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No. 97N-0217, Request for Comments on Development

to Encourage Animal Drug Approvals for Minor
i for Minor Uses of New Animal Drugs, 21 CFR Chapter
Reg. 120 [June 23, 1997].

bdam:

in Pet Products Manufacturers Association (APPMA) is
ociation representing approximately 500 pet product
Sl Close to 40% of our members are small
brs, 1.e., with gross annual sales of less than
lationally. We represent larger manufacturers as
industry employs more than 250,000 individuals in
Fturing, distribution and marketing of pet products,
| ch, including remedies for nonfood fish, reptiles,
small mammals, are necessary for the continued
i comfort of the pet. Additionally, a recent
burvey showed that there are approximately 260
ts 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
ys intended for use in minor species and for minor
fontemplated in the Animal Drug Availability Act of
p], particularly for the nonfood minor animal
The economics of the current animal drug approval
fectively preclude FDA-approved drugs for treatment
minor species, since the standards are essentially
or food animal species and nonfood species. This
prohibitively expensive as applied to remedies for

ilhor species because of the relatively small volume

or any one drug. Facilitating drug approvals for
ies will bring about a much needed increase in the

ilty of approved remedies which are needed to_address
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the scargity of approved drugs for nonfood minor animal

species.

APPMA is d

agnfident that a reasonable, effective and affordable

drug apprpyal process can be developed that will protect the
public health, provide assurance of drug efficacy, and provide
manufacturgrs of drugs with the ability to develop and market

safe and
American

tffective treatments. This will in turn benefit
pnsumers by providing them with a wider range of

g
C

safe and pffective products for assurance and maintenance of
h

the healt

In develo
species,
and forem
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|, safety and comfort of their pets.

ing new animal drug approval processes for minor
he Food and Drug Administration [FDA] must, first
Bt, differentiate between drugs intended for food

ies group should also be subclassified to reflect
F animals, relative abundance, and use in society.
1bgroup should be nonfood minor animals maintained
ipn pets such as birds, reptiles, amphibians, fish
mammals (other than dogs and cats).

IS
it
0
animals anfl those intended for nonfood animals. The nonfood
'S
o)
S
o

re, "crop grouping" should be permitted for the
§ drug approvals for those nonfood minor animal
rintained as pets, including numerous, diverse genera
5, e.g., ornamental aquarium and garden pond fish.
pproval process for nonfood minor animal species
tinues the use of the current species-specific
approach requiring different approvals for each
| 1 be prohibitively expensive for manufacturers and

ETrS.

=3 =S

in these nonfood minor animal species maintained as
gnt minimal or no human health concerns. APPMA
legislative and regulatory changes that will grant
authority to create alternative new animal drug
processes for minor species and for minor uses, and
rted to continued efforts to provide safe and
Hrugs for nonfood animals maintained as pets.

dcommendations and answers to questions posed in
ifte are provided in the enclosed "Comments." While
ments are primarily addressed to drug approvals for
b| of nonfood minor animal species maintained as pets
all aquarium and garden pond fish], the basic concepts
1}y applicable to other nonfood minor animal species
d| as pets.

g6 are available and approved for many animal species
commercial value, the economic justification for
Hrug approvals for nonfood minor species maintained
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bn pets does not exist under the current regulatory

huse 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

-
-
=)

approved animal drugs, these animals may experience

iy suffering and/or death due to diseases which are
by therapeutic agents which are unavailable to the
blely because of prohibitive cost of drug approvals.

provides the opportunity for legislative and
options that will facilitate the approval of new
s intended for use in minor species and for minor
irge the FDA to take advantage of this opportunity.

hte the opportunity to express our opinion on this
important issue.

yours,
<ﬁ‘;%§;/ Lt
finget/,/ Esq.
insel
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Docket No. 9

/N-0217, Request for Comments on Development of Options to

Encourage A

nimal Drug Approvals for Minor Species and for Minor Uses of New

Animal Drug

g

, 21 CFR Chapter 1, 62 Fed.Reg. 120 [June 23, 1997].
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[Note: Thes
Federal Regi
posed in the
addressed tg
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concepts are
as pets such
and cats).]
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Introduction:

The cul
dates back be
thousands of
the benefit of
industry and
techniques wi
common to |fj

comments are organized according to the format suggested in the

ster Notice. While these recommendations and answers to questions

J. S. Food and Drug Administration's [FDA] notice are primarily
drug approvals for a subgroup of nonfood minor animal species
pets, i.e.,, ornamental aquarium and garden pond fish, the basic
qually applicable to other nonfood minor animal species maintained
5 birds, reptiles, amphibians, and small mammals (other than dogs

ture and keeping of ornamental aquarium and garden pond fish
yond the founding of this nation. Today, the domestic culture of
species of fish is practiced in warm and cool water conditions for
fish hobbyists who enjoy caring for these animals as pets. The
the hobby have evolved utilizing tried and tested management
nich include the use of medical treatments for different diseases

species of hig
approvals for
under the ct
sales for an
therapeutic
affordable d;
The 1
by which FII
provide an ¢
species. AP]
In or¢
treatable dis
therapeutic &

D
i
]
il
e

g

sh. While drugs are available and approved for many animal
er commercial value, the economic justification for obtaining drug
onfood minor species maintained as companion pets does not exist

irent regulatory scheme because of the typically small volume of
¥| one drug.
heents for use in these nonfood minor species, appropriate and
ryg approval procedures must be created.

