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The practice of compounding animal drugs using bulk
drug substances! presents a challenging intersection of vet-
erinary need and federal regulatory compliance. Governed
by the Federal Food, Drug, and Cosmetic Act (“FDCA”), this
area of animal healthcare has long operated in a legal gray
zone,? with the FDA traditionally exercising discretion in

BETWEEN NECESSITY AND COMPLIANCE:

Understanding FDA’s GFI #256 for
Animal Drug Compounding

Jordan T. Vogel and Brad Howard are
attorneys with Brown & Fortunato, PC., based
in Amarillo and Dallas, Texas.

its enforcement. To bring clarity to this nuanced issue, the
FDA issued Guidance for Industry #256 (“GFI #256”), which
outlines the specific circumstances under which the agency
will decline to take enforcement action against compound-
ers of animal drugs using bulk drug substances.® This article
explores the practical implications of GFI #256
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for veterinarians and compounders, focusing on three criti-
cal requirements that must be met when compounding bulk
drug substances for non-food-producing animals under a
patient-specific prescription.* By examining these key con-
siderations, stakeholders can better navigate the complex
regulatory landscape and ensure their practices align with
FDA expectations.

Under the FDCA, an animal drug compounded using a
bulk drug substance is a new animal drug.® As such, the drug
is required to undergo an approval or indexing process and
is subject to other requirements of the FDCA, including
labeling and good manufacturing practice requirements.’
Unfortunately, compounded drugs are not able to meet these
requirements of the FDCA, and thus compounded animal
drugs using bulk drug substances are generally prohibited
under the FDCA.”

Nonethless, the FDA has exercised discretion enforcing
the FDCA against compounders of animal drugs using bulk
drug substances.® As a general rule, the FDA has refrained
from enforcing the FDCA where there is no other medically
appropriate treatment option for a patient.?

Recently, the FDA published GFI # 256 to formalize its
enforcement discretion and clarify its thinking on the mat-
ter.° Under GFI # 256, compounders of animal drugs using
bulk drug substances benefit from the FDA’s enforcement
discretion if they can demonstrate the existence of certain
required circumstances that depend on the type of animal
being treated and whether there is a patient-specific pre-
scription.!! For example, where a bulk drug substance is
compounded for a non-food-producing animal, and there is a
patient-specific prescription, compounders are responsible
for demonstrating eight elements, including the following:

01) Is the drug a copy of a marketed FDA-approved or
indexed drug?

02) If the drug is a copy, is there a clinical difference
between the drug and the FDA-approved or indexed
drug as determined by the treating veterinarian?

03) If the drug has the same active moiety as an FDA-
approved or indexed drug, is there a reason not to use
the FDA-approved or indexed drug??

Demonstrating the existence of these three elements is
easier said than done. As such, the FDA has provided the fol-
lowing guidance in GFI # 256.

01)

Is the Drug a Copy of a Marketed
Drug?

Before compounding a bulk drug substance for an animal
drug for a non-food-producing animal pursuant to a patient-
specific prescription, compounders must determine if they
are compounding a copy of a marketed!® FDA-approved or
indexed animal drug.}* Making this determination requires
stakeholders to ask (i) if the drug has the same active ingredi-
ent or moiety!® as an FDA-approved or indexed drug and (ii)
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whether the drug can be given by the same route of admin-
istration!® as the FDA-approved or indexed drug.l” If the
answer to either question is “no,” the compounded animal
drug is not a copy and can be compounded under the FDCA,
as long as the other elements outlined in GFI # 256 are met.!8

02)

Is There a Clinical
Difference in the
Copy?

If the animal drug being compounded
is a copy, GFI # 256 requires that the
treating and prescribing veterinarian
determine and document that the copy
produces a “clinical difference” in the
treatment of the animal.?% According
to the FDA, “Clinical difference”
encompasses a wide range of issues,
including (i) formulation changes to
exclude ingredients that are harmful to
a patient, (ii) strength or concentration
changes to accommodate variations in
size, and (iii) changes in flavoring or
dose to achieve patient compliance or
to protect those administering drugs.?!
A clinical difference does not include

9 %
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variations in price (e.g., compounding
to offer a less expensive product).??

