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I would like to provide special acknowledgment to those in eVM responsible for 
authoring various sections of this presentation, including, bUl not limited to, 
Dr. Stephen Sundlof, Dr. G. A. Mitchell, Dr. Linda Tollefson, Dr. Andrew J. 
Beaulieu, Mrs. Judy Gushee, Mrs. Linda Grassie, Dr. John Honstead. 

I am delighted to have this opportunity to talk with you today about a number of 
subjects that I believe are of concern to you as veterinarians and as stake-holders 
in the dairy industry. You and the Center for Veterinary Medicine are 
collectively face d with challenging and complex issues. If we agree to work 
together toward improving human and animal health, everyone benefits. Let's 
take a look at some of the things that I believe we need to do. 

IMPROVING DRUG AVAILABIUTY 

We are witnessing a significant change in animal health care -- an improvement of 
products and the quality of data supporting their safety and effectiveness driven by 
ever-improving science and technology. As older drogs are leaving the 
marketplace, newer, safer, more effective animal drogs are entering the arsenal. 
The animal drogs being approved today are backe d by scientific data of 
unprecedented quality, demonstrating human food, environmental, and target 
animal safety as well as therapeutic effectiveness. 

As in many aspects of medical science, CVM is being hurled forward by the 
information age. What was considered quality veterinary medicine 10 years or 
even 5 years ago has been supplanted. This causes continual re-evaluation of 
approaches to disease treatment, prevention and control. Rapid change causes 
new challenges to emerge at an increased pace. The rate at which new therapies 
are being discovered in clinical medicine is accelerating. The apparent gap 
between approved, available, safe and effective animal drogs and the needs of the 
animal may increase by this very factor alone. We must simultaneously improve 
the pace of drog research and development and the drog review and decision 
process. 

The marketplace for our nation's livestock producers is rapidly changing. 
Consumers want food products free from residues -- healthful, convenient and 
inexpensive. Our nation's producers are increasingly involved in international 
markets where competition is keen and food safety issues, whether real or 
perceived, can cause barriers to equitable trade. From an animal drog 
perspective, we need to put our producers in a competitive position. One of the 
ways we do that is by being sure that we have done everything we can do to make 
sure that livestock producers have access to the quality, safe, and effective drogs 
that they need to produce food and fiber efficiently. The real public health 
aspects of lives to ck production are sometimes hard to describe. One aspect is 
clear, and that is that an inexpensive, safe and wholesome food supply is a 
fundamental pillar of public health protection that should not be underestimated. 
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We need to recognize that the process of bringing drugs from discovery to market 
is a complex process with numerous decision points that determine whether a 
drug will reach the marketplace. There are a number of externai and internai 
influences that will ultimately determine the fate of a given compound. These 
factors involve both domestic and international issues. Domestically, these factors 
include the anticipated market, the cost of development, the cost of regulatory 
review and the cost to maintain the product in the marketplace. These influence 
the thinking of stockholders and corporate leaders as they consider the relative 
worth of not just the individual products, but entire animal drug research and 
development units. We recognize that regulatory standards and review 
procedures established by the Center for Veterinary Medicine significantly impact 
on corporate decision making regarding new animal drug products. Also the 
anticipated time to be expended in meeting these standards and working through 
the regulatory process may be as important as the direct costs associated with 
conducting the required research. 

DRUG AVAILABILI1Y 

I think we can all agree that the drugs currently under review at the Food and 
Drug Administration, as well as those recently approved, are the result of 
decisions made years ago. That is, drugs being approved today are generally the 
product of thinking that occurred 5 to 10 years ago. Similarly, the decisions we 
make today will shape the availability of drugs 5 to 10 years from now. 

I want to focus on the extent that FDA/CVM requirements influence the animal 
drug industry's decision-making process and what we can legitimately do to 
minimize negative impacts. Are we (both FDA and the animal drug industry) 
evolving in parallei with or, better, in anticipation of, the changing environment in 
animal agriculture? What do we need to change to meet the needs of the next 
decade? 

THE ROLE OF THE CENTER FOR VETERINARY MEDICINE 

Like many organizations subject to the stress of increasing workload and static or 
decreasing resources, the Center for Veterinary Medicine's Office of New Animal 
Drug Evaluation (ONADE) will be working very hard on improving the manner 
in which it does its work, in this case, processing New Animal Drug Applications. 
The pre-market approval culture at CVM will become considerably more open to 

. constructive, well-thought-through suggestions regarding how to improve the 
process of NADA review than has been true in the past -- suggestions from both 
within the organization as well as from folks outside CVM. 
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At CVM, we have outlined four goals for improving the animal drog review 
process and the specific activities needed to accomplish them. 

l 

1. Setting the Goal of "Submit Once - Review Once" 

This first goal is the vision statement for improving the efficiency of the new 
animal drog application process. The philosophy behind this goal is a 
commitment to being sure that both the Center and the drog company sponsor 
fully understand, up front, what is expected and agreeing that those expectations 
will not change except for very compelling reasons. Achieving this goal will 
require a cooperative and coordinated effort from both the drog sponsor and 
CVM. The Center will provide more up-front information and/or help to those 
planning to submit an application. In order for an application to be submitted 
ready for scientific review, the sponsor must have a clear understanding of both 
the format and content requirements. This effort will include seminars and 
training sessions explaining all guidelines and requirements of the new animal 
drog approval process. The submission of phased reviews will also be encouraged. 
We believe the phased review process is particularly advantageous for the 
industry. 

Inherent in the "submit it once - review it once" goal is setting minimum 
performance standards for the application. A "refuse to file" policy with a 60-day 
deadline will also be instituted. The policy will avoid the inappropriate use of 
reviewer resources in performing quality controi functions. An application that is 
not complete or does not meet minimum quality standards will not be reviewed. 

2. Improving Communication of CVM Policies to the Animal Drog Industry 

A major concern the industry has expressed regarding the Center's procedures is 
the "moving target" or changing scientific requirements after an agreement has 
been reached with an individual applicant or before a guideline has been revised 
through a public comment process. Changing standards result in delays in 
approvals and the expenditure of additional resources to satisfy changing 
requirements. The Center proposes to eliminate this problem through improving 
the formulation and communication of current Center policies. The Center will 
adopt a policy that generally no new standards will be imposed on new animal 
drog applications with out going through the guideline revision process or some 
procedure where public comment can be offered. 

3. Improve the Timely Review of all Submissions 

The third goal is to improve the timeliness of the review of all submissions. The 
Center has recently implemented a new computerized management system called 
the Submissions Tracldng and Retrieval System (STARS). This system allows 
reviewers and management to track submissions in a variety of ways to ensure 
efficient processing of all submissions. The STARS system will, in the future, 

4 



provide Center management with efficiency rep orts enabling them to bett er 
identify and evaluate potential process problems associated with individual types 
of sub missions, branch and division work loads, and improve process efficiency. 

4. Upgrade the Technology Support for Reviewers 

In order to achieve the fourth goal, the submission of Computer Assisted New 
Animal Drug Applications will be encouraged through cooperative efforts with the 
industry. It has been shown in the computer-assisted review of human drug 
applications that these reviews can be completed in less time. Reviewers will be 
able to make computer searches of these data without ever leaving their computer 
screen. 

The Center may explore video-conferencing to facilitate the exchange of 
information between the drug sponsors and the Center. With video-conferencing, 
the reviewers will be able to hold meetings with industry representatives without 
either party having to travel to the other's location, thus eliminating the travel 
costs, the wasted reviewer's time and part of the delay in completing the review of 
the application. 

