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Asregulators under the Food, Drug, and Cosmetic
Act, our first concern is always to protect the public
health; our second concern is to ensure the safety, effi-
cacy, and availability of the animal drug supply. The
best way to ensure both objectives is to design coopera-
tive and efficient processes that encourage sponsors to
collect good data on the safety and efficacy of their ani-
mal drugs and to seek FDA approval to market them.

CVM Strategic Plan

When CVM came under new management in 1994,
there was an immediate effort to analyze the organiza-
tion as to needed improvements. It was determined that
the Center was operating effectively when measured in
the “old paradigm,” which focused on protecting human
health and safeguarding the public from fraud. These
are still important. However, equally important is as-
suring adequate availability of animal drugs. Over the
last year, the Center has been engaged in developing a
five- year strategic plan to determine where the Center
should be and to map a course for the Center to follow
to get us there. The Center’s Strategic Plan is the mecha-
nism by which we intend to change how we do business.

I won’t go into an explanation of the plan now, but
let me tell you a little of our thinking. We have set five
goals for ourselves. For our purposes today, I especially
want to read our first goal to you. “We will re-engi-
neer product evaluation, surveillance and
compliance, research, and administrative pro-
cesses to increase the availability and diversity
of safe and effective products.” Under each of these
goals are numerous strategies, objectives, tasks and el-
ements describing how we will accomplish this goal.
Individuals throughout the Center are involved as mem-
bers of Strategic Implementation Groups charged with
completing the various objectives to enable the Center
to reach its goal.

Our thinking relating to this first goal is that drug
availability needs more emphasis because a lack of avail-

able drugs adversely affects food safety. When unap-
proved drugs are used or when approved drugs are used
under conditions other than specified on the label in
treating food-producing animals, the safety of animal-
derived food is potentially compromised. By ensuring
the availability of animal drugs that are manufactured
to specific standards of quality, purity and strength and
are demonstrated to be safe and effective, the safety of
animal-derived food is better ensured.

Another goal I'd like to mention here today is our
fifth goal and that is “We will employ effective com-
munications as a vital means of sharing
information within CVM and with our customers.”
AABP is one of several organizations that have actively
participated in discussions with the Center on a variety
of issues of mutual concern. We look forward to sus-
taining and enhancing these very professional
communication opportunities.

There are three other goals dealing with work force
development, teamwork and resources. The strategic
plan is our road map. We have strategies and objec-
tives in place to help us realize these goals before the
year 2000. You will be hearing more about these activi-
ties and possibly be involved in some of them over the
next few years.

Animal Medicinal Drug Use Clarification Act of
1994 (AMDUCA)

I would like to take a few minutes to talk about
some of the recent legislative activity that concerns you
as bovine practitioners. Some of you may be wonder-
ing why CVM is so concerned about drug availability
given that the law prohibiting extra-label use was modi-
fied when Congress passed the Animal Medicinal Drug
Use Clarification Act of 1994 (AMDUCA). I would like
to describe for you what the law provides and what it
does not. First, let me start by saying that the passage
of this Act brought to a successful conclusion several
years of diligent efforts by the American Veterinary
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Medical Association (AVMA) and other organizations to
legitimize extra-label use of approved drugs in animal
medicine.

AMDUCA specifically authorizes the extra-label
use in animals of approved animal and human drugs.
That is, the new law permits use beyond the labeled
conditions of use for an approved animal drug, and use
of an approved human drug in animals. There are two
important general limitations, however. The drug must
be used within the context of a veterinarian/client/pa-
tient relationship, and the use must be in compliance
with FDA regulations that establish the conditions for
extra-label use. Another significant limitation is that
the law does not permit extra-label use of drugs that
are administered through animal feed.

It is important to note that the law will not
go into effect until FDA adopts the attendant regu-
lations. Congress gave the Agency two years to
do so, that is, until October 1996. Until the regu-
lations are final, FDA will continue its compliance
policy guides, which I will describe in a few min-
utes.