‘When compounding a copy of an FDA-
approved or indexed drug, compounders
must maintain a record of the veterinar-
ian’s medical rationale that describes
the clinical difference between the
FDA-approved or indexed drug and the
compounded copy.?® This can be accom-
plished by retaining a copy of a prescrip-
tion that includes the veterinarian’s
explanation of the medical rationale or
through a document maintained with
the prescription.?* If the prescribing
veterinarian is responsible for com-
pounding, the rationale should be noted
in the patient’s medical record.?®

According to GFI # 256, the FDA
generally does not intend to question
aprescriber’s determinations that are
documented in a prescription or nota-
tion.?® The FDA focuses on whether (i)
the compounder documents its deter-
mination and (ii) the documentation
contains a medical rationale describing
the clinical difference.?”

Ifthe answer to both questions is “yes,” the drug is a copy
and can be compounded only if (i) it produces a clinical dif-
ference compared to the FDA-approved or indexed drug as
determined by a veterinarian and (ii) the other elements out-
lined in GFI # 256 are met.1®

AGCEPTABLE BASIS TO
COMPOUND A COPY

The FDA has provided com-
pounders with several examples
of acceptable notations for
medical rationale that support
the compounding of a copy of
an FDA-approved or indexed
animal drug.?® According to
the FDA, the notation should
provide a brief statement of the
medical rationale that contains
the basic facts underlying the
determination. Acceptable ratio-
nales include the following:®°

® “PATIENT IS ALLERGIC
TO INGREDIENT [X] IN
APPROVED PRODUCT.”3?

- The FDA does not gener-
ally intend to question
a veterinarian’s deter-
mination that a specific
patient has an allergy
to X. The allergy to X
constitutes a medical
rationale describing
the clinical difference
between the compound
and approved product.?

- The FDA indicates that
identifying the specific
allergenic ingredient
(“X”) is an important part
of the medical rationale
because its presence
in the approved prod-
uct, and absence in the
compounded product,
produces the clinical dif-
ference in the patient.3?
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® “[INGREDIENT NAME] IN APPROVED PRODUCT IS TOXIC

TO THIS SPECIES.”33

- The FDA does not generally intend to question a veterinar-
ian’s determination that an ingredient is toxic to a particular
species and does not expect literature references or other
information in the rationale.34

- The FDA will dispute this determination only in limited cir-
cumstances, e.g., if there is significant evidence to the con-
trary such as the presence of the specific ingredient in the
same or greater concentration in FDA-approved products for
that species.3>

* “PATIENT WOULD REQUIRE TOO MANY TABLETS OF THE
APPROVED PRODUCT.”36

- The FDA does not generally intend to question a veterinar-
ian’s determination that a patient will need to be adminis-
tered an unreasonable number of tablets for the patient and,
therefore, requires a prescription that significantly reduces
the number of tablets administered.3”

e “PATIENT REQUIRES DOSE THAT WOULD REQUIRE A
FRACTION OF THE APPROVED TABLET, AND TABLET
IS NOT SCORED TO ACCOMPLISH THIS FRACTIONATED
DOSE.”38

- The FDA does not generally intend to question a veterinar-
ian’s determination that the patient will need to be adminis-
tered a dose requiring a fraction of the approved tablet for
the patient and the tablet is not scored to accomplish this
fractionated dose. In this case, the prescription should be for
a single, corresponding lower dose.??

¢ “PATIENT CANNOT SAFELY BE PILLED WITH THE
APPROVED CAPSULE.”40

- The FDA does not generally intend to question a veteri-
narian’s determination that a patient will not accept the
specified dosage form if the prescription is for a different
dosage form.4!

The FDA generally does not intend to enforce the
FDCA against persons compounding copies of FDA-
approved or indexed animal drugs using bulk drug
substances, as long as the prescribing veterinarian
documents a clinical basis to compound the copy, and
the other remaining elements outlined in GFI # 256 are
documented to exist.

UNACCEPTABLE BASIS TO COMPOUND A GOPY

The FDA provides several examples of unacceptable
notations for medical rationale that fail to support the
compounding of a copy of a marketed FDA-approved or
indexed drug.4?