EFFlCACY REQUlREMENTS 

The U. S. Code of Federal Regulations requires substantial evidence that new 
animal drugs are effective, consisting of adequate and well-controlled 
investigations, induding field investigation conducted by qualified experts. Based 
on this fundamental requirement, the Center has a great deal of latitude on how 
to reach a decision that this burden of substantial evidence has been met. The 
Center is exploring a number of alternative strategies for meeting this 
requirement. I do want to emphasize that CVM has no intention of lowering 
efficacy standards or allowing lower quality drugs to enter the marketplace; 
however, where appropriate, certain studies which may be redundant or yield data 
which have minimum relevance to a particular use will not be required. The 
Center will allow greater flexibility in the types and extent of studies required to 
demonstrate effectiveness, and this in tum should reduce the expense and time 
required for drug approval. CVM's mission is to maintain a scientifically 
defensible standard for proof of safety and effectiveness that consumers, 
veterinarians, animal owners and producers can rely on and, at the same time, not 
allow the requirements for NADA approval to become so onerous as to inhibit 
research and development of needed animal drug products. 

CVM personnel are developing their own ide as for alternative approaches to 
gathering effectiveness data. One example is the use of pharmacokinetic 
extrapolation from existing products for new dosage forms and routes of 
administration, and even for inter-species and inter-dass extrapolations. Another 
example is the development of standardized measurement systems for dinical 
endpoints to provide comparable results in certain disease conditions. This would 
enhance the user's ability to make more knowledgeable treatment selections 
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between drug and doses depending on the desired outcome. Another example 
under consiqeration is the development of host/ disease relationship criteria 
allowing fot the extrapolation from one disease state to another based on 
pharmacokinetic and/or MIC breakpoint information. In certain circumstances, 
we have customized effectiveness data packages to combine study objectives into 
single studies reducing the cost and number of animals needed. We are looking 
at the critical attributes of foreign-generated data and exploring the extent to 
which we can incorporate such data into efficacy packages. This will allow finns 
to take advantage of research conducted both domestically and abroad to 
simultaneously satisfy the regulatory requirements for approval in several 
countries. Many of these concepts are highly theoretical and will undergo the 
same scrutiny as suggestions coming from outside CVM. 

FLEXIBLE LABEL/NG PO/NTS TO eONS/DER DoeUMENT 

One of the most significant guidelines under development relates to the flexible 
labeling of prescription antimicrobial drugs. The initial formal step in developing 
the guideline is announcement of the availability of a "points to consider" 
document which describes the principles upon which a proposed guideline will be 
based. Final drafting of a proposed guideline will depend upon comments on the 
"points to consider" document. While all future Center guidance may not follow 
this same path, it is likely that significant guidance documents will do so. It is 
important in developing such standards that all involved parties have ample 
opportunity to participate. Establishing a consensus, if possible, on the principles 
underlying a document before moving on to the implementing language should 
improve the process significantly. 

The princip les of the flexible labeling guideline involve utilizing pharmacokinetic 
data and in-vitro microbial inhibition data to establish a theoretical dose for each 
disease/organism claimed on the label which would subsequently be confirmed as 
effective in adequate and well-controlled field trials. Each of the field-trial 
confirmed doses would appear on the label as a suggested dos e for the associated 
disease claim. In addition, a dos e range would appear on the label. The low end 
of the dose range would be the lowest suggested dose and the high end would be 
a dos e determined to be safe for the target species. (For food animals, the high 
dose would also have to result in a practical withdrawal period.) The labeling for 
the product would bear pharmacokinetic data as well as microbial inhibition data 
related to any pathogenic organism associated with any disease claim on the label. 
(For food animals, labeling would contain information correlating dos e and 
withdrawal period). Veterinarians could use or prescribe the use of the product 
within the dose range permitted on the label--guided by all of the information in 
the labeling--without fear of violating prohibitions against extra-Iabel use. 
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Establishing the high end of a dos e range by means of target animal safety data 
will likely involve revision of current target animal safety guide lines which are 
based on a multiple of a fixed-dose approach to establishing product safety. It is 
likely that CVM will follow a process similar to that used for the flexible labeling 
guideline in revising the target animal safety guidelines. 

With respect to both target animal safety and effectiveness, CVM anticipates that 
new guidance will encourage considerably more flexibility than has traditionally 
been the case. 

REGULATlON REWRITE 

ONADE is in the process of codifying the basis for much of this increased 
scientific and administrative flexibility by revising its basic procedural regulations-
specifically, 21 CFR 511 which provides for the use of Investigational New Animal 
Drogs and 21 CFR 514 which provides for the submission and review of New 
Animal Drog Applications. Revisions of the latter regulations have already been 
proposed and commented on. The Center anticipates a reproposed revision of 
514 and a proposed revision of 511 to be simultaneously published for comment, 
sometime in 1994. 

ONADE has just completed one of its most productive years in terms of 
significant approval actions. The Office hopes to maintain a similar level of 
productivity in FY94, while, at the same time, laying the groundwork for 
significant improvement in the future. 

SUMMARY 

As you can see, CVM is very active in working to improve the approval process 
and to enhance drog availability. We are open to and encourage constroctive 
criticism that will make us more efficient and responsive. The dilemma of 
inadequate drog availability will not be quickly resolved. We need to bring to the 
marketplace animal drogs that are assets to animal health care. We need to 
anticipate modem therapeutic regimes that will be needed 5 to 10 years from now 
and not waste resources on products that have a niche only in today's 
marketplace. We need to target products that will not only be profitable to the 
pharmaceutical industry and their stockholders, but also advance veterinary 
medicine and keep our nation's livestock producers competitive. 

VETERINARIANS AS CUNICAL INVESTIGATORS 

As we discussed, the Food and Drog Administration is responsible for the 
regulation of, among other things, animal drogs. This inc1udes the regulation of 
the investigation and approval of new animal drogs. In order for the Food and 
Drog Administration to approve an animal drog, the agency must be convinced 
that a drog is safe and effective for a particular intended use. This decision is 
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based on substantial evidence consisting of adequate and well-controlled studies 
to determine the safety and effectiveness of a new animal drog. 

For the m6st part, the generation of this data is sponsored by pharmaceutical 
firms. The firms do some of their work in their own facilities and contract out 
other study work to clinical investigators. Studies evaluating the effectiveness of a 
new animal drug are the most common types of studies contracted to clinical 
investigators. The animal health pharmaceutical industry has a continuous need 
for clinical investigators that maintain a high level of integrity in their work. 

For the practicing veterinarian, this type of work offers an opportunity to expand 
practice income, to do something new and different to break the old routine, and 
to leam clinical investigatory techniques that in many cases, are applicable to 
clinical practice. H you are interested in exploring the possibility of becoming a 
clinical investigator for a new animal drug(s), I suggest that you obtain a copy of 
"Conduct of Clinical Investigations: Responsibilities of Clinical Investigators and 
Monitors for Investigational New Animal Drug Studies". Single copies of this 
document are available free from the Center for Veterinary Medicine by writing 
or telephoning: 

Ms. Mary Alice Miller 

Chief, Communications and Education Branch, HFV -12 
Food and Drug Administration 
Center for Veterinary Medicine 

7500 Standish Place 
Rockville, Maryland 20855 

(301) 594 - 1755 

Additionally, I suggest talking to technical service veterinarians and other 
pharmaceutical firm representatives about becoming involved in c1inical 
investigations. Drug trials require time and effort and the practitioner must pay 
attention to detail, but the rewards are worth the effort. I encourage you to 
consider getting involved in animal drug trials. 

