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As members of the New York State Bar Associatioad;®rug and Cosmetic Law Section, we
are pleased to offer these comments on the U.Sl &0t Drug Administration (FDA) Draft
Guidance No. 230 entitled “Guidance of Industry @oomding Animal Drugs from Bulk Drug
Substances” issued in May 2015 (hereinafter, “D&aftdance”). We applaud FDA's efforts to
improve the safety, efficacy and reliability of kwlompounded drugs in the animal health arena
and FDA's efforts here to provide a more nuancddance on issues related to bulk
compounding for animals in view of the Federal Fdadig and Cosmetic Act (“FD&C Act”)

and FDA's related statutory authority.

As an initial matter, we encourage FDA to consid#iating notice-and-comment rulemaking for
establishing guidelines for permissible bulk commted animal drugs rather than relying on a
more informal draft-to-final guidance procedurettihappears to have currently chosen. Use of
bulk drugs in compounding is an important issuariimal health requiring a more formal and
complete engagement of both the public and thesivstakeholders in animal health that would
help ensure any final rules or guidance meet ttasguf improved safety and reliability of bulk
compounded drugs while not limiting access to irtguatrtreatment options for those working in
animal health. As Congress realized when it detid# to include animal drug compounding in
the Drug Quality & Security Act, in particular tkencept of outsourcing pharmacfesnimal

1 FDA’s position that all animal drugs compoundeshirbulk drug substances are unapproved animal
drugs and therefore adulterated under the FD&Cwd recently called into question biyited States v.
Franck’s Lab, Inc.816 F. Supp. 2d 1209 (M.D. Fl. 2011) (holdingttimaFDA'’s first case to enjoin a
state-licensed pharmacist from engaging in thetteawl practice of bulk compounding animal drugs,
“Congress did not intend to give the FIpAr seauthority to enjoin the long-standing, widesprestdte-
regulated practices of pharmacists filling a vetarian’s prescription for a non food-producing aaiimy
compounding from bulk substances”). While thisecass initially appealed by FDA, it was later joynt
dismissed as moot. Among other things, this D&afidance seeks to articulate enforcement discrétion
state-licensed pharmacies or veterinarians compograhimal drugs from bulk drug substances for non-
food animals and develops a new framework for autsng facilities that compound animal drugs simila
to the one developed for the compounding of hunmraggdin the Drug Quality & Security Act (PI. 11-
2013).

2 SeeS.959, Pharmaceutical Quality, Security, and Actahitity Act (introduced May 15, 2013).

Opinions expressed are those of the Section/Coeeniteparing this memorandum and do not
represent those of the New York State Bar Assariainless and until they have been adopted by its
House of Delegates or Executive Committee.



health issues differ in many ways from human hdalibhes. There are a variety of different
stakeholders and consumers in animal health thdd grovide FDA with useful insights on the
many issues surrounding the compounding of bulgslfar use in animals, including
veterinarians, animal and human pharmacies andnatésts, food animal workers, caretakers in
Z0os, aquariums, ornamental animal, and wildlifages, companion animal owners, researchers
using laboratory animals, handlers of service aliraad law enforcement animals, and sport and
performance animal trainers, to name a few. Ta&ohgantage of the knowledge and
perspectives of these stakeholders would greatigfitehe final rules that FDA issued. In
addition, going through the formal rule making prse would also be a more appropriate format,
since Congress had not spoken yet on the issusngf@unding bulk substances for animal
health, which was also a contentious issue for lmudnag compounding. The Animal Health

Law Committee is here to help and to offer its gtasice to FDA on this issue in any public
setting FDA chooses.

Comments on Dr aft Guidance

To the extent FDA decides to issue final guidaresed on this Draft Guidance, we support the
American Veterinary Medical Association’s (AVMA) @unents (hereinafter, “AVMA'’s
Comments”) in general, which we have reviewed waade of our comments, submitted in
response to this same Draft Guidance and furthehasize aspects of and supplement the
AVMA's Comments as provided below. Section refeesrefer to the Draft Guidance unless
otherwise noted.

We would like to highlight the following key issuaad concerns with the Draft Guidance, many
of which are discussed more fully below or in théMA’s Comments:

1. There are a number of undefined terms that shaildarified to allow for compounding
entities to successfully comply with the Draft Gande. $eeClarification and
Definitions discussion below.)

2. Veterinarians do not always have the ability olirgefor various reasons to compound
drugs themselves in their practices but do hawegyalar need for certain bulk
compounded drugs. Veterinarians therefore neéeé table to not only administer such
drugs themselves directly to a patient but alseigesuch drugs to clients for
administration to patients at homeSe@Administrate and Dispense definition discussion
below;seeSections IIlLA.9, lIl.LB. 5 & 7, IIl.C.6.)