The major purpose of the law is to decriminalize
the every day practice of veterinary medicine by allow-
ing veterinarians to meet legitimate practice needs and,
at the same time, provide FDA with tools needed to as-
sure continued safety of the food supply in the presence
of extra-label use of drugs in food-producing animals.

Among other provisions, AMDUCA gives FDA au-
thority to prohibit specified extra-label uses. Thus the
regulatory scheme does continue to differ from that in
human medicine, in that Congress — which has never
imposed a general prohibition on extra-label uses by
human practitioners — has not given FDA explicit au-
thority to prohibit specific extra-label uses in human
medicine.

While the new law does permit use beyond the la-
beled conditions of use of approved drugs, the legislation
is not intended to address the problem of insufficient
drug approvals. New legislation has been introduced
in Congress this year to deal with animal drug avail-
ability issues.

It is important to note that AMDUCA is intended
generally to codify current FDA discretionary practice.
FDA has, for more than a decade, regulated extra-label
use of approved animal drugs under the parameters of
Compliance Policy Guide 7125.06. That guide identi-
fies limited circumstances under which CVM will not
ordinarily object to extra-label use in food-producing ani-
mals. The guide states that FDA will not usually object
to extra-label uses of approved animal drugs in non-
food-producing animals.

The CPG states that FDA will not ordinarily con-
sider enforcement action in the case of an extra-label
use in food animals “when the health of animals is im-

mediately threatened and suffering or death would re-
sult from failure to treat the animals,” and when several
criteria are met.

As in the case of animal drugs, pre-AMDUCA law
did not permit use of human drugs in animals. Again,
FDA has in the past exercised enforcement discretion
in certain instances, under CPG 7125.06. The CPG em-
phasizes that use of human drugs in animal medicine is
to be a practitioner-driven practice, that is, it discour-
ages promotion of human drugs for animal use by
manufacturers and distributors. The CPG also limits
use of human drugs in animals mainly, but not exclu-
sively, to nonfood- producing animals.

The new law establishes certain procedures for
FDA to follow in regulating extra-label uses. A stepwise
procedure applicable primarily to use in food animals
allows FDA to establish standards, and impose require-
ments or obtain information based on public health
concern related to extra-label uses. If FDA finds that
there is a reasonable probability that an extra-label use
may present a risk, the Agency can:

a. Establish a safe residue level for an extra-label use,
e.g.in a species for which the drug is not approved.
Any amount of residue resulting from an extra-
label use constitutes a violation of the Food, Drug,
and Cosmetic Act if a safe level has not been es-
tablished. Notice and comment rulemaking, or
formal rulemaking, are not required for the estab-
lishment of a safe level.

b. Require development of an assay method for de-
tecting the residue. FDA can call for the
development of an analytical method related to a
specific extra-label use but cannot impose a re-
quirement on a sponsor to develop a method.

If the FDA finds that an extra-label use may
present a risk to the public health, the agency can gain
access to veterinarians’ records to obtain information
about the extra-label use. If the FDA finds that an ex-
tra-label use presents a risk, or a required method is not
developed, the Agency may after public notice prohibit
the extra-label use. Notice and comment rulemaking is
not required as a prerequisite to prohibiting an extra-
label use. Extra-label uses that FDA has prohibited
through its existing CPG can be prohibited under the
implementing regulation without following the public
notice procedure under the new law.

The procedure is stepwise but not lock step, i.e.,
the Agency does not have to go through all the steps
listed to prohibit a drug, as long as the Agency finds
that an extra-label use presents a risk, or the required
method is not developed.

It should be clear from the nature of these proce-
dural steps that this portion of the law is intended
primarily for use of drugs in food-producing animals.
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Withdrawal of the underlying approval, on the basis of
extra-label use, remains an option to the Agency but
only through the withdrawal procedures contained in
section 512(e).

AMDUCA specifically authorizes use of human
drugs in animals provided that there is a VCPR and the
use is in accordance with FDA regulations. The law
provides no additional detail.