AMERICAN CYANAMID PLEADS GUILTY IN POULTRY DRUG CASE 

We have been receiving inquiries about the American Cyanamid Company's 
February 28, 1994, guilty plea for failure to maintain accurate records in its 
effectiveness studies for Cygro in combination with other animal drugs. These 
combination drugs are given to poultry to increase weight gain and feed efficiency. 
The study results were submitted to FDA by Cyanamid in the firm's new animal 
drug applications. 
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Charges were also filed, on March 11, against Dr. David L. Sharkey, the 
Cyanamid employee who was responsible for supervising the Cygro studies. As 
part of the plea agreement between Cyanamid and the United States, the firm 
agreed to pay a $200,000 fine plus government investigation costs of $200,000. 

According to the Department of Justice's statement of facts, study records 
maintained by Cyanamid contained inaccurate data about the weight and feed 
consumption of birds in the Cygro combination studies. The records also 
contained incorrect drog assay results, did not indicate that certain animals had 
been intentionally exposed to a common disease organism that may have 
enhanced the effect of the combination drogs, and did not include certain adverse 
reactions observed. Failure to maintain accurate and complete records of the use 
of new animal drogs in field investigations is a violation of the Food, Drog and 
Cosmetic Act. Cygro (maduramicin ammonium) was originally approved in 1989 
for prevention of coccidiosis, a serious disease in poultry. Subsequently, approvals 
were granted for use of Cygro in combination with bacitracin MD, in combination 
with roxarsone and in combination with chlortetracycline. The combination 
products have been withdrawn from the market by the company in response to 
FDA's concerns. The investigation that led to the filing of the se charges is part of 
a broader effort to ensure the integrity and accuracy of all scientific data 
submitted to the FDA in support of applications to market drogs for animal or 
human use. As part of the plea, Cyanamid has agreed to cooperate with FDA in 
this effort. Cyanamid is headquartered in Wayne, N.J. 

BOVINE SPONGIFORM ENCEPHALOPATHY (B SE) 

As you know, BSE is a contagious neurologic disease of cattle. It's cause 
has not been identified but is thought to be related to scrapie in sheep and 
Kuro and Krutzfeld-Jacobs disease in humans. Presently, BSE is not 
thought to occur in the United States. BSE is spread by feeding rendered 
products from BSE-infected cattle to other cattle. USDA, APHIS has 
prohibited the importation of certain bovine products from BSE countries 
since July of 1989. Epidemiological studies in the U.K indicate that 
feeding calves rendered sheep products infected with scrapie may have 
initiated BSE in cattle. 

In 1989, the rendering industry suggested banning sheep over one year old 
from being rendered for inclusion in cattle rations. A 1992 FDA survey 
showed incomplete compliance with the ban. Currently, no cases of BSE 
have been diagnosed in the United States, but scrapie-infected sheep flocks 
are present in the U .S. and the scrapie agent is known to survive the 
rendering processes in the U. S. CVM is in the process of finalizing a 
proposed regulation on the feeding of rendered sheep products to cattle. 
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A USDA comparison of U.K. and U.S. livestock, slaughter and rendering 
industries demonstrates the U .S. has: 

o less scrapie with USDA control programs; 
o smaller sheep/cattle population ratio (32 times less); and 
o smaller sheep/cattle raw material for rendering ratio (14%/0.6%). 
Therefore, the risk may be smaller in the U.S. Also, the riIminant-to
ruminant feeding ban is working to halt further exposure of U.K cattle to 
the BSE agent such that the BSE epidemic in the U.K is slowing down. 

Presently, it is the opinion of CVM that a ruminant-to-ruminant ban is not 
needed; however, a single case of BSE in the U.S. may cause severe 
restrictions on ruminant proteins processed for ruminant feeds. 

SUPPLEMENTATION OF SELENIUM TO ANIMAL FEEDS 

On September 13, 1993, the agency published a final rule staying the 1987 
amendments to the selenium food additive regulation. The agency 
determined that the information in the published literature, finding of no 
significant impact, and environmental assessment were inadequate to 
support the 1987 amendments. On September 13, 1994, one year after 
publication of the final rule, CVM will reassess the stay and decide to 
revoke the 1987 amendments or extend the stay pending the progress made 
to gather the environmental information needed. 

Also in the Federal Register rule, the agency stated that it would exercis e 
regulatory discretion and would not take regulatory action against feeds, 
supplements, and premixes marketed in compliance with the 1987 
amendments for a period of 1 year. Similarly, the agency will use 
regulatory discretion and not take action against the intra-ruminal bolus for 
a period of 8 months. 

The one-year enforcement discretion period was intended to facilitate an 
orderly transition to the maximum use levels permitted before the 1987 
amendments, to permit the use of existing stocks of feed and 
mineral mixes, and to allow for adjustments in manufacturing processes as 

required to comply with the pre-1987 selenium regulation. 

As a result of the stay of the 1987 selenium amendments, the maximum 
permitted supplementation levels are reduced to those in effect prior to the 
1987 amendments [0.1 ppm in diets for poultry, dairy and beef cattle, and 
swine (except prestarter and starter swine); 0.2 ppm in diets for turkeys; 
and 0.3 ppm in diets for prestarter and starter swine]. Also, use of the 
intra-ruminal bolus for cattle that provided 3 mg/head/day is not permitted 
as a result of the stay. The requirement that every batch of selenium 
premix be analyzed is also reinstated. FDA has made available a 
colorimetric method to determine selenium in premixes. 
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CVM participated in a Environmental Roundtable on Selenium sponsored 
by the Forum for Animal Agriculture on January 25 and 26, 1994. A 
consensus report summarizing the discussions at the meeting is being 
prepared. CVM will assist in the review of the draft document. On March 
8, 1994, the CVM denied a request by Dr. Harold Hintz, on behalf of the 
National Research Council's Committee on Animal Nutrition to extend the 
period of regulatory discretion beyond the one-year period. CVM has 
objected to any extra-Iabel use of selenium in feed. Veterinarians should 
not be allowed to prescribe higher levels of selenium in feeds than 
permitted by the regulation. 
In September 1994, CVM will review the progress made to obtain the 

environmental information to reassess the validity of the stay. Scientists at· 
CVM are willing to meet with individuals and organizations to discuss 
research needed to complete an adequate environmental analysis. 

PRESCRIPTION CLASSIFICATION OF ANTIMICROBIAL DRUGS 

On May 4, 1992, Dr. Guest, Director, CVM, stated at the 52nd Annual Meeting 
of Animal Health Institute (AHI), Palm Beach, Florida that CVM intended to 
adopt a policy that would reserve antimicrobial products for prescription use only. 
In June 1992, Dr. Guest formed and charged an internal ad hoc committee to 
evaluate the Center's policies related to the prescription versus over-the-counter 
designation of antimicrobial drugs and examine the basis of the existing policies in 
light of current knowledge and experience. From this evaluation, the committee 
was to explore the breadth of necessary change and recommend steps for 
implementation. A Center-accepted final report was forwarded for Federal 
Register publication on August 1, 1993. 