3. The collection of only severe adverse eveseeGections IIl.A.10., IIl.B.8., lIl.C.7.) is
not only ambiguous as to what adverse event wougdify as severe but, by limiting the
collection to only certain types of adverse evethis,usefulness of collecting adverse
event information at all could be reduce&eé€Severe Adverse Event definition
discussion below and AVMA’'s Comments.)

Further, we agree with the AVMA that the submissiéadverse events in animals
should be modernized and streamlined with a digithimission system instead of via
paper Form FDA1932a. This would not only easebtivelen on smaller practitioners in
submitting such forms, but, hopefully, allow accasd analysis of adverse event
information more expediently so as to identify aayential problems more quickly.
(SeeAVMA’s Comments.)



4. The complete ban on the use of any bulk compouddegk in food animals would be
too restrictive and should be reconsidered in vaépublic health and emergency
considerations. SeeSections IIl.A.3., lll.B.2. and Ill.C.3eeFood Animal discussion
below.)

5. The current limitation to compounding only for agle, individually identified patient is
not practical for the realities of veterinary pieet SeeSections IILLA.2, IIl.B.1.) We
believe the AVMA's definition for “patient” shoulbde adopted throughout the Draft
Guidance instead.SEeAVMA's Comments.)

6. There are a number of instances in the Draft Guielavhere specific statements are
required to be written on a prescription or lateltthas limited space. We propose
instead a shorter statement used in all such iostathat refers back to the appropriate
regulation or guidance — “In accord with FDA Guidan# 230,” for example.Sge
Sections llIlLA.3, 4, 6, 1l.B.2., ll.C.3, 9.) Fatatements regarding food animals, we
propose including “Prepared from bulk substancetfar food animals” on the label
instead of the current statementSe¢Sections 11I.A.3, 111.C.3.) If FDA allows some
bulk compounded drugs to be used in food animia¢sstatement should be altered
accordingly to, for instance, “Warning for Food Ardls: Prepared from bulk
substance.”

7. Finally, we believe FDA should consider broaderangeterinarian’s discretion beyond
the requirement that an approved animal or humag dr extra label use of such a drug
always be used instead of an option that is comgedifrom bulk drug.§eeSections
lll.LA.4., 6., lIl.B.3-4; see alsdChange and Clinical Difference and Veterinary Betion
discussions below.)

Clarifications and Definitions

As an initial matter, the following terms used tigbout the Draft Guidance should be more
clearly defined to reduce ambiguity and allow focsessful compliance by compounding
entities.

» 15days. Sections Ill.A.10, 11l.B.8, and IIIl.C.7. requitkat adverse events be reported
on Form FDA1932a within 15 days. We ask that FIekify this to be 15 business days
to reduce ambiguity and to account for non-worldags such as weekends and national
holidays.

* Administrate andDispense. These two terms both appear in Section Ill.Bvhich
implies thatadministrationis the giving of the compounded drug to a patignthe
veterinarian in the practice whitBspensingis when the veterinarian gives the
compounded drug to the clientadministerto the patient at home. Sections Ill.A.9. and
I1l.C.6., however, only exclude “the administratioha compounded drug by a
veterinarian to a patient under his or her carefifthe ban on selling or transferring the
compounded drug.

o First, itis unclear if “administration . . . tagpatient under his or her care,” can
include administration by the client to the patiastdirected by the veterinarian
or not. Therefore the meaning of administratiomvall as dispense should be



made clear for purposes of the Draft Guidance. vitield suggest the following
definitions:

Administration “For purposes of this guidance, the terms adstriaiion
or administer to a patient include both (1) whemeterinarian or an
agent of the veterinarian, such as a veterinahynie@n, administers the
drug to the patient (e.qg., by injection or intragasly) and (2) when the
veterinarian or their agent provides the drug ®dtvner to administer to
the patient while under the veterinarian’s or tlagjent’s direct
supervision (e.g., the veterinarian hands the owreedrug for the
patient to take before leaving the veterinariafffice).”

Dispense “Dispense to patients means the act of deligeain
prescription drug to an owner of the patient either
(1) By a veterinarian or an agent of a veterinariatiegidirectly or
indirectly, for administration by the owner to thatient, outside
the veterinarian’s or their agent’s direct supaovisor
(2) By an authorized dispenser or an agent of an aattbdispenser
under a lawful prescription of a veterinarian.”

0 Second, if “administration” in the Draft Guidanceed not include a veterinarian
dispensing the compounded drug to a client for adtmation at home, including
if FDA adopts our proposed definitions, we beli@®®A should consider altering
the Draft Guidance to allow for veterinarians tondmister and/or dispense bulk
compounded drugs to their patients in both Sectilb#s9 and I1I.C.6.

