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No. 97N-0217, Request for Comments on Development
to Encourage Animal Drug Approvals for Minor
for Minor Uses of New Animal Drugs, 21 CFR Chapter
Reg. 120 [June 23, 1997] .

dam:

I Pet Products Manufacturers Association (APPMA) is
]ciation representing approximately 500 pet product
rs. Close to 40% of our members are small

rs, i.e., with gross annual sales of less than
~tionally. We represent larger manufacturers as
industry employs more than 250,000 individuals in
turing, distribution and marketing of pet products,
ch, including remedies for nonfood fish, reptiles,
small mammals, are necessary for the continued
comfort of the pet. Additionally, a recent

urvey showed that there are approximately 260
.s in the United States and that 59% of American
have at least one pet.

s the expeditious passage of legislative and
options that will facilitate the approval of new
s intended for use in minor species and for minor
ontemplated in the Animal Drug Availability Act of
1, particularly for the nonfood minor animal
?he economics of the current animal drug approval
ectively preclude FDA-approved drugs for treatment
minor species, since the standards are essentially
)r food animal species and nonfood species. This

prohibitively expensive as applied to remedies for
,or species because of the relatively small volume
)r any one drug. Facilitating drug approvals for
.es will bring about a much needed increase in the
y of approved remedies which are needed to address
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ty of approved drugs for nonfood minor animal
species.

APPMA is

1

nfident that a reasonable, effective and affordable
drug appr al process can be developed that will protect the
public he th, provide assurance of drug efficacy, and provide
manufactu rs of drugs with the ability to develop and market
safe and ffective treatments. This will in turn benefit
American c nsumers by providing them with a wider range of
safe and fective products for assurance and maintenance of
the healt safety and comfort of their pets.

In devel

I

ing new animal drug approval processes for minor
species, e Food and Drug Administration [FDA] must, first
and fore t, differentiate between drugs intended for food
animals a those intended for nonfood animals. The nonfood
minor spe ‘es group should also be subclassified to reflect
the type animals, relative abundance, and use in society.
one such bgroup should be nonfood minor animals maintained
as compani n pets such as birds, reptiles, amphibians, fish
and small ammals (other than dogs and cats) .

1
Furthermo , “crop grouping” should be permitted for the
purpose drug approvals for those nonfood minor animal
species m ntained as pets, including numerous, diverse genera
and speci e.g. , ornamental aquarium and garden pond fish.
Any drug p’proval process for nonfood minor animal species
which co inues the use of the current species-specific
regulator approach requiring different approvals for each
species w’ 1 be prohibitively expensive for manufacturers and
for consu rs.

II
Drug uses n these nonfood minor animal species maintained as
pets pre nt minimal or no human health concerns. APPMA
supports 1 gislative and regulatory changes that will grant
FDA the thority to create alternative new animal drug
approval ocesses for minor species and for minor uses, and
is commi ed to continued efforts to provide safe and
effective rugs for nonfood animals maintained as pets.

APPMA ‘S

II

commendations and answers to questions posed in
FDA’s not’ e are provided in the enclosed “Comments.” While
these com nts are primarily addressed to drug approvals for
a subgrou of nonfood minor animal species maintained as pets
[ornament aquarium and garden pond fish] , the basic concepts
are equal applicable to other nonfood minor animal species
maintaine as pets.

II
While dru are available and approved for many animal species
of highe commercial value, the economic justification for
obtaining rug approvals for nonfood minor species maintained
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jn pets does not exist under the current regulatory
~use of the typically small volume of sales for any
In order to permit approval of safe and effective
; agents for use in these nonfood minor species,
: drug approval procedures must be created. Without
~pproved animal drugs, these animals may experience
r suffering and/or death due to diseases which are
)y therapeutic agents which are unavailable to the
}lely because of prohibitive cost of drug approvals.

provides the opportunity for legislative and
options that will facilitate the approval of new
JS intended for use
,rge the FDA to take

~te the opportunity
important issue.

in minor species and for minor
advantage of this opportunity.

to express our opinion on this
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N-0217, Request for Comments on Development of Options to
mal Drug Approvals for MinmJpecies and for Minor Uses of New
21 CFR Chapter 1, 62 Fed.R~. 120 [Tune 23, 19971.