The current Center policy is found in CVM Policy and Procedure Guide 
1240.2220 "Classification of OTC and Rx Drugs. The report makes 14 
recommendations to the Center Director. Recommendations 7 and 8 pertain to 
antimicrobiai drugs in animal feeds. In a letter dated August 17, 1992, responding 
to inquiries from Congress, CVM stated that the Center intends to offer the 
public an opportunity to comment when the policy has been developed addressing 
the prescription status of antimicrobial drugs. The Center has received letters 
from AHI and American Feed Ingredient Association (AFIA) commenting on the 
committee report. 

The major change recommended by the Rx/OTC Animal Drug Committee 
in its report of August 1993 is that all new antimicrobial drugs intended for 
therapeutic use in animals be restricted to prescription status, including 
their administration to animals through feed. According to the committee's 
recommendations for implementation with respect to medicated feeds, feed 
manufacturers wishing to use Rx Type A Medicated Articles would need to 
submit medicated feed applications (MF As), register with FDA as a drog 
manufacturer and comply with the more stringent set of cGMP regulations 
regardless of the drug's category. A veterinarian would need to write the 
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prescription which a feed manufacturer would use as its legal basis to 
dispense the medicated feed. This medicated feed would have to be made 
and labeled in compliance with the drog's approved NADA and 
regulation' - Le., there would be no extra-Iabel use. 

The implementation recommendations will require regulation changes 
before being instituted. Notice-and-comment roiemaking may be 
necessary. The Rx status is necessary because adequate directions for the 
drog's safe use cannot be written by a lay person; that is, a veterinarian's 
diagnosis !s needed. 

The committee recommended that "CVM should coordinate with American 
Association of Feed Controi Officials and state pharmacy boards to provide 
for dispensing prescription drogs and to determine the records that are to 
be kept by the feed mills." Identification and resolution of the issues 
associated with this point are critical. CVM's Office of Surveillance and 
Compliance and ORA's Division of Federal State Relations have begun 
work on the "pharmacy" issues. A survey of state pharmacy boards and 
other state components is being developed to gather information to help 
articulate the issues. 

We expect and look forward to significant discussion of the 
recommendations and their implementation. 

ILLEGAL SALES OF VETERINARY PRESCRIPTION DRUGS 

Over the years, FDA has initiated a number of enforcement actions against 
individuals and firms for illegal sale of veterinary prescription drogs. With 
the prospect of all new antimicrobial drogs being prescription and the 
appearance of products for prescription medicated fe eds, the agency 
expects to increase the enforcement emphasis on compliance with the 
distribution and sale requirements for prescription drogs. 

Veterinary drog products bearing the prescription drog legend "Caution: 
Federal law restricts this drug to use by or on the order of a licensed 
veterinarian " are subject to restricted distribution, as the legend implies. 
These drog products must be: 

a) in the possession of a person (or agents or employees) regularly and 
lawfully engaged in the manufacturer, transportation, storage, or 
wholesale distribution of drogs limited to prescription distribution; or 

b) in the possession of a retail establishment, hospital, or clinic pharmacy, 
or other person authorized under State law to dispense prescription 
veterinary drogs which is regularly and lawfully engaged in dispensing 
prescription veterinary drogs; or 
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e) in the possession of a lieensed veterinarian for use in the eourse of a 
professional praetice. 

A person or establishment is eonsidered "regularly and lawfully engaged" if 
lieensed by the appropriate state lieensing authority and is otherwise 
eomplying with loeal, state, and federal, laws regarding preseription drog 
distribution. 

The CVM has issued a program entitled "Illegal Sales of Veterinary 
Prescription Drogs" to the Compliance Program Guidance Manual. This 
program provides guidance to the FDA's field office s pertaining to 
surveillance, conducting investigations, and initiating enforcement actions 
relative to illegal distribution of prescription veterinary drog products. 
Emphasis is placed on segments of the industry known to have the highest 
violation rates and on illegal distribution for food animal use. FDA 
cooperates with the states and frequently assists the states in taking 
licensure action under their laws. FDA can and has taken legal action 
against individuals involved in the illegal distribution of prescription 
veterinary drogs. 

We will be asking the FDA District Offices to increase resources applied to 
this work as part of an integrated effort to further reduce the occurrence of 
illegal drog residues in edible products from food-producing animals. We 
are particularly concemed about the activities of mail order operations, 
mobile peddlers with prescription drogs on board that are not accompanied 
by a valid prescription or alternatively an invoice to a specific veterinarian, 
and the use of "check list" prescriptions. 

You may be aware that recently FDA's Office of Criminal Investigations 
(OCI) became functional, and it is already very active in a number of 
investigations involving various areas under CVM's program 
responsibilities, I expect that they will be active in the area of illegal 
distribution of prescription veterinary products. OCI agent 
s are specially trained in the conduct of investigations of criminal activities 
and add a new dimension and capability to the Food and Drog 
Administration. 

FDA often receives information of illegal activities from outside sources. 
We encourage and solicit the sharing of such information with CVM or the 
local FDA District office. FDA maintains confidentiality of the sources or 
will receive information anonymously. Further, it would seem to be good 
business practice for the industry to have a "leveI playing field." I believe 
that you can assist the FDA in this effort. Tell the FDA District Office 
about the rogue individuals with whom you compete. We will do our best 
to ensure that both your competitor and you are in compliance. 
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VETERINARIANS INDlcrED/SENTENCED IN ANIMAL DRUG CASES 

On March 25, 1994, Dr. Charles A Thomas, Fort Dodge, Iowa, was indicted on 
three counts of distributing adulterated animal drogs and one count of conspiracy. 
The indictment alleges that from about October 1990 until ab out May 1993, 
Thomas, a veterinarian, conspired with other unnamed persons to violate the 
Federal smuggling statute and the Federal Food, Drog, and Cosmetic Act. The 
indictment also alleges that between March and May 1993, he distributed 
clenbuterol, an unapproved new animal drog. The indictment alleges that he 
distributed the drog in Iowa, Indiana, Missouri, and Oklahoma. 

Thomas faces a maximum penalty of five years imprisonment or a $250,000 fine 
or both for the conspiracy count, and a maximum penalty of three years or a 
$250,000 fine or both for each of the three Food, Drog, and Cosmetic Act 
charges. The case was investigated by the Office of Criminal Investigations of the 
Food and Drog Administration and is being prosecuted by the Office of 
Consumer Litigation of the U.S. Department of Justice. 

The U.S. Attorney for the Western District of Wisconsin announced on Febroary 
1, 1994, that two veterinarians had pleaded guilty in U.S. District Court in 
Madison to a felony violation of the Federal Food, Drog, and Cosmetic Act. 
Douglas M. Van Damme and Clinton D. Andersen, both of Baldwin, Wisconsin, 
pleaded guilty to failure to register a drog manufacturing establishment, with the 
intent to defraud and mislead. 

In July 1993, a Federal grand jury in Madison returned a seven-count indictment 
against the two veterinarians, charging them with manufacturing and distributing 
unapproved and improperly manufactured and labeled animal drogs from 1986 
through mid-1992. After Van Damme and Andersen received a warning letter 
from the FDA in 1986, Van Damme falsely told the FDA that he and Andersen 
were no longer in business. The indictment alleged that they took steps to avoid 
being regulated by FDA, including changing their business name, relocating their 
manufacturing facility, issuing invoices with no business name or address on them, 
obtaining an unpublished telephone number, and altering invoices. 