As we prepare to write the implementing regula-
tions, we have sought the advice of CVM’s Veterinary
Medicine Advisory Committee. VMAC consists of 11
highly qualified experts representing scientific disci-
plines, professional practice and species groups. The
committee, as well as members of the public, gave CVM
advice on a variety of AMDUCA - related extra-label
use topics during a meeting held in May 1995.

Here are some highlights from the committee dis-
cussions. We asked the committee questions on the
following topics among others:

1. What scientific data should be provided in order to
establish safe levels for residues? Most of the dis-
cussion centered around the comparative
metabolism data required for extrapolation from
approved to non-approved species. The commit-
tee generally urged caution in making such
extrapolations.

2. What extra-label use information should be made
avatlable to practitioners? Much of the discussion
here centered on the idea of setting up a clearing-
house for such information. Committee members
expressed concern about the volume of material
that would need to be reviewed.

3. Should extra-label use be permitted for other than
therapeutic treatment of animals? The discussion
centered around use for reproductive purposes such
as sexreversal in fish. In general, committee mem-
bers favored extra-label use for reproductive
purposes, although several suggested limits on
such use.

4. Should extra-label use be permitted for
fluoroquinolones in food-producing animals and in
non-food producing animals? Those committee
members who responded to the questions gener-
ally expressed the view that extra-label use of this
class of drugs could be permitted in nonfood-pro-
ducing animals, and in food-producing animals
with certain limitations (e.g., include minimal dose
and/or maximum length of administration).

Comments from the committee, and the public, will
be considered as we draft the regulations.

The extra-label use legislation creates a substan-
tial challenge for veterinarians as well as for CVM’s
pharmacovigilance program. We expect more adverse
drug reaction reports from uses for which few or no data

on safety or effectiveness are available. Additionally,
there is a poor track record for the human drug spon-
sors in reporting ADRs in animals associated with
human products. There are presently no reports of ADRs
in animals treated with human products from a human
product sponsor in our 8000-report inventory. The point
I wanted to make is that while AMDUCA solved one
problem, it may have created others.

Given the limitations and the potential adverse
drug problems, we believe that the passage of AMDUCA
supports the need to have more veterinary products
available which have met the rigors of the approval pro-
cess. Rather than deregulating, we believe the answer
to drug availability lies with reducing the need for ex-
tra-label drug use by increasing the flexibility of our
pre-approval data requirements and by expanding la-
beling.

I want to briefly mention that Senator Kassebaum
has introduced a bill known as the Animal Drug Avail-
ability Act of 1995. The intent of the bill is to enhance
the review of new animal drug applications by CVM and
to amend the Food, Drug, and Cosmetic Act toward en-
couraging animal drug availability. FDA, including
CVM, has not taken a position on the bill at this time. I
want to mention it here today to let you know that there
is legislation underway to balance animal drug needs
with availability in light of passage of AMDUCA.

Extra-Lable Use of Fluoroquinolones in
Food-Producing Animals

On August 18, 1995, the Food and Drug Adminis-
tration approved a new fluoroquinolone antibacterial,
sarafloxacin, for use in chickens and turkeys.
Sarafloxacin is the first fluoroquinolone approved for
use in food-producing animals. It is a prescription drug
distributed under the trade name Saraflox WSP® by
Abbott Laboratories, North Chicago, Illinois. Saraflox
WSP® is indicated for administration in drinking water
for use in broiler chickens and growing turkeys for the
control of mortality associated with Escherichia coli or-
ganisms susceptible to sarafloxacin.

Fluoroquinolones are the newest class of an-
tibiotics developed for treating infections in
humans and animals. On May 11 and 12, 1994, CVM’s
Veterinary Medicine and the Center for Drug Evalua-
tion and Research’s Division of Anti-Infective Drugs
Advisory Committee heard presentations from human
and animal health researchers and producers relative
to questions raised about the development of bacterial
resistance to fluoroquinolones. Members of both com-
mittees concluded that FDA could approve
fluoroquinolones found to be safe and effective for ani-
mal use.