omments are organized according to the format suggested in the
r Notice. While these recommendations and answers to questions
. S. Food and Drug Admini.stration’s [FDA] notice are primarily
rug approvals for a subgroup of nonfood minor animal species
pets, i.e., ornamental aquarium and garden pond fish, the basic
ually applicable to other nonfood minor animal species maintained
birds, reptiles, amphibians, and

ure and keeping of ornamental

small mammals (other than dogs

aquarium and garden pond fish
ond the founding of this nation. Today, the domestic culture of
~ecies of fish is practiced in warm and cool water conditions for
;ish hobbyists who enjoy caring for these animals as pets. The
he hobby have evolved utilizing tried and tested management
.ch include the use of medical treatments for different diseases
h. While drugs are available and approved for many animal
:r commercial value, the economic justification for obtaining drug
m-tfood minor species maintained as companion pets does not exist
ent regulatory scheme because of the typically small volume of
one drug. In order to permit approval of safe and effective
mts for use in these nonfood minor species, appropriate and
; approval procedures must be created.
i Animal Drug Availability Act [ADAA] provides the mechanism
rules may be written to protect human and animal health and

ctive and affordable drug registration process for nonfood minor
[A urges the FDA to take advantage of this opportunity.
~to reduce minor animal species suffering and/or death from
ses and to limit transmission of zoonotic diseases, approved
nts are needed. The economics of the current New Animal Drug

.
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A. Scope.
FDA seeks c
determinatic )1
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For tl-.(

animal spec: .(
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should also
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and small n1
minor anim 3
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B. Creating .
Question 1.
effectiveness
uses?

Commenti
Yes, :1

effectiveness

onfood minor animal species, since the standards are essentially the
animal species and nonfood species. This process is prohibitively

applied to nonfood minor species because of the relatively small
?S for any one drug. The current drug approval process is clearly
its inability to address the needs of diverse populations of minor
s and the needs of animal drug manufacturers. Ultimately, the
;s does not account for the great differences in the relative risks to
that exist in the drug uses for food animals and nonfood animals

serve the best interests of the public.
Lust be given the flexibility to develop efficient new animal drug
esses for different classes of minor species, particularly the nonfood
which are maintained as pets. Authority should be provided to

with these minor species producer groups and drug manufacturers
approval processes that are both designed to protect human and
and to provide an affordable process for approval of drugs.

questions posed in the Federal Register Notice.

)mments on the criteria found at 21 CFR s. 514.1(d)(1) for the
of a minor species or a minor use.

purpose of developing new animal drug approval processes, minor
; should be subclassified into minor species that are intended for
nd those that are not. The nonfood minor animal species group
)e further subclassified to reflect the type of animals, relative
Id use in society. One such subclassification should be nonfood
ained as companion pets such as birds, reptiles, amphibians, fish
mmals (other than dogs and cats). Drug uses in these nonfood

species maintained as pets pose minimal or no human health
thermore, “crop grouping” should be permitted for those nonfood
species maintained as pets which include numerous, diverse genera
g., ornamental aquarium and garden pond fish.

,dditional Statutory Authority.
Should there be different standards for target animal safety and
If new animal drugs intended for use in minor species or for minor

ere should be different standards for target animal safety and
f new animal drugs intended for use in minor species or for minor

2
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Question 3.
uses? Wh~“

Comment:
No, t1

uses. Minor
nonfood mir .{
drug-related

~ic considerations require different standards for minor species or
order to insure the avaiIabiIit y of effective treatments. The market
~all for most minor species drugs, and the costs of compliance with
n“ drug approval processes make
bitively expensive.

f a drug approval exists for a food

treatment of diseases in these

fish, the approved label should
}maticaHy extended [with appropriate approvals from the prior
nts] to nonfood fish.
Crop grouping” [the use of representative species] should be
ed for those nonfood minor animal species maintained as pets
include numerous, diverse genera and species, e.g., ornamental
m and garden pond fish.
inimal drug approvals should be granted for ornamental aquarium
den pond fish, based upon such information as:
Evidence of historical use as provided in published literature or
urrent texts.
Review of drug labels and drug use by a panel of experts.
Modified animal safety and effectiveness protocols using
epresentative test species.

Should there be different standards for human food safety for new
.ntended for minor species and for minor uses? If so, what should
k be?

xe should be different standards for human food safety for new
intended for minor species and for minor uses, particularly for
r animal species maintained as pets.
~fety standards should not be required for nonfood minor species.
lcentrations of drugs are used in appropriate forms to treat these
k minimal risk to human health. For example, there are no tissue
nvolved, as might be the case with other species.