D96 Animal Drug Availability Act [ADAA] provides the mechanism

In order to permit approval of safe and effective

rules may be written to protect human and animal health and
ctive and affordable drug registration process for nonfood minor
MA urges the FDA to take advantage of this opportunity.
r to reduce minor animal species suffering and/or death from
ases and to limit transmission of zoonotic diseases, approved
ents are needed. The economics of the current New Animal Drug
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b1

b

tH

pcess [NADA] effectively preclude FDA-approved drugs for
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
ps 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
5s does not account for the great differences in the relative risks to
that exist in the drug uses for food animals and nonfood animals
t|serve the best interests of the public.

must be given the flexibility to develop efficient new animal drug
pdesses for different classes of minor species, particularly the nonfood
pq 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.
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o| questions posed in the Federal Register Notice.

A. Scope.
FDA seeks

determinatid

Comment:

For tH
animal spec
use as food
should also
abundance,
animals mai|

and small m4

minor anim
concerns. Fi
minor anims
and species,

B. Creating

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

Ic
M

e purpose of developing new animal drug approval processes, minor
es should be subclassified into minor species that are intended for
and those that are not. The nonfood minor animal species group
be further subclassified to reflect the type of animals, relative
nd use in society. One such subclassification should be nonfood
tained 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.

a
n
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Additional Statutory Authority.

Question 1.
effectiveness
uses?

Comment:
Yes,
effectivenesg

Should there be different standards for target animal safety and

¢f new animal drugs intended for use in minor species or for minor

'
q

ere should be different standards for target animal safety and
pf new animal drugs intended for use in minor species or for minor
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Question 2.
animal drug
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Comment:

Yes, {
animal drug
nonfood mir

Food
When low ¢
species, ther
residue riskd

Question 3.
uses?  Why

Comment:

No, {
uses. Minon
nonfood mir]
drug-related

DT
n,
B
W
N1

hic considerations require different standards for minor species or
order to insure the availability of effective treatments. The market
mall for most minor species drugs, and the costs of compliance with
n" drug approval processes make treatment of diseases in these
bitively expensive.

f a drug approval exists for a food fish, the approved label should
pmatically extended [with appropriate approvals from the prior
ints] 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
iym and garden pond fish.

Animal drug approvals should be granted for ornamental aquarium
Fden pond fish, based upon such information as:

1Evidence of historical use as provided in published literature or
¢urrent texts.

1Review of drug labels and drug use by a panel of experts.
iModified animal safety and effectiveness protocols
representative test species.

i
Kd

t

using

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

14

here should be different standards for human food safety for new
s|intended for minor species and for minor uses, particularly for
1qr animal species maintained as pets.

safety standards should not be required for nonfood minor species.
pncentrations of drugs are used in appropriate forms to treat these
e [is minimal risk to human health. For example, there are no tissue
jnvolved, as might be the case with other species.

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

he standards should not be the same for all minor species or minor
gpecies should be divided into food and nonfood species, and the
Iqr species should be further subdivided to reflect the relatively low
health risks to humans posed by treatment of such species, e.g.,
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Question 4.
If not, why 1

Comment:
Yes,

For example

or for use in

Question 5.
drugs for a
appropriate
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Comment:
If the

a minor spe¢

Appr¢
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familiar with
range of dos
dose determ|

Resid
definition, n

Question 6.
postmarket s
target anima

species or mi

labeling that

Comment:

In thg
garden pond
subcategory
submitting h

afuarium and garden pond fish. An approval process could be
address the specific needs of these animals.

uses of drugs should be available for major and minor animal
pr uses in nonfood minor species and subclassifications of these
| be considered on a case by case basis, with reduced drug approval
ensuring target animal safety and efficacy whenever human health

not implicated.

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

J

roducts should be labeled to reflect the use of different standards.
nonfood fish drugs should be labeled "not for human consumption
animals intended for human consumption."

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

N
¢
i

a
i
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ct were amended to permit FDA to approve new animal drugs for
ps or minor use under different standards:
priate doses could be determined as follows for ornamental nonfood
iple: historical use, literature sources and/or a panel of experts
the nonfood fish drug use could be used to review the suggested
ge recommendations. If no suggested dosage exists, a modified
ation and efficacy testing protocol could be developed and used.
depletion and withdrawal times for food animals are, by
applicable to ornamental nonfood fish.