The evidence in this case included drogs and other items seized in a search at the 
Kaleidoscope Inn in May 1993. Andersen and Van Damme were manufacturing 
drogs in the basement of the Inn, a "bed and breakfast" in Baldwin, Wisconsin, 
owned by Andersen. During the search of the premises, FDA investigators seized 
measuring equipment, containers used to package drogs, bulk drog ingredients, 
and unapproved and improperly labeled drogs. The drogs included clenbuterol 
and rifampin, two drogs that have no approved use in food-producing animals. 

Assistant Attorney General Frank W. Hunger, head of the Justice Department's 
Civil Division, said the govemment brought this prosecution because the use of 
unapproved drogs in food-producing animals is a significant public health concern 

14 



"The primary concern is that these drugs, which are of unproven safety, may end 
up in meat, miIk, and eggs intended for human consumption. Another concern is 
that the effectiveness of these drugs has not been demonstrated," Hunger said 
"Thus, their use could actually harm the animals who receive them and cause an 
economic loss to the farmers who own these animals." 

The U.S. Attorney for the Western District of Wisconsin announced on April 14, 
1994, that veterinarians Douglas M. Van Damme and Clinton D. Andersen were 
each sentenced to 15 months in Federal pris on for illegally manufacturing and 
distributing unapproved and improperly labeled drugs for use in food-producing 
animals. Van Damme and Andersen were also fined $250,000 each. As part of a 
plea agreement, Van Damme and Andersen, pleaded guilty to one felony, failure 
to register a drug manufacturing establishment with the intent to defraud and 
mislead. At the sentencing, the remaining six counts of the indictment against the 
defendants were dismissed. 

WHEN DOES COMPOUNDING BECOME MANUFACfURING 

Where is the line that separates compounding from manufacturing? Determining 
where this line is has some importance here today, presumably because the 
answer to this question will assist in determining if a compounded drug is legal. 
However, knowing where to draw the statutory line between compounding and 
manufacturing is not particularly useful in determining whether a product is legal. 
The terms manufacturing and compounding are treated similarly throughout the 
Food, Drug and Cosmetic Act. Whether a product is manufactured or it is 
compounded it is subject to very similar legal requirements. 

Under the policies of the agency there are some differences, however. These 
differences are found in the agency's regulatory priorities which are bas ed on the 
view that compounding is intended to be a far more limited production process 
than that of manufacturing. These policies reflect the agency's understanding of 
compounding as a production process which is performed by a practitioner or a 
pharmacist on a much smaller scale than that of a manufacturer. That scale is 
limited to the scope of a practice. 

A review of the use of the words compounding and manufacturing in the Food, 
Drug and Cosmetic Act is helpful in understanding any differences based on the 
law. Section 510 of the Act, Re~stration Of Producers Of Dru~s And Devices 
states "as used in this section the term manufacture, preparation, propagation, 
compounding or processing shall include repackaging or otherwise changing the 
container, wrapper, or labeling of any drog package or device package in 
furtherance of the distribution of the drog or device from the original place of 
manufacture to the person who makes final delivery or sale to the ultimate 
consumer or user." Notice that manufacturing and compounding are both used to 
describe some part of the drog production process requiring registration. There is 
no insight into any legal distinctions between the two terms. 
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21 CFR 207.3(a)(8), Registration Qf Producers Of Dro~s And Ustin~ Of Dro~s In 
Corornercial Distribution, states "manufacturing or processing means the 
manufacture, preparation, propagation, compounding or processing of a drog or 
drogs as used in section 510 of the act and is the making by chemical, physical, 
biological or other procedures of any artic1es that meet the definition of drogs in 
section 201(g) of the Act. The term inc1udes manipulation, sampling, testing, or 
controi procedures applied to the final product or to any part of the process. The 
term also inc1udes repackaging or otherwise changing the container, wrapper or 
labeling of any drug package to further the distribution of the drug from the 
original place of manufacture to the person who makes final delivery or sale to 
the ultimate consumer." This section offers some insight into defining what the 
processes are associated with manufacturing and compounding, but again, there is 
no distinction made between the legal requirements for compounding versus those 
for manufactunng. 

Section 507, Certification Qf Antibiotics, refers to "every person engaged in 
manufacturing, compounding, or processing any drug within the purview of this 
section .... " 21 CFR 205.3, Guidelines For ~ Licensin~ Qf Wholesale 
Prescription Dru~ distributors defines manufacturer as "anyone who is engaged in 
manufacturing, preparing, propagating, compounding, processing, packaging, 
repackaging or labeling of a prescription drug". Again and again the terms are 
used together with no legal distinctions. 

As a general rule, drug processors are subject to registration requirements and 
inspection. But even in those sectiollS of the Act which exempt practitioners and 
pharmacists from registering and certain inspectional requirements the terms 
compounding and manufacturing are used the same. Section 510(g)(2) states: 
(registration requirements shall not apply to) "practitioners licensed by law to 
prescribe or administer drugs or devices and who manufacture, prepare, 
propagate, compound or process drugs or devices solely for use in the course of 
their professional practice". Section 704 states "records review ... shall not apply to 
practitioners ... who manufacture, prepare, propagate, compound, or process drugs 
or manufacture or process devices sol ely for use in the course of their professional 
practice." The key to distinguishing compounding from manufacturing is not 
derived from the laws which FDA enforces but seems to have originated in FDA 
speeches, court cases and guidelines of the agency. Within the agency the term 
compounding has come to be referred to as that which the practitioner or 
pharmacist does within a practice. For example, Compliance Policy Guide 
7132.06, Hospital Pharmacies : Status & Im!g Manufacturer, refers to 
compounding as that which is performed by the hospital pharmacy for use by 
those affiliated with the hospital. New compliance guide 7132.16, Manufacture. 
Distribution And Promotion Qf Adulterated. Misbranded. Or Unapproved New 
Dru~s For Human ~ fu State-Ucensed Pharmacies states that "FDA recognizes 
that pharmacists traditionally have extemporaneously compounded and 
manipulated reasonable quantities of drugs upon receipt of a valid prescription for 
an individually identified patient from a licensed practitioner." Compliance policy 
7125.10, Veterinarian W Qf New Animal Dru& Substances refers to veterinarian 
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compounded substances. The Schuyler decision, as many of you are probably 
aware, refers to veterinarian-compounded products. The term is repeatedly used 
to refer to drog production performed by a pharmacist or a practitioner. 

We are at the point within the Center for Veterinary Medicine of defining what 
our regulatory priorities and policies for compounded animal drogs will be so that 
we may develop written guidance. We understand what the inspectional and 
registration exemptions are for practicing veterinarians. We also understand the 
lack of any exceptions for compounding unapproved new animal drogs. We know 
our enforcement capabilities and the legitimate medical needs of the veterinary 
profession. 

A threshold issue in any regulatory decision and the development of any policy 
will be determining whether the drog was produced ''within a practice" as currently 
defined by the A VMA. This will assist in deciding if inspectional or registration 
exemptions are authorized. Unless there is strict adherence to all the parameters 
of the veterinarian-client-patient relationship, drogs produced by the veterinarian 
are considered manufactured and not compounded. Any regulatory discretion 
afforded by the policy will not be considered if the V-C-P relationship is not 
operative. We also expect we will consider such issues as product promotion, 
production scale, medical need, professional training and specialized equipment 
needs. More than anything, you may expect that the veterinary compounding 
policy will emphasize great need and small risk in the compounding of 
unapproved new animal drogs. 