Should the standards be the same for all minor species or minor

~standards should not be the same for all minor species or minor
pecies should be divided into food and nonfood species, and the
r species should be further subdivided to reflect the relatively low
salth risks to humans posed by treatment of such species, e.g.,

3



1ornamental a uarium and garden pond fish. An approval process could be

developed t~)
Mino :

species. Mi r
species shou 1’
requirement 3
concerns are

Question 4. :
If not, why :1

Commenh
Yes, ~

For example ,
or for use ir

Question 5.
drugs for a :
appropriate
withdrawal :

Commenti
If the 2

a minor spet i
Appr( )

fish, for exa r
familiar witl k
range of do: Ii

dose determ i
Resid J

definition, n!3

Question 6.
postmarked :;1
target anima 1
species or mi
labeling that

Commenti
In th( !

garden pond
subcategory
submitting 1-!

iddress the specific needs of these animals.
~ses of drugs should be available for major and minor animal
tr uses in nonfood minor species and subclassifications of these
be considered on a case by case basis, with reduced drug approval
insuring target animal safety and efficacy whenever human health
ot implicated.

hould products be labeled to reflect the use of different standards?
t?

oducts should be labeled to reflect the use of different standards.
~onfood fish drugs should be labeled “not for human consumption
nimals intended for human consumption. ”

If the act were amended to permit FDA to approve new animal
inor species or minor use under different standards, how would
oses be determined, and how would residue depletion and
nes for food animals be determined?

t were amended to permit FDA to approve new animaI drugs for
s or minor use under different standards:
riate doses could be determined as follows for ornamental nonfood
pie: historical use, literature sources and/or a panel of experts
he nonfood fish drug use could be used to review the suggested
;e recommendations. If no suggested dosage exists, a modified
~tion and efficacy testing protocol could be developed and used.

depletion and withdrawal times for food animals are, by
applicable to ornamental nonfood fish.

Would sponsors and users accept conditional approvals and
:veillance as a tradeoff for requiring less in the way of premarket
safety and effectiveness studies for new animal drugs for minor
or uses? Should a drug approved under such a mechanism bear
~flects its conditional status?

;ase of drug approvals for nonfood ornamental aquarium and
;h, it would-be-best to develop a specific approval process for this

nonfood minor species, and have manufacturers proceed by
~ppropriate information developed by FDA and the industry.
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Question 9.
panels or co :
minor uses (
determinatic I

lhould the act be amended to alIow FDA to acce~t foreim reviews
of new animal drugs for minor species or for ~inor u;es? How
ess or FDA determine whether the reviews or approvals of a
ntry or countries are acceptable as a basis for approval of uses for
or for minor uses?

reviews and approvals should be used as part of the drug approval
my foreign countries have animal drug approval processes
) the FDA process. Data from countries with drug approval
!ptable to the FDA should be acceptable to use in submissions of
r species drug approvals. Determination of acceptable drug reviews
; for countries with limited regulatory oversight, might best be
through the use of industry and expert review and comment,

Should the current statutory standard for new animal drug
[rugs intended for minor species or minor uses or any alternative
implemented through a primary review process external to the
how might this process be administered? Who should pay for the
~s?

uause of the diversity of minor species and minor use drugs, FDA
: the available time or knowledge to expeditiously review and
g protocols. As an alternative to an internal FDA process, an
of recognized and agreed upon experts could be used to review

h as label language, historical use data, foreign data or existing
ige recommendations. This external process could be used by a
in order to expedite the process.
rnative process might be administered by an industry group or by
msors. One of these entities might prepare a “primary review”
r label language, minor use drug approval, etc., and nominate a
‘ts to review data, consider laboratory testing, or suggest another
rocedure. FDA could then review the proposals, and, in
~ith the industry or individual sponsor, modify the submission as
1A approval prior to implementation of the process. FDA would
dings as the basis for drug approval.
r to expedite the process, the industry or an individual sponsor
to pay for an alternative external review process.

;ould determinations of animal safety and effectiveness by expert
pendia be used to support drug approvals for minor species and

If so, what information would serve as the basis for such
? Should the determinations of these panels or other information

5
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For ~
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Each
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Question 1
manufacture

Comment.
Yes,

manufacture
standards c
reference tc

issue monographs
]r similar standards

or similar standards? Who would draft
and why?

:terminations of animaI safety and effectiveness by expert panels or
uld be used to support drug approvals for minor species and minor

~rmation needed would vary with the drug, existing approval status
)r other species, the minor species and minor use being considered,
concentration and volume of drug to be marketed, etc. In the case

~amental aquarium and garden pond fish, a generic protocol could
lost drugs having historical use, with additional requirements for

nsor or group of sponsors funds the expert panel, the results of the
;s should remain with the sponsor(s) for submittal to FDA.
intent and use of such a “monograph” needs further definition

ingful comment can be made on this issue.

ative and ReWlatory Change~
Should there be different standards for manufacturing of drugs for
or minor uses? If so, what should those standards be?