1
)
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D

Would sponsors and users accept conditional approvals and
rveillance 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
eflects its conditional status?

4y
1

1

L

case of drug approvals for nonfood ornamental aquarium and
ish, it would be best to develop a specific approval process for this
i nonfood minor species, and have manufacturers proceed by
appropriate information developed by FDA and the industry.
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bhould the act be amended to allow FDA to accept foreign reviews
of new animal drugs for minor species or for minor uses? How
ress 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?

1 reviews and approvals should be used as part of the drug approval
hny foreign countries have animal drug approval processes
b the FDA process. Data from countries with drug approval
pptable to the FDA should be acceptable to use in submissions of
r species drug approvals. Determination of acceptable drug reviews
5 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
irugs 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
ws?

cause of the diversity of minor species and minor use drugs, FDA
e 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
nge 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
pnsors. One of these entities might prepare a "primary review"
r label language, minor use drug approval, etc., and nominate a
Fts to review data, consider laboratory testing, or suggest another
procedure. FDA could then review the proposals, and, in
vith the industry or individual sponsor, modify the submission as
PA 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.

Could determinations of animal safety and effectiveness by expert
Ipendia be used to support drug approvals for minor species and

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




be used to
monographg

Comment:
Yes,
compendia ¢

uses.
The ix

issue monographs or similar standards? Who would draft

pr similar standards and why?

pterminations of animal safety and effectiveness by expert panels or
uld be used to support drug approvals for minor species and minor

for the drug
history of us
of nonfood ¢
be used for
unique drug

If a sy
panels findi
However, th

before a mea

C. Adminis

rmation needed would vary with the drug, existing approval status
pr other species, the minor species and minor use being considered,
concentration and volume of drug to be marketed, etc. In the case
yrnamental aquarium and garden pond fish, a generic protocol could
mpost drugs having historical use, with additional requirements for
s
pqnsor or group of sponsors funds the expert panel, the results of the
ngs should remain with the sponsor(s) for submittal to FDA.
1e intent and use of such a "monograph" needs further definition
lingful comment can be made on this issue.
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tative and Regulatory Changes.

Question 10
minor specig

Comment:

Yes, {
minor specis

For e
required to
manufacturi
minimum s
efficacy. Rgq
nonfood aniy
for subcateg
and garden

Each
the standard

Question 11.

manufacturi

Comment.
Yes,
manufacturi
standards ca
reference to

Should there be different standards for manufacturing of drugs for

»s| or minor uses? If so, what should those standards be?

here should be different standards for manufacturing of drugs for
sl and for minor uses.
xample, nonfood minor species drug manufacturers should not be
meet standards used for human drug or food animal drug
p. Manufacturing of nonfood animal drugs should relate to
hdards which provide consistency of product, animal safety and
resentative samples shown to be of effective concentrations for
al drug lots would be an adequate consistency standard. Standards
ries of nonfood minor animal species such as ornamental aquarium
bnd fish should not include tissue residue testing, for example.
pnfood minor species industry should work with FDA to develop
required for that particular nonfood minor species.

n
a
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n
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Should products be labeled to reflect the use of different

ng standards?
products should be able to be labeled to reflect the use of different
ng standards.  If reasonable drug approval and manufacturing

n be agreed upon between FDA and the industry, there should be
modified standards on the label.
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Comment:
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Would a strategy similar to that used by the agency to facilitate

als for some aquatic species be successful if extended to other minor
strategy includes coordination of Investigational New Animal Drug
mation collected or generated by end users and it also includes a
anized and FDA-operated field education program directed at end
tntial INAD sponsors.

In which species/uses would such an
k or not work? Why?

hatic species, national NADA coordinator strategy has great merit
supported by APPMA since the program's inception. The program
live benefits for aquatic food minor animal species, which in turn

that can be used for drug approvals for aquatic nonfood minor
xample, approved food animal drug labels should be extended to

nonfood minor animal species use. However, the drug approval process designed

within ADA
where low ¢

D. Creating|l

is not warranted when dealing with nonfood minor animal species,
ncentrations of drugs in small volumes are used.

ncentives.