CVM is interested in preserving the usefulness of
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this valuable new drug and other fluoroquinolones by
minimizing the potential for development of resistant
pathogens. In order to achieve this objective CVM be-
lieves it will be necessary to minimize unnecessary
treatment of animals that may increase the potential
for developing fluoroquinolone resistant pathogens. To
facilitate accomplishment of this important objective,
CVM is initiating an educational program to inform
veterinarians and producers about the appropriate use
of fluoroquinolones and is revising the Compliance Policy
Guide 7125.06, Extra-Label Use of Animal Drugs in
Food-Producing Animals to include regulatory guidance
for fluoroquinolones. A recently issued CVM Update
provides a synopsis of the proposed regulatory guidance.

The regulatory priority that FDA will assign rela-
tive to control of the extra-label use of this class of drugs
will depend on its actual use. The highest priority will
be for extra-label use of fluoroquinolones in major food-
producing animal species and classes of species that are
not covered by the approved labeling. A lesser regula-
tory priority would apply to extra-label use of
fluoroquinolones in minor food-producing species or
within a major food-producing species or class for which
the drug is approved but for which the actual use is not
included in the approved labeling of the drug.

FDA is collaborating with the U.S. Department of
Agriculture and the Centers for Disease Control and Pre-
vention (CDC) to develop a surveillance system to
monitor antimicrobial resistance in enteric pathogens.
Under the program, USDA periodically will test Sal-
monella samples from animals for continued
susceptibility to antimicrobial drug products. CDC will
conduct similar testing on samples of human Salmo-
nella and E. coli. The manufacturer will test samples
of animal E. coli to measure the emergence of any resis-
tance in the drug’s target organism. Abbott Laboratories
will also provide geographically based drug distribution
information to CVM as part of their annual Drug Expe-
rience Reports. The information from the monitoring
programs will be used to assess the development of an-
tibiotic resistant organisms and make any adjustments
in the regulatory program.

Please feel free to direct any questions re-
garding CVM’s position on the extra-label drug use
of fluoroquinolones to CVM at (301) 594-1761.

Veterinary Feed Orders

A broad coalition representing veterinary organi-
zations, the feed industry, animal drug industry,
producer groups and others joined together in recent
months to propose a “veterinary feed order” system. The
VFO concept is intended to provide an alternative to
“prescription” status under the Food, Drug, and Cos-
metic Act. The concept would apply when FDA
concludes that it is unable to approve a new antimicro-
bial drug for use in feed, in the absence of greater

controls over its use than the over-the-counter system
provides. Industry groups objected to approval of feed
use drugs under current prescription law because,
among other reasons, prescription feeds could trigger
state pharmacy laws, which we intended to apply to dis-
pensing of dosage form drugs.

The legends on the type A articles and type B and
C medicated feeds would be different than the prescrip-
tion legend. Feed mills and downstream distributors
would be allowed to handle and dispense these articles,
but the medicated feed could not be dispensed to pro-
ducers until a veterinarian issued a VFO in the course
of his or her professional practice.

FDA’s Office of General Counsel has reviewed the
proposed VFO scenario and has tentatively concluded
that the proposed system cannot be implemented un-
der current law. The law establishes the prescription
system for regulation of drugs that require a
veterinarian’s intervention, and any such drugs need to
be regulated under that provision. The Center for Vet-
erinary Medicine and industry groups are exploring
alternatives, including legislative changes, and discus-
sions are continuing.

The coalition effort has been an unprec-
edented action bringing together an extremely
broad range of stakeholders in an attempt to solve
a problem. CVM appreciates and encourages such
efforts. We view the VFO initiative as an oppor-
tunity for forging the kind of government/industry
partnership that is part of reinventing govern-
ment. We will continue our efforts to find a way
to make the VFO concept a reality.