~re should be different standards for manufacturing of drugs for
and for minor uses.
mple, nonfood minor species drug manufacturers should not be
neet standards used for human drug or food animal drug
r Manufacturing of nonfood animal drugs should relate to>“
~dards which provide consistency of product, animal safety and
resentative samples shown to be of effective concentrations for
d drug lots would be an adequate consistency standard. Standards
ies of nonfood minor animal species such as ornamental aquarium
md fish should not include tissue residue testing, for example.
mfood minor species industry should work with FDA to develop
required for that particular nonfood minor species.

Should products be labeled to reflect the use of different
; standards?

“oducts should be able to be labeled to reflect the use of different
; standards. If reasonable drug approval and manufacturing
be agreed upon between FDA and the industry, there should be

~odified standards on the Iabel.

6



!Question 1 . Would a strategy similar to that used by the agency to facilitate
drug appro s for some aquatic species be successful if extended to other minor
species? Th t strategy includes coordination of Investigational New Animal Drug
[INAD] info ation collected or generated by end users and it also includes a
centrally-or ized and FDA-operated field education program directed at end
users as p ntial INAD sponsors. In which species/uses would such an
approach w k or not work? Why?

Comment:

1

The a atic species, national NADA coordinator strategy has great merit
and has bee upported by APPMA since the program’s inception. The program
provides po i ive benefits for aquatic food minor animal species, which in turn
provides da that can be used for drug approvals for aquatic nonfood minor
species. For xample, approved food animal drug labels should be extended to
nonfood mi animal species use. However, the drug approval process designed
within ADA is not warranted when dealing with nonfood minor animal species,
where low c centrations of drugs in small volumes are used.

D. Creating I~centives.
Question 13, ould economic incentives, such as tax breaks, grants, and periods

1exclusivity, encourage the pursuit of approvals or supplemental
approvals fo : abeling modifications for minor species or minor uses? If so, what
kind of ince~Itives would be most effective?
Would diffe: :en t kinds of incentives be appropriate for different classes of new
animal drug $, such as drugs for hobbyist-owned tropical fish as contrasted with
production c.rugs for fisl- intended for human consumption?
What intent .1es would encourage sponsors to pursue approval of a drug for
minor specie s or minor use, using data in public master files (PMF’s)?

Comment:
The fc)Ca1 question should be the development of an affordable approval

process for r Iinor species and for minor uses. It would seem far more simple to
provide an ; .f :ordable process which allows sponsors to invest in a process of
minor specie s drug approval.

Reduc t on of extensive and expensive approval procedures for nonfood
minor specie s would be an excellent incentive. However, manufacturers of these
drugs shoulc . also be provided with the same incentives given to manufacturers
of human or 3.1an drugs, e.g., tax breaks and grants.

Differl ?1Itstrategies are certainly appropriate for food and nonfood minor
animal spec .es. FDA and minor species industry groups need to jointly
determine th e levels of risk involved and the approval process which is realistic.
If this is don e, the ability to market an approved drug is the incentive.

If the drug in question has a J?LIF, information should be available for

7



reference for 1 e minor species approval process, avoiding duplication of effort
and additior 2

Question 14 .
reluctant to 1[
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Comment:
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Question 17

Commenti
Yes, +

cost.

Are there concerns about data in PMF’s that make sponsors
y on such data? What are these concerns? How could they be

jsues should be addressed through a case-by-case review of the
m. The PMF may not apply to the application of a minor species

[f producer groups or other organizations were willing to conduct
md studies to demonstrate safety and efficacy for new animal drug
ninor species or minor uses, would sponsors be willing to use the
;tudies to support approvals and new or revised labeling? If not,

pose for conducting the safety and efficacy studies would be to
~e specific drug is suitable for use. If the testing protocol was
DA prior to the testing and the test results were favorable, the data
by a sponsor as part of the submission packet for minor species or
~pproval, provided that the data was released by the
:ation conducting the study. In the case of ornamental aquarium
nd fish minor species, it may be appropriate to coordinate efforts
groups to determine priorities and needs, and to collaborate (as

n data collection toward the drug’s approval.

Should a program similar to the U.S. Department of Agriculture
arch Support Program #7 (NRSP-7), which currently funds studies
~ therapeutic uses for food and fiber producing animals, be
wildlife and zoo animaIs and/or for production uses?

od, non-fiber animals could be included in the existing program it
ntageous to ornamental fish producers and hobbyists. We do not
at a separate, similar NRSP-7 program be developed to deal with
~iber animals.

ShouId the NRSP-7 program be expanded to cover such uses?

LSP-7 should be expanded to cover such issues.