VETERlNARY PHARMACEUTlCAL COMPOUNDING 

A Symposium on Veterinary Pharmaceutical Compounding was held in September 
1993. The discussions concluded with the drafting of working group 
recommendations. The entire proceedings and the working group 
recommendations are to be published in the J oumal American Veterinary 
Medical Association (JAVMA). The CVM will consider these proceedings and 
recommendations after the information is in print. 

In the meantime, we have again activated the work of drafting this CPG. This 
work is guided by 3 purposes: 

1. To protect public health from harmful drog residues that arise from the use of 
compounded products in food-producing animals. 

2. To provide concise guidance to distinguish between acceptable and 
unacceptable compounding activity. 

3. To provide enforcement guidance on actions involving compounding. 

We recognize that a veterinary medical need for compounding has been 
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acknowledged as essentiaI within certain therapeutic areas in veterinary practice. 
The current state of veterinary medicine requires products to treat hundreds of 
disease and health conditions in dozens of species. We also recognize that 
business anä market realities in the animal health industry limit development and 
approval of drog products to a fraction of these needs. Consequently, 
compounding helps to provide the required products to treat diseases, conditions, 
pain, and suffering in animals for which no FDA-approved product-of-choice is 
available and in many instances unlikely to ever be approved and commerciaily 
available. 

While it is in the public interest to allow needed compounding, it is in the greater 
public interest to ensure that compounding is safe both to the consumer of 
products from food-producing animals and to the animals themselves. 

This guidance, which is ultimately to be a compliance policy guide for use by FDA 
Investigators, will require extensive internal discussions. We are planning to 
discuss the issues at the A VMA Annual Meeting on July 11, and to complete the 
policy by September 1994. 

ADVISORY COMMfITEES TO MEET 

The Food and Drog Administration's Veterinary Medicine and Anti-Infective 
Drogs advisory committees will hold a joint meeting on May 11-12, 1994. The 
meeting concerns the use of fluoroquinolones in food animal medicine. The 
committees will discuss the relative benefits and risks to animals and humans of 
the use of fluoroquinolones in food animals, in light of possible concerns about 
microbial resistance to fluoroquinolones. 

REPORTING OF ADVERSE DRUG REACTIONS 

You are probably aware of the FDA's recent activity in encouraging the reporting 
of adverse drog re actions for human drogs. This is called the MEDWatch program 
and it applies to human medical devices and biologics as weil as drogs. Some of 
the calls to MEDWatch apply to veterinary drogs. 

In CVM, we are concerned about the relative lack of activity in reporting adverse 
re actions to veterinary drogs. We suspect that the advers e reactions to veterinary 
drogs are grossly under-reported. In response to these concerns, we are examining 
the current CVM advers e drog reaction reporting program under 4 objectives. 
These are similar to those already active under the MEDWatch program. 

1. to increase awareness among veterinarians and animal owners of the potential 
for veterinary drog and device induced disease 

2. to clarify the types of reports FDA seeks to review and enhance the quality 
and quantity of these reports 
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3. to make it easier for veterinarians and others who administer drogs and 
observe animals to report adverse product experiences to FDA/CVM 

4. to keep veterinarians and others rapidly informed ab out new veterinary drog 
safety information as it evolves. 

mE MANAGEMENT OF SHORTAGES OF MEDICALLY NECESSARY 
VETERINARY PRODUCTS 

As this exists at the moment, it is a compliance guide in CDER's Staff Manual 
(Guide CDER 4405.4). It establishes CDER procedures for the evaluation of drog 
shortage situations, so that appropriate actions may be taken promptly. The goal 
of current work in CVM is to establish guidance and procedures for the 
evaluation of essential animal drog product shortage situations, so that 
appropriate actions may be taken promptly. 

MEDlCALLY NECESSARY VETERlNARY PRODUCT (MNVP) 

A product is considered to be a Medically Necessary Veterinary Produce (MNVP) 
if it is used to treat or prevent a serious disease or condition, or needed to assure 
the availability of safe food products of animal origin and there is no other 
available source of that product or alternative drog that is judged by CVM to be 
an adequate therapeutic substitute. Inconvenience and non-therapeutic uses alone 
are usually insufficient basis to classify a product as MNVP. 

It is Agency policy to attempt to prevent or alleviate shortages of MNVP. An 
MNVP shortage may involve an actual or potential shortage of a drog product. 
The Agency may be alerted to shortage situations by external sources such as 
veterinarians, producer associations, animal health industry, the press, and/or 
consumer groups, or through normal FDA surveillance and enforcement activities. 
FDA requests the reporting of shortage situations, including an assessment of the 
cause(s), and potential solutions. 

Drog shortages may arise from varying causes, such as the unavailability of raw 
materials or packaging components, marketing decisions, and enforcement issues. 
Shortages can be broadly classified as compliance-related or alternatively, 
noncompliance related. 

The Agency response to a situation of a MNVP might be guided, in order of 
priority by protection of public health, animal health, and the environment. 

If a determination is made that a product for which a shortage exists is an MNVP, 
special actions to alleviate the shortage will be considered. These special actions 
may inc1ude discussions with the industry, acceleration of NADA/ ANADA review 
activities, and/or, in extraordinary circumstance, enforcement discretion. In the 
last couple of years, several veterinary product shortage situations might have 
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been considered under guidance and procedures similar to the human policy if it 
had been in effect for veterinary drogs at the time of the shortage. These 
situations in~lude injectable iron dextrans, penicillin, sodium thiamylal, and 
possibly otIters. While, this policy and its procedures will require several months 
for complete finalization, we are beginning to apply this policy and its process to 
current situations. 

CON SENT DECREE FILED IN TISSUE RESIDUE CASE 

On March 16, 1994, a Consent Decree of Permanent Injunction was filed against 
Lone Oak Dairy, Hanford, California, and Bernard Allen Teveide. Lone Oak is a 
large dairy operation which sells cull cows and calves for slaughter for human 
consumption. The U.S. Department of Agricu1ture's Food Safety and Inspection 
Service reported finding a number of illegal residues in edible tissue of animals 
offered for slaughter by this finn. Those residues inc1uded antibiotics such as 
penicillin, neomycin, and streptomycin. Inspection by FDA found the finn 
routinely used injectable penicillin contrary to label directions. especially to 
overdose animals, and used drugs in lactating dairy animals that were not labeled 
for use in those animals. In addition, the finn failed to keep adequate 
medication/treatment records to determine appropriate withdrawal times. The 
Consent Decree requires the finn to establish systems of good husbandry practices 
and proper drug use to prevent illegal residues and avoid adulterating approved 
new animal drugs. 

FDA'S ROLE IN PREHARVEST FOOD SAFETY 

The Food and Drug Administration (FDA) has primary responsibility in the 
federal govemment for food safety in the United States. FDA is charged with the 
enforcement of the Federal Food, Drug, and Cosmetic Act (the Act), and food 
safety related aspects of the Public Health Service Act (PHSA). Under these Acts, 
a part of the FDA responsibility is to ensure that human foods and animal feeds 
are safe and, among other things, do not contain illegal residues of drugs, 
pesticides, environmental contaminants, or microorganisms such as fungi or 
bacteria, inc1uding mycotoxins and bacterial toxins, that are harmful to public 
health. 