Flexible Labeling

The Center for Veterinary Medicine (CVM) recog-
nizes that most approved drug labels provide limited
information and restrict drug usage to specific fixed
(point) doses for limited claims. Such label restrictions
have contributed to the limited usefulness of many ap-
proved drugs. As a result, it is not surprising that
veterinarians find themselves frequently using drugs
in an extra-label manner and doing so with very little
information, let alone quality information, to support
their therapeutic decisions. Some of the current limita-
tions associated with many drug labels include:

1. Fixed or point doses that do not allow any flexibil-
ity to select dose based on organism susceptibility
or other clinical factors.

2. Drugs approved for use in a limited number of
animal species for the treatment of limited claims
and pathogens.

3. No information to predict clinical efficacy of drug
based on the in vitro suscepetibility of the organism.

4. Withdrawal time information provided on the la-
bel is only valid for the single approved fixed dose.
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Prescription veterinary labels have not provided
therapies to particular situations. This is confounded
by the limited availability of approved drugs to treat
many diseases and/or animal species. Moreover, al-
though the 1994 extra-label use legislation has relieved
some of the pressure on the practitioner, liability for
extra-label use is still present. In fact, a veterinarian
may still have to defend the basis for an extra-label use
in a civil liability suit. The frequent necessity for extra-
label drug use is a symptom of the underlying problems
of drug availability and restrictive drug labeling. We
have perhaps alleviated the symptom but have not taken
steps to cure the underlying problem. On a positive note,
these concepts are currently part of the curriculum of
many veterinary education programs and are likely to
become commonly used concepts in veterinary practice,
allowing us to move drug labeling to more closely re-
flect a veterinarian’s expertise. The endeavor to utilize
new types of information in the drug approval process
to enhance drug labels and increase drug availability
has been coined “Flexible Labeling.”

CVM has been interested in the flexible labeling
approach for a number of years. In 1991, the Animal
Health Institute (AHI) and the American Veterinary
Medical Association (AVMA) jointly filed a Citizen Peti-
tion requesting that the Center for Veterinary Medicine
(CVM) consider alternative data to facilitate the drug
approval process. The Citizen Petition represented the
culmination of several years of work with the AVMA,
AHI, and CVM. One concept proposed in the Citizen
Petition was alternative data for drug approval includ-
ing the use of pharmacokinetic (PK) and minimum
inhibitory concentration (MIC) information to help sat-
isfy efficacy requirements. As an extension of this
concept, CVM has been working to develop ways to uti-
lize such alternative data to not only facilitate drug
approval but to enhance drug labels as well.

Currently, the flexible label exists only as a con-
cept that has yet to be defined. CVM and several outside
organizations are in the process of defining flexible la-
beling. To that end, CVM held an internal seminar in
January 1995. In April 1995, the AAVPT, FDA/CVM,
AHI, and AVMA sponsored a Professional Flexible La-
beling Workshop. In May 1995, AHI and FDA
co-sponsored a workshop on the Target Animal Safety
issues related to flexible labeling. We look forward to
another workshop to discuss flexible labeling issues in
December 1995.

Some objectives of the flexible labeling approach
include:

1. To enable veterinarians to select dose from an ap-
proved dose range.

2. To provide adequate information (e.g., pharmaco-
kinetic/dynamic and MIC) to facilitate selection of
appropriate dose.

3. Toenable veterinarians to tailor dose so as to maxi-
mize the therapeutic benefit to the patient while
minimizing the potential for development of bac-
terial resistance.

4. To reduce the necessity for extra-label drug use
and to provide information that will enable the
veterinarian to make informed decisions when
extra-label use is necessary.

5. To provide expanded withdrawal time information
to accommodate the extended dose range concept
and reduce drug residue concerns.

6. To increase drug availability by facilitating the
approval of drugs with multiple doses, species,
routes of administration, disease indications, and
withdrawal times.

The inclusion of additional information on
drug labels, such as pharmacokinetic and MIC
data, could greatly enhance the utility of the drug
for the veterinarian. If prescription drug labels
provided adequate and detailed information, the
practitioner could have more flexibility to use his/
her professional judgment to determine how and
when to use the drug without resorting to extra-
label use nearly as often.