(See alsAVMA's Comments.) For instance, home care mag lbetter or even
the only option for a patient. Whether a veteiismais unable to compound for
some reason (e.g., inability to obtain an actiggédient, especially in a small
amount for a single patient or cannot meet USPirepents) or prefers not to
compound drugs him or herself, the veterinariarukhstill be able to have
access to bulk compounded drugs that he or shdispense for a patient under
his or her care to clients for home administratmthe patient. Also, many
veterinarians prefer bulk compounded drugs to beteethem directly, so that
they can have the client come in for more detailsttuctions on how to
administer the drug at home to the patient. Thbility of a veterinarian to
dispense drugs to a client for administration patient that was ordered from a
state-licensed pharmacy or an outsourcing facilityld make this impossible.

0 Third, Section 111.B.8., appears to only allow aarnarian to administer or
dispense a bulk compounded drug to a patient whegrspecific veterinarian did
the compounding. Many veterinarians, however, viorkultiple doctor
practice groups or hospitals where one veterinariggt do all or the majority
of the compounding for all of the veterinarianghia practice. Also, itis
possible that only one location for a multi-offigectice will meet the USP
Guidelines for compounding as required by SectibB.b. As discussed by in
the AVMA’s Comments, these types of situations $thdne recognized and both
administration and dispensing of these bulk comdedrdrugs allowed by the
Draft Guidance and as provided in our suggesteiditens.



Individually Identified Animal Patient. We agree with the AVMA that this definition
(seeSections I1l.A.2, 11l.B.1.) is too narrow for threalities of the practice of veterinary
medicine and support the adoption of the AVMA'sidigibn of “patient” provided in
their comments. SeeAVMA’s Comments.)

Food-Producing Animals. This term should be more exactly defined. Weldo
suggest, for example, adding the following to Settll.A.3.: “A food-producing

animal is any animal that produces food for hun@msamption, i.e. meat, offal, milk,
and eggs. For purposes of this Draft Guidancesadlle, swine, chicken, turkeys, sheep,
goats, and non-ornamental fish are always considerbe food-producing animals . . .."

Severe Adver se Event. Instead of the proposed requirement in the BBaftiance for
reporting only serious adverse events, we agrdetivt AVMA that all adverse events
should be reported. To the extent FDA decidestpka more limited requirement for
adverse event reportingdeSections IIl.A.10., lIl.B.8., Ill.C.7.), we encage FDA to
more clearly define the scope of adverse eventsithat be reported to allow for
compounding entities and veterinarians to succkbgsfomply with the Draft Guidance.

A Component of Any Marketed FDA-Approved Animal or Human Drug. It appears
from this term’s use in Section 1ll.A.4. of the @r&uidance that “a component of any
marketed FDA-Approved Animal or Human Drug” meaomething different than
“active ingredient.” We suggest replacing thisniexith active ingredient, a term that is
both already defined in the Draft Guidance at fowr? as well as easily understood and
applied in the context of this Draft Guidance.

Change andClinical Difference.

o Change. The Draft Guidance requires that “there is angesbetween the
compounded drug and the comparable FDA-approvedarr human drug.”
(SeeSections llIl.A.4., 11l.B.3.)

o Clinical Difference. The Draft Guidance further requires that tttiange
produce a “clinical difference” for the patientSections Ill.A.4.a. & b., 111.B.3.)

0 This language, appearing in Sections Ill.A.4. dh&I3., seems to require a
veterinarian know a clinical difference will be pduaed prior to prescribing or
treating an animal with a bulk compounded drugeadtof an FDA-approved
animal or human drug option. Because it mightbeopossible to know a
“clinical difference” will be produced, the vetesirian’s reasonable judgment
should govern. We therefore suggest the standanréscribing a bulk
compounded drug instead of an FDA-approved animalman drug should be
that the veterinarian “expects a clinical differeric(Also seahe Veterinarian
Discretion discussion below.) In addition, thisdaage does not account for
times when a FDA approved drug is unavailable fotous reasons, such as drug
shortages or discontinuation by the manufacturesuch instances where a
FDA approved drug is not available, bulk drug cooming should also be
allowed. SeeAVMA’'s Comments.)



e Cannot BeMade. lItis unclear how a state-licensed pharmacydeétermine it cannot
make a compounded drug from an FDA-approved dri&giction III.A.5. For instance,
would a state-licensed pharmacy be required tongttéo extract and purify, possibly
unsuccessfully or at least inconsistently, thevadtgredient from the filler components
of a dosage form, before it could compound, e.figuad formulation from bulk active
pharmaceutical ingredient(s)? As with the previcosmment, we would suggest that the
standard for a state-license pharmacy to selektdmtive pharmaceutical ingredient(s)
over those found in an FDA-approved animal or hudharg should be that the state-
licensed pharmacy “expects that the prescribed groduct cannot be made or would be
made more consistently or safely with bulk substathan by compounding an FDA-
approved animal or human drug.SgeVeterinarian Discretion discussion below.)

o Also, for further efficiency and safety, FDA showaldd that for any drug listed in
Appendix A, the state-licensed pharmacy does nat lamake or document
such a determination that it cannot be made frofl24-approved animal or
human drug.