Question 13
of market or
approvals fo
kind of incent
Would differd
animal drugs,
production dr
What incentiv
minor specids

o))

Comment:

minor specie

Would economic incentives, such as tax breaks, grants, and periods
bel exclusivity, encourage the pursuit of approvals or supplemental
labeling modifications for minor species or minor uses? If so, what
ives would be most effective?

nt kinds of incentives be appropriate for different classes of new
such as drugs for hobbyist-owned tropical fish as contrasted with
ugs for fisk intended for human consumption?

es would encourage sponsors to pursue approval of a drug for
or minor use, using data in public master files (PMF's)?

al question should be the development of an affordable approval
nor species and for minor uses. It would seem far more simple to
fordable process which allows sponsors to invest in a process of
drug approval.

on of extensive and expensive approval procedures for nonfood
would be an excellent incentive. However, manufacturers of these
hlso be provided with the same incentives given to manufacturers
han drugs, e.g., tax breaks and grants.

it strategies are certainly appropriate for food and nonfood minor
s. FDA and minor species industry groups need to jointly
levels of risk involved and the approval process which is realistic.
the ability to market an approved drug is the incentive.

rug in question has a PMF, information should be available for
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Question 17

Comment:
Yes, ]
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al.

he minor species approval process, avoiding duplication of effort
| cost.

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

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

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

Fpose for conducting the safety and efficacy studies would be to
he 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
ppproval, provided that the data was released by the
ration 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
b therapeutic uses for food and fiber producing animals, be
wildlife and zoo animals 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
fiber animals.

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

NIRSP-7 should be expanded to cover such issues.




Question 18
profit organi
animal drug;
and by whor

Could and should philanthropic, public interest or other not-for-
tions be encouraged to fund research for the development of new
5 intended for use in minor species or for minor uses? If so, how

N

Comment:
Any organization with an interest in drug approval for a minor species are
potential funding sources and should be encouraged to support research efforts.

Question 19,
process and
that could er

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

Comment:

Modiffdation of the NADA process through ADAA appears to be the only
vehicle for the|creation of a new process which could expeditiously generate new
drug approvals for minor species. Given the needed legal authority through
ADAA, FDA modification of the existing drug approval process could provide
therapeutic agent manufacturers of subclasses of nonfood minor species (such as
ornamental aquarium and garden pond fish) the opportunity to obtain FDA
approval for

AMDI

with approved therapeutic agents. Veterinary schools and a few practitioners

who serve hq
only a few v
The fish hol
aquarium stg
health texts.
clinic pharn
veterinarians
be purchased

E. Extending

phbyists could serve their clients through AMDUCA. At this time,
eterinarians nationwide offer services for ornamental fish species.
pbbyist has a history of obtaining fish health services from the
, from other knowledgeable hobbyists and clubs, or by using fish
eterinarians do not typically stock prepared fish drugs in their
ies. Hopefully, well-labeled, approved drugs will provide
vith the opportunity to refer clients to efficacious products that can
pver the counter at a pet store.
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Ixisting Legal Authority.

Question 20.
extralabel us
implants?

Comment:
The A
and garden
to therapeuti
and garden |
counter med
treatment of

Would legislation be desirable to extend the AMDUCA to permit
of: (1) Medicated feed, or (2) reproductive hormones and

M
e

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

I




Question 21.|
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Comment:
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Vhat are the pros/cons of approval versus extralabel use under the

| hobbyist does not usually seek help from the veterinarian since
hot been defined as a practice specialty by most veterinarians.
nication and coordination between pet stores and veterinarians
in better diagnostic services and more effective treatment of

quarium and garden pond fish. It is important to develop a drug

ess that will result in the availability of FDA-approved fish
pnts with accurate label information as over the counter drugs.
A would provide legal access through extralabel use when an
Fug is not available for a minor use in nonfood fish species.

ive and regulatory options are greatly needed that will facilitate the
w animal drugs intended for use in minor species and for minor
mplated in the ADAA, particularly for the nonfood minor animal
ing the FDA the flexibility to develop drug approval processes for
F species that use different standards than those applied to drugs
1s will bring about a much needed increase in approvals for new
htended for these uses. This authority is greatly needed to address
approved new animal drugs intended for nonfood minor species,
pse that are maintained as pets, such as ornamental aquarium and
sh.

urges the expeditious passage of legislative and regulatory options
ate the approval of new animal drugs intended for use in minor
inor uses, as contemplated in the ADAA, particularly for the
I animal species. The economics of the current NADA process
clude FDA-approved drugs for treatment of minor nonfood
he standards are essentially the same for food animal species and
ps.  This process is prohibitively expensive as applied to nonfood
because of the relatively small volume of sales for any one drug.
provals for nonfood minor species will bring about a much needed
rovals of new animal drugs intended for these uses, which would
address the scarcity of approved new animal drugs intended for
F species.

is confident that a reasonable, effective and affordable drug
pss can be developed that will protect the public health, provide
rug efficacy, and provide manufacturers of drugs with the ability
1 market safe and effective treatments. This will in turn benefit
umers by providing them with a wider range of safe and effective
maintenance of the health, safety and comfort of their pets.
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Manufacture
meet the ned
ornamental

manufacturer

r4 want to comply with a drug approval process that is designed to
ds of the public and the nonfood minor animals species such as
rarden pond and aquarium fish, while being affordable to the

and, ultimately, to the consumer.
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