While FDA's preharvest food safety mandate is c1ear, according to the General 
Accounting Office, in 1989 USDA (FSIS, AMS, & FGIS) accounted for ab out 
72% and FDA about 19% of the federal funding for food safety. The FDA 
mandate under the PHSA and the FFDCA inc1udes widespread responsibilities to 
help ensure preharvest food safety. For example, one mission of FDA's Center for 
Veterinary Medicine (CVM) is to protect the public health through pre-approval 
evaluations and acceptance of sponsor submitted safety and effectiveness studies 
for regulation of animal drugs, medicated feeds, and food (feed) additives. CVM 
regulates veterinary devices such as drug residue and bacteria screening tests to 
ensure that the labeling is not false or misleading and that directions for use are 
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adequate. CVM also regulates the levels of chemical, mycotoxin, and bacterial 
contaminants in animal feeds to ensure that food for man and animals is safe and 
free of illegal drugs, industrial chemical and pesticide residues, and harmful 
bacteria. When an animal drug is intended for use in food-producing animals, the 
safety of food products derived from the treated animals must be established 
before approval for marketing is granted. The premarket approval process ensures 
that foods derived from properly treated animals will not contain potentially 
harmful or violative drug residues. The preslaughter withdrawal period and milk 
dis card times are based upon the time necessary for drug residues in the animal 
to deplete to levels that have been shown to be safe. These levels are calle d 
tolerances or safe concentrations and are made public in 21 CFR Part 556 and 
official FDA letters. 

The Act defines food as "articles used for food or drink for man or other animals 
... and articles used for components of any such article." Food-producing animals, 
even though not in their final, edible form, have been held to be food under the 
statute. More generally, courts have long held that unprocessed or unfinished 
articles are or can be food. Thus, FDA regards live animals raised for food as 
unprocessed "food" under the Act. Also, under the Act, food is considered 
adulterated if it is the product of a diseased animal or of an animal which has 
died otherwise than by slaughter [402(a)(5)]. 

FDA is extensively involved with EPA, VSDA, and AID in consultations with 
foreign growers and regulatory authorities in preharvest food safety for fruits and 
vegetables. This involves setting up analytical laboratories and training personnel 
to assay for pesticide residues in preharvest and at-harvest samples. Some of these 
consultations have lead to expedited entry at VS Customs. 

FDA works very closely with VSDA/FSIS, outside the slaughterhouse, in both 
preharvest and postharvest initiatives to controI illegal tissue residues of veterinary 
drugs. Preharvest initiatives have included verifying animal identification, 
determining the premises of origin of animals, testing feed for contaminants, and 
supporting quality controI and educational initiatives. Experience in FDA gained 
from on-farm investigations of FSIS reports of illegal drug residues in animals at 
slaughter helped to form the basis for our policy guidance on the producer's 
responsibility to ensure proper drug use. 

Persons involved in raising, handling, transporting, holding, and marketing food
producing animals must ensure that animal drugs are used properly to prevent 
potentially harmful drug residues in edible animal products. ControI systems 
should include a method to identify and track animals administered drugs, 
maintenance of medication and treatment records, proper storage, labeling and 
accounting of drug products and medicated feeds, and the education of all 
employees involved in treating animals on proper drog use, including observance 
of drog preslaughter withdrawal and milk discard times. We regard the 
Compliance Policy Guide on proper drug use (CPG 7125.37) as an outcome of 
highly successful communication and cooperation between the regulated industry 
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and FDA Also, we are pleased with the harmony of principles that exist between 
this CPG and the Quality Assurance programs of the many food-producing animal 
organizations. 

l 

MILK 

FDA assists the State s in controlling and preventing bacterial contamination (e.g., 
Listeria, Salmonella), pesticide, mycotoxin, radionuclides, and drug residues in 
milk. The FDA-recommended Pasteurized Milk Ordinance (PMO) is the basic 
standard used in the voluntary cooperative State - PHS Program for Certification 
of Interstate Milk Shippers. This program has the participation of all 50 States, 
the District of Columbia, and U.S. Trust Territories. The PMO is incorporated in 
Federal specifications for procurement of milk and milk products; used for the 
sanitary regulation of milk and milk products served on interstate carriers; 
recognized by public health agencies, the milk industry, and others as the national 
standard for milk sanitation. The PMO is voluntarily adopted by State legislative 
bodies and primary enforcement is a function of local or State authorities. FDA 
assists States in enforcement actions or on its own initiative to determine the 
cause of violative drug residues and to protect the safety and quality of the 
nation's milk supply. 

EGGS 

FDA's role in the preharvest safety of eggs is currently focused on the controI of 
veterinary drog and chemical residues· and contamination of poultry feed. When 
the eggs are in USDA-inspected packing plants, USDA has jurisdiction. However, 
when the eggs move into interstate commerce, the food commodity is subject to 
the Food, Drug, and Cosmetic Act as weIl as the Poultry Products Inspection Act, 
both of which are then under FDA jurisdiction. FDA has led a strong education
bas ed initiative to encourage use of pasteurized eggs and proper egg refrigeration 
directed at hospitals, nursing homes, restaurants, and school cafeterias. We 
believe that education including videotape has been an important factor in 
reducing the incidence of illness and death attributable to Salmonella enteritidis. 
We work with USDA on the Salmonella enteritidis Task Force (preharvest) and 
in training of federal inspectors on what to look for during the inspections of 
kitchens in nursing homes. 

SEAFOOD SAFETY 

FDA also has primary federal regulatory responsibility for seafood safety in the 
United States. FDA's seafood program consists of: (1) domestic inspections of 
seafood processors and related commercial entities; (2) sampling fish and fish 
products for the presence of various toxins, chemicals, and other potential 
hazards; (3) examination of imported seafood offered for entry into the United 
States; (4) negotiation and implementation of international agreements with 
countries that export to the United States; (5) research in support of the agency's 
regulatory mission (for example, development of ways to detect the presence of 
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pathogens, marine toxins, and chemlcal contaminants in fish and fishery products); 
(6) Federal/State cooperative programs, training and technical support; (7) public 
education (for example, advising certain at-risk populations that they should not 
consume raw or only partiaily cooked moiluscan sheilfish); and (8) regulating 
veterinary drogs and feed additives. 

On January 28, FDA published a propos al to apply Hazard Analysis Critical 
Controi Point (HACCP) principles to the seafood industry to ensure that seafood 
is safely handled, processed and packaged before it reaches the consumer. 
HACCP requires that processors have a written plan that (1) identifies the likely 
hazards that could affect their products; (2) identifies "critical controi points" 
where a failure is likely to cause or permit the hazard to occur; (3) establishes 
"critical limits" or measured operating parameters at each critical controi point, 
such as cooking and refrigeration temperatures; (4) establishes both monitoring 
procedures and record-keeping procedures to systematicaily record the results of 
the monitoring; and (5) takes corrective action to prevent exceeding the "critical 
limits". 

FDA is proposing to define "processor" broadly to ensure the safety of seafood 
through the application of HACCP principles throughout the seafood industry. 
These proposed regulations will affect aquaculture producers indirectly through 
the preventive controls the processor will need to impose to ensure that the raw 
materials it receives are free of relevant hazards and have been appropriately 
handled. 

In proposing the mandatory HACCP requirements on the seafood industry, FDA 
is in effect saying that the seafood industry must be primarily responsible for the 
safety and quality of the food that it produces. The regulator's primary role should 
be to verify that the industry is meeting this responsibility and to take remedial 
action when it is not. Indeed, all types of food may weil benefit from foilowing 
these principles, and FDA is exploring the possibility of expanding the mandatory 
HACCP concept to other parts of the food and fe ed industry. 

HONEY 

FDA develops analytical methods for assay of parent drog and contaminant 
residues in honey. The Agency has taken enforcement action to stop the 
importation of contaminated honey. 