» Documentation. There are multiple places the Draft Guidanceiireg that something
be documented — Sections 111.A.3-6. We recomméati EDA provide more detail what
kind of documentation would be sufficient (e.gr, 8ection IlIl.A.5., is individual
documentation for each prescription required orld@usingle document for all
prescriptions for a specific bulk compounded dragbceptable) and how long such
documentation needs to be maintained to avoid ipéete or overly-burdensome record
keeping over time.

Veterinarian Discretion

The Draft Guidance should permit veterinariansrasgribe bulk compounded drugs when the
bulk compounded drug would enhance patient compdiaamd/or efficacy of treatment rather
than the requirement appearing in Sections 11l.A.&nd 111.B.3-4 that an approved animal or
human drug or extra label use of such a drug allwayssed instead of an option that is
compounded from bulk drug.SéeSections IIlLA.5., 6., lll.B.3-4.) For instanceyeterinarian’s
knowledge of a particular patient might inform hamher that this patient is too difficult for the
owner to administer a tablet or capsule and thezeddiquid formulation, compoundable only
from bulk drug, would be required for successfu afficacious treatment. An example of such
a patient might be a fractious cat that refusessmallow a pill but will take a liquid formulation,
improving compliance. Or there are situations waahug that is currently available only in
bulk form, for instance due to a shortage or prodigcontinuation by the manufacturer, would
be a better treatment option for medical reasand) as improved efficacy or reduced side
effects, than a different FDA-approved animal omlan drug for the same indication. In such
limited instances, for the benefit of the animaiquat, a veterinarian should be able to prescribe
bulk compounded drugs.

Food Animals

We understand that there are additional concertisthe use of bulk compounded drugs in food
animals since any potential residues remaining foatk compounded drugs could enter the
human food supply. The complete ban against alkydmmpounded drugs, however, removes
treatment options, for instance, when there iseglrier a poison antidote or depopulation
medication. Here in particular, engaging in aaésion with the food animal stakeholders would



more fully probe the issues, where less restriatiions than a complete ban could be explored
and developed. In fact, with the additional conseelated to Food Animals, a separate guidance
might be more appropriate.

Pre-Production Compounding

In Section Ill.A.2., the limitations on pre-prodiset compounding from bulk drugs for animals
appears both unnecessary and may have negativie pahlth effects. First, this restriction
appears unnecessary, because state-licensed plerm@conly able to sell animal drugs
compounded from bulk drug in response to a spedifitividual prescription, and such
compounding entities would not want to have mor& bampounded drug then they would be
able to sell. Further, and more importantly, ie tdase of a sudden shortage or outbreak where a
bulk compounded drug would be an important treatroption, state-licensed pharmacies would
be prevented from ramping up their production t@ntlee sudden increased demand by this
requirement. This limitation on production woulettefore potentially increase the spread of a
disease and/or slow the rate of treatment, pothntiausing a negative public health effect.

Qutsour cing Facilities

In addition to the concerns discussed in AVMA'’s Goemts regarding outsourcing facilities, we
would add that, since there are not any animal duigourcing facilities currently registered,

FDA should consider how many, if any, entities gdplregister as outsourcing facilities for
animal drugs. If few to no entities are interestectkegistering as outsourcing facilities for anima
drugs, the use of state-licensed pharmacies to deeesnd for bulk compounded animal drugs
needs to be recognized by FDA and any final guidassued from this Draft Guidance should be
reconsidered and updated accordingly so as to @asi@quate access to bulk compounded drugs
for animal patients.

Appendix A

Limiting outsourcing facilities to only the drugsted in Appendix A for the species and
conditions has the potential to perpetuate a dnogiage and the nomination and updating
process requires further clarification. UnderEhaft Guidance, only outsourcing facilities could
ramp up production if needed, for instance, fon@tage or discontinuation or outbreak. In
addition, Appendix A currently only provides foefriew [of] the nominated bulk drug
substances on a rolling basis and to periodicgfjate this Appendix.” FDA should explain the
process for nominating a drug to be added to Appehdnd the updating the list periodically.

We thank FDA for the opportunity to submit thesenowents and look forward to a continued
discussion.

Submission by the New York State Bar Associatioad;®rug and Cosmetic Law Section
(Chair, Brian Malkin) (Animal Health Law Committ&so-Chairs, Brian Malkin and Magdalena
Hale Spencer).



