FDCA because they do not meet NDA, cGMP, and labeling 
requirements. FDA states that the GFI is meant, therefore, to identify the circumstances under which 
FDA and CVM will exercise “enforcement discretion” for compounding animal drug substances. As 
stated on its first page, GFI #256 and other agency guidance for industry “do not have the force and 
effect of law and are not meant to bind the public in any way, unless specifically incorporated into a 
contract.”

The following summary represents our early, quick analysis of the GFI:
 GFI #256 only applies to animal drugs compounded from bulk substances and does not apply to 

animal drugs compounded from FDA-approved products or animal drugs compounded for use in
investigations of new animal drugs, which are considered to be legal extra-label uses of those 
drugs.

 The GFI states that agency discretion and enforcement activities will be based on the policies in 
the GFI and focus on compounded drugs that 1) present safety concerns, 2) are for food-
producing animals, 3) are essentially copies of FDA approved drugs, or 4) are compounded for 
office stock (without a patient-specific prescription).

 GFI #256 establishes requirements for compounding from bulk substances for non-food 
producing animals that include documentation by the pharmacy and veterinarian of the “clinical 
difference” the compounded drug has from an FDA approved product and the “medical 
rationale” for prescribing the compounded drug. 

 The GFI also limits compounding animal drugs from bulk substances for veterinary office stock to
substances on a positive list at FDA based on substances nominated into the docket for approval
or rejection by FDA under a yet unknown and unstated process. Compounding for food-
producing animals is limited to a list established by FDA for sedatives and anesthetics for free-
ranging wildlife species.

 Although some of the input APC and other stakeholders provided to FDA on the 2019 draft GFI 
#256 was marginally addressed in this final version, the retention of the positive list for office-
stock compounding is troubling in that we believe it is not supported in federal law, will 
unnecessarily preempt state pharmacy and veterinary laws, and will limit access to drugs 
needed by vets to treat animals in office, clinic, kennel, stable, zoo, and other remote settings. 

https://a4pc.org/files/2022-GFI-256.pdf
https://a4pc.org/files/2022-GFI-256.pdf


The key differences between the 2019 draft GFI #256 and the 2022 final GFI #256 
are as follows:

 Final GFI #256 references compliance with state and federal laws as the standard for 
compounding from bulk, instead of referencing USP <795> and <797> as the draft GFI did.

 Final GFI #256 references reporting of adverse events to both the pharmacy and to FDA instead 
of just to FDA as the draft GFI did.

 Final GFI #256 simplifies the definition of “copy” and further clarifies what constitutes a “clinical 
difference” with an FDA approved product and provides examples of how to document the 
“medical rationale” for compounding from a bulk drug that is essentially a copy of an FDA drug 
and why an FDA approved drug could not be used off label.

 Final GFI #256 streamlines and slightly reduces the information necessary to be submitted to 
FDA to nominate bulk substances for the office stock positive list. 

The final GFI #256 has now been submitted by FDA to OMB for a maximum 60-day review and clearance 
of some of its provisions under the Paperwork Reduction Act of 1995 that the agency has identified as 
creating a record-keeping burden on pharmacies and veterinarians. 

FDA has indicated that it will focus on education and stakeholder engagement this fiscal year before 
shifting towards a focus on inspections and enforcement of the GFI in FY2023.
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