-FDA has jurisdiction over game animals and all derived food. Game animals 
inc1ude reindeer, elk, deer, antelope, water buffalo, bison, rabbit, squirrel, bear, 
and muskrat; aquatic and nonaquatic birds such as wild ducks and geese, quail, 
and pheasant; nonaquatic reptiles such as rattlesnakes; and aquatic mammals. 
Also, FDA has jurisdiction over exotic animals such as lion, tiger, leopard, 
elephant, camel, antelope, anteater, kangaroo, and water buffalo as weIl as certain 
species of foreign domestic cattle, such as Ankole, Gayal, and Yak. 

FDA's current activity inc1udes monitoring for microbiological contaminants, 
pesticides, and radionuclides. The FDA Model Food Code describes safe handling 
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procedures for these game meats and also sets forth the type of inspection 
required before slaughtering the animals. These animals may be carriers of 
viruses, rick~ttsiae, bacteria, or parasites that cause zoonotic disease in humans. 
RESEARCH 

FDA requires methods for assay of parent drug or metabolites, or alternatively, 
when faced with a post-approval need, develops and validates methods. FDA is a 
nationalleader in validating drug residue screening tests for use in raw 
commingled bovine milk, and we have funded a research contract to develop a 
screening test for assay of Salmonella in feed. The FDA Moffitt Center is 
developing a screening test for E. coli 0157:H7 that will assay for the organism in 
one day versus 3 to 4 days for previous tests. 

ANIMAL FEED SAFETY 

CVM has responsibility to controi microbiological contamination of animal feed, 
as weIl as contamination by chemicals, metals, pesticides, and mycotoxins. The 
Agency endorses a goal of zero salmonella in animal feed and feed ingredients 
and emphasizes the production of uncontaminated feed via a HACCP approach to 
attain salmonella negative status. The efforts to eliminate Salmonella from fe ed is 
an example of an instance in which little progress was made until the last 2 years. 

CVM has taken steps to ensure minimal contamination of animal feeds with 
aflatoxins. For example, in interstate ·commerce, we do not permit shipment of 
blended aflatoxin adulterated and non-adulterated corn to produce a mixture that 
is satisfactory for animal feed use. 

Another preharvest controi point in the area of animal feeds concerns bovine 
spongiform encephalopathy (BSE), a fatal degenerative neurological disease of 
cattle. FDA is considering a proposal to prohibit the use of certain products from 
sheep and goats in cattle feed in an effort to prevent the introduction or spread of 
the disease in the United States. 

FDA regulations also cover both the drug article and mixing of the drug article 
into medicated fe eds. Current good manufacturing practices (GMPs) for 
medicated feeds and Type A articles, i.e., drug premix, found in the CFR, address 
numerous critical factors such as cross-contamination in the preparation, storage 
and use of medicated feeds. The application of GMPs is a critical factor in the 
prevention of illegal drug residues in animals at slaughter. 

In summary, FDA supports increased attention on the controi or possible 
elimination of the bacteria which cause no harm to the food-producing animal but 
which do cause human illness, death, and public health concern. The FDA 
mandate under the Federal, Food, Drug, and Cosmetic Act and the Public Health 
Service Act extends to the current bacteria of concern, i.e., Salmonella, 
Campylobacter, E. coli, Usteria, Staphylococcus, and Clostridium, at their source 
of original contamination in unprocessed food. 
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We are open to exploring practical approaches for statutory harmony where 
needed and improving channels of communication for personnel in USDA and 
FDA to reduce the public health concem with these bacteria. 

DRUG RESIDUE rnSTING IN MILK 

In 1991, the National Conference for Interstate Milk Shipments amended the 
Pasteurized Milk Ordinance to add Appendix N.. Appendix N provides a strategy 
for the use of drug residue tests in screening bulk milk tanker trucks for drug 
residues. As descrlbed in Appendix N, test methods to be used for regulatory 
purposes must have been evaluated by AOAC or AD. Little and accepted by 
FDA (We want to be dear that FDA does not require these test methods to be 
submitted for review and approval prior to marketing. FDA does not approve 
these test methods.) A number of test methods for beta-Iactams are now finishing 
that process. Test methods for testing tetracyclines and sulfonamides will be 
starting through this process in the near future. This is important to veterinarians 
and milk producers, in that the adoption of these new methods as regulatory 
methods may result in causing the testing methods to be used by the milk 
processor, milk cooperative or state regulatory agency. We recommend that you 
be aware of these forth coming changes so that you can help us to ensure that 
only safe and wholesome milk enters the marketplace. 

Also, as a result of new information presented to the Center by the National 
Mastitis Council, we are exploring the usefulness of drug residue screening tests 
for cow-side use. We have been presented with convincing information that 
suggests that the use of drog residue screening tests intended for screening bulk 
tanks may perform in a different manner on an individual cow sample. The 
Center is also planning to begin a project to look at better defining the dos e 
response curve associated with drog residue test methods. These initiatives should 
serve as a signal to the practicing veterinarian to be aware that the drug residue 
screening methodology is not an absolute science. If a veterinarian or milk 
producer uses a test method on an individual cow milk sample, he or she can be 
relatively assured that a negative result from an evaluated test method is accurate. 
However, if the result is positive, the veterinarian or milk producer should 
recognize that further evaluation is necessary. These test kits are not definitive 
and may produce fals e positives. A positive result may need further testing 
confirmation, a review of the individual animal's treatment history and a number 
of other factors in evaluating the test result. 

CONTINUING MEDICAL EDUCATION (CME) 

FDA is concemed about use of education and exchange of scientific information 
as a guise for inappropriate promotional activity such as advocating unapproved 
uses of drugs. Consequently the Agency proposed a policy on CME on November 
27, 1992, covering both the human and veterinary pharmaceutical industry. In 
1993, CVM contacted affected parties such as A VMA, AAHA, and AH! for their 
responses to the proposed policy. In late 1993, the First Amendment-right-based 
Citizens Petition unrelated to veterinary pharmaceuticals requested that the 
agency not publish the policy. As a result of this, the Agency final policy is 

25 



delayed and will publish at the same time the Agency responds to the Citizens 
Petition. 

In addition to the above issue the Agency is also studying and considering policy 
on the issue of enduring materials (books, films, etc.) and related drog use 
promotional activity. At the appropriate time, CVM intends to develop 
appropriate guidance for these issues so as to ensure that illegal activity is 
curtailed without interfering with the legitimate exchange of scientific information. 

We plan to meet with interested veterinary practice and veterinary drog 
organizations to discuss the veterinary aspects of the Agency policy after the 
Agency responds to the Citizens Petition. 

EXTRA-LABEL USE LEGISLATlON 

Last year legislation was introduced in both houses of Congress that would 
legitimize extra-Iabel use of approved new animal drogs. Although the bills did 
not pass, they had large numbers of cosigners and we expect that the bills will be 
reintroduced this year. The proposed legislation would permit uses of drogs other 
then those approved by FDA, but only by or under the supervision of a 
veterinarian and in accordance with FDA regulations. Currently, FDA has a 
Compliance Policy Guide which state s how the agency will exercise its 
enforcement discretion in certain extra-Iabel uses where veterinarians are 
involved. This administrative approach has not proved to be entirely satisfactory 
to veterinarians, CVM and others. The legislation is designed to provide a 
Congressional solution to the problem. 

I thank you for this opportunity to talk with you today and I am happy to answer 
any questions. 
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