* “THE COMPOUNDED DRUG IS LESS EXPENSIVE.”43

- Economic consideration is not a medical rationale and will
not be considered an acceptable reason for compounding a
copy of an approved drug.*4

* “PREFER [COMPOUNDED DRUG/COMPOUNDER].”45

- The preferences of the prescriber or owner are not a medical
rationale and will not be considered an acceptable reason
for compounding a copy of an approved drug.46

® “NEED HALF STRENGTH” (APPROVED PRODUCT IS
10 MG/ML SOLUTION, PRESCRIPTION IS WRITTEN FOR
10 ML DOSE OF 5 MG/ML SOLUTION)#’

- The statement “need half strength” on its own is a conclusion and
not a medical rationale describing the clinical difference. In this
case, a prescription for a 5 ml dose of the 10 mg/ml approved
product will deliver the same amount of active ingredient. The
statement does not explain how the compounded product will
produce a clinical difference in the individual patient. By contrast,
a statement such as “need half strength to reduce irritation upon
application” will explain the clinical difference and why a lower
quantity of the approved drug cannot be used.48
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The FDA intends to enforce the FDCA against com-
pounders of copies of FDA-approved or indexed animal
drugs where there is no documentation of a clinical
difference between the compounded drug and the FDA-

Is There a Reason Not to
Use an FDA-Approved or

Indexed Drug with the
Same Active Moiety?

In the case where a compounded animal drug contains the same
active ingredient moiety(ies) as an FDA-approved or indexed drug,
a compounder is required to determine and document a reason that
the FDA-approved or indexed drug cannot be used as the source of the
active ingredient of the compound.*? The FDA has provided several
acceptable reasons to compound a drug with the same active ingredi-
ent moiety(ies) as an FDA-approved or indexed drug.>®

* THE CHEMICAL PROPERTIES OF THE FDA-APPROVED OR INDEXED
DRUG(S) PREVENT ITS PRACTICAL AND EFFECTIVE USE IN THE
COMPOUNDING OF A SPECIFIC DRUG.!

- For example, it may not be possible to compound an ophthalmic solu-
tion from an approved topical cream, or it may not be possible to com-
pound a sterile injectable from a non-sterile dosage form>2

® AN INACTIVE INGREDIENT IN THE FDA-APPROVED OR INDEXED
DRUG(S) IS TOXIC TO THE TARGET SPECIES AND CANNOT BE READ-
ILY SEPARATED.%3

- For example, a compounded drug is ordered for a dog, but the only
drug product(s) containing that active moiety also contain the inactive
ingredient xylitol, which is toxic to dogs>*

* THE FDA-APPROVED OR INDEXED DRUG(S) THAT CONTAINS THAT
ACTIVE MOIETY IS NOT AVAILABLE FOR COMPOUNDING.5>

- For example, a compounding pharmacy receives a prescription, but
all drug products containing the active ingredient are only being sold
directly to veterinarians by the sponsor(s)/distributor(s), and, therefore,
the pharmacy is unable to purchase the products.>®

The FDA does not intend to enforce the FDCA against compound-
ers of animal drugs making compounds with the same active ingredi-
ent as an FDA-approved or indexed drug, so long as the compounder
documents a reason for not using the FDA-approved or indexed
drug, and the other remaining elements outlined in GFI # 256 are
shown to exist.

approved or indexed animal drug. Economic consider-
ations, preference, and conclusions are insufficient basis
to compound a copy using bulk drug substances.

Conclusion

Under the FDCA, the decision to
compound a bulk drug substance for an

animal drug requires documentation
that certain elements have been met.
In the case of anon-food-producing
animal with a patient-specific pre-
scription, compounders are required
to ask and answer several nuanced
questions before compounding, includ-
ing (i) whether the drug has the same
active moiety or ingredient as an FDA-
approved or indexed drug, (ii) whether
the drug can be given through the same
route of administration as the approved
or indexed drug, (iii) whether the com-
pound produces a clinical difference
compared to the approved or indexed
drug, and (iv) whether there is a docu-
mented reason not to use the approved
or indexed drug. Absent appropriate
documentation, compounders may
violate the FDCA and be subject to
enforcement for compounding ani-
mal drugs with bulk drug substances.
Persons compounding animal drugs
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using bulk drug substances for office stock, or for food-producing animals, need to

consult GFI # 256, as the FDA requires the demonstration of a number of elements

(not addressed in the article) for each of the compounding purposes.
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