8
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Comment:
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E. Extendin ~
Question 20.
extralabel u c
implants?

Commenti

1

The A
and garden {
to therapeutic
and garden
counter me i

~ould and should philanthropic, public interest or other not-for-
~tions be encouraged to fund r;search for the development of new.
.ntended for use ;n minor species or for minor uses? If SO, how
)

;anization with an interest in drug approval for a minor species are
.ng sources and should be encouraged to support research efforts.

Are there mechanisms other than the new animal drug approval
;tra label uses of animal and human drugs under the AMDUCA
ante drug availability for minor species and for minor uses?

~tion of the NADA process through ADAA appears to be the only
creation of a new process which could expeditiously generate new
s for minor species. Given the needed legal authority through
notification of the existing drug approval process could provide
mt manufacturers of subclasses of nonfood minor species (such as
uarium and garden pond fish) the opportunity to obtain FDA
rugs.
JA is not currently a mechanism which provides fish hobbyists

therapeutic agents. Veterinary schools and a few practitioners
byists could serve their clients through AMDUCA. At this time,
erinarians nationwide offer services for ornamental fish species.
yist has a history of obtaining fish health services from the
:, from other knowledgeable hobbyists and clubs, or by using fish
Veterinarians do not typically stock prepared fish drugs in their
zies. Hopefully, well-labeled, approved drugs will provide
rith the opportunity to refer clients to efficacious products that can
wer the counter at a pet store.

xistin~ Legal Authority.
would legislation be desirable to extend the AMDUCA to permit
of: (1) Medicated feed, or (2) reproductive hormones and

DUCA extension would have little impact on the hobby aquarium
nd fish since most owners do not rely on veterinarians for access
~gents. Drugs approved for use in nonfood ornamental aquarium
nd fish should be allowed to be combined in food as over-the-
ated feed to provide an additional delivery mechanism for

1

treatment of “seased fish.

9



Question 21.

1

at are the pros/cons of approval versus extralabel use under the
AMDUCA?

11
Commenti

The fi hobbyist does not usually seek help from the veterinarian since
this role ha ot been defined as a practice specialty by most veterinarians.
Closer co nication and coordination between pet stores and veterinarians
would resul in better diagnostic services and more effective treatment of
ornamental arium and garden pond fish. It is important to develop a drug
approval pr ess that will result in the availability of FDA-approved fish
therapeutic nts with accurate label information as over the counter drugs.

AMD A would provide Iegal access through extralabel use when an
unapproved ug is not available for a minor use in nonfood fish species.

Conclusion
Legish Itwe and regulatory options are greatly needed that will facilitate the

approval of I1Ew animal drugs intended for use in minor species and for minor
uses, as cent e replated in the ADAA, particularly for the nonfood minor animal
species. Gra~Iting the FDA the flexibility to develop drug approval processes for
nonfood min D:: species that use different standards than those applied to drugs
for food ani~ u .1s will bring about a much needed increase in approvals for new
animal drugs i ~tended for these uses. This authority is greatly needed to address
the scarcity of approved new animal drugs intended for nonfood minor species,
particularly t i-l~~se that are maintained as pets, such as ornamental aquarium and
garden pond f .sh.

APPM 4 . urges the expeditious passage of legislative and regulatory options
that will facil itate the approval of new animal drugs intended for use in minor
species and :‘r.inor uses, as contemplated in the ADAA, particularly for the
nonfood min o ; animal species. The economics of the current NADA process
effectively p:x elude FDA-approved drugs for treatment of minor nonfood
species, since the standards are essentially the same for food animal species and
nonfood spec ‘i(?s. This process is prohibitively expensive as applied to nonfood
minor specie: ; 3ecause of the relatively small volume of sales for any one drug.
Facilitating a-3“>rovals for nonfood minor species will bring about a much needed
increase in a~)~rovals of new animal drugs intended for these uses, which would
be desirable ‘:0 address the scarcity of approved new animal drugs intended for
nonfood min 3:: species.

APPM A is confident that a reasonable, effective and affordable drug
approval pro c MS can be developed that will protect the public health, provide
assurance of dmg efficacy, and provide manufacturers of drugs with the ability
to develop al1(i market safe and effective treatments. This will in turn benefit
American COIKumers by providing them with a wider range of safe and effective
products for maintenance of the health, safety and comfort of their pets.

10



Manufacture :s want to comply with a drug approval process that is designed to
meet the nec!C.s of the public and the nonfood minor animals species such as
ornamental 7i-rden pond and aquarium fish, while being affordable to the
manufacture : 3nd, uItimateIy, to the consumer.

11
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