NCIMS Monitoring

Over the past few years, we have become concerned
about the reliability of screening tests being used to test
milk for animal drug residues. The reliability of these
tests were questioned at the 1991 meeting of the Na-
tional Conference on Interstate Milk Shipments, the
organization under which States monitor milk. At the
meeting, Appendix N to the Pasteurized Milk Ordinance
was passed. This appendix requires that all tankers of
milk be tested for beta-lactam drug residues before be-
ing processed for food and that only tests found
acceptable by the FDA be used in the monitoring of milk.

Through this cooperative program, 16 tests were
accepted in 1994. All the tests have been for beta-lactam
drugs. We are now evaluating tests for other potential
residues in milk.

Also at this 1991 meeting, the NCIMS authorized
a national program to compile results of residue testing
by industry and regulatory agencies. FDA subsequently
awarded a contract to develop a National Milk Drug
Residue Data Base. The database was designed to pro-
mote maximum participation by the dairy industry to
report on a voluntary basis all of their testing, without
compromising any confidential data.

As of October 31, 1994, all fifty states and Puerto
Rico were participating in the database program. How-
ever, it is important to recognize that this is a voluntary
reporting program and the samples and tests reported
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do not necessarily represent one hundred percent of the
milk supply from every state.

The following is a short summary of the survey
results. During the period October 1, 1993, to Septem-
ber 30, 1994, there were 4,179,108 milk samples
analyzed for animal drug residues. Of these samples,
3,693 tested positive for a residue. A total of 4,589,085
tests were reported on the samples representing 14 dif-
ferent groups or families of individual drugs. Forty
separate testing methods were used to analyze the
samples for residues. Detailed information is available
from CVM by calling (301) 594-5902.

Conclusion
CVM is in the process of implementing many

changes. We realize that whatever changes are made
must be scientifically relevant and legally sound if we

are to maintain confidence in the drug approval process
and, ultimately, the safety of milk, meat, and eggs. We
are 100% committed to improving the availability of ap-
proved new animal drugs, but we all must realize that
it will take cooperation among everyone associated with
the use of animal drugs to bring about beneficial
changes. CVM can be the catalyst to bring all the ap-
propriate parties together and to coordinate their
actions.

I want to convey to you our commitment to
improve drug availability and improve commu-
nication between industry and the Agency. From
pre-approval conferences with pharmaceutical
firms, to adverse drug experience reporting, we
hope to work more closely with our various con-
stituencies to meet all our goals. We would like to
hear your thoughts on these issues.

Abstract

Control of BSE: MAFF tightens up on feed production

Veterinary Record (1995) 137, 107

The Ministry of Agriculture, Fisheries and Food
(MAFF), United Kingdom has announced 'a strength-
ening of the rules' for preventing tissue potentially
infected with the BSE agent from entering the cattle
feed chain. It also says that there is 'room for improve-
ment' in the application of existing rules in some
slaughterhouses, and that further action is under way
to deal with this.

In answer to a written parliamentary question
from Mr. Edward Garnier (Con; Harborough) on July
19, Mr. Douglas Hogg, the agriculture minister, said that
the ruminant feed ban introduced in July 1988 had been
successful in bringing the epidemic under control, as
there were now 44.6 per cent fewer suspect cases being
reported compared with the same period last year. How-

ever, he continued, there had still been cases of BSE in
animals born after the ban, which suggested 'some con-
tinued leakage of BSE infective material into animal
feed'. To date, 20,219 cases of BSE have been confirmed
in cattle born after the feed ban, and MAFF attributes
these cases to a food-borne source of infection.

At a press conference on the same day, the Chief
Veterinary Officer, Mr. Keith Meldrum, said that
MAFF's investigations had so far shown no evidence of
maternal transmission of BSE. However, MAFF had
found, when its Meat Hygiene Service took over control
of slaughterhouses in April this year, that some 'fine
tuning’ of controls in slaughterhouses and processing
plants was needed to prevent potentially infected mate-
rial finding its way into cattle feed.
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