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COMMITTEE PRINTS ON ADMINISTRATION
LEGISLATIVE PROPOSALS ON THE ANIMAL
DRUG USER FEE ACT AMENDMENTS OF
2008 AND THE ANIMAL GENERIC DRUG
USER FEE ACT OF 2008

THURSDAY, JUNE 5, 2008

HOUSE oF REPRESENTATIVES,
SUBCOMMITTEE ON HEALTH,
COMMITTEE ON ENERGY AND COMMERCE,
Washington, DC.

The subcommittee met, pursuant to call, at 10:13 a.m., in room
2123 of the Rayburn House Office Building, Hon. Frank Pallone,
Jr. (chairman) presiding.

Members present: Representatives Pallone, Waxman, Towns,
Green, Schakowsky, Matheson, Deal, Buyer, and Murphy.

Staff present: William Garner, Jessica McNiece, Melissa Sidman,
Ryan Long, Lance Kotschner, Chad Grant, Jodi Seth, Lauren
Bloomberg, and Bobby Clark.

OPENING STATEMENT OF HON. FRANK PALLONE, JR., A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER-
SEY

g/lr. PALLONE. The meeting of the subcommittee is called to
order.

Today we are going to have a hearing on two committee prints
of the Administration’s legislative proposals on first, the Animal
Drug User Fee Act amendments of 2008, and second, the Animal
Generic User Fee Act of 2008, and I am going to recognize myself
initially for an opening statement.

Prior to 2003, the FDA’s review of animal drug submissions was
taking over a year and a half to be completed. This obviously led
to serious concerns that new and innovative pharmaceutical prod-
ucts were not making their way into the marketplace in order to
treat our Nation’s pets as well as food animals that help sustain
the Nation’s food supply. Accordingly, in 2003, Congress enacted
the Animal Drug User Fee Act, ADUFA, which was modeled after
the successful user fee programs for the review of human drug and
medical device submissions. Like the user fee programs that pre-
ceded it, ADUFA authorized the FDA to collect fees to help ensure
that the agency had the resources it needed to provide a timely re-
view of animal drug applications. ADUFA also set new perform-
ance goals for FDA to review and act upon submissions within a
stated timeframe. By the fifth year of the authorization period,
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FDA was supposed to review 90 percent of submissions within the
statutorily required time frame of 180 days. According to the re-
quired annual performance reports for the most recent fiscal years,
FDA says that the agency has been meeting or exceeding the time-
liness goals established under the program, and I am looking for-
ward to hearing more from FDA about how this program has been
working over the past 5 years and how it can be improved upon.

Now, under the Administration’s legislative proposal to reauthor-
ize ADUFA, the review times would remain the same as the exist-
ing performance goals for fiscal year 2008. The proposal would in-
crease the amount of fees collected from $15 million to $24 million
over 5 years for a total of $98 million. Revenues would be derived
from a mix of application product, establishment, and sponsor fees.
Other important provisions of the Administration’s proposal in-
clude a new end-review amendment process and improved commu-
nications between FDA and the regulated industries. Absent from
the Administration’s proposal, however, is any provision relating to
the issue of antimicrobial resistance. I recognize that there is a
growing concern among stakeholders and members of this sub-
committee about the use of antibiotics in food animals for prophy-
lactic and/or growth purposes. As these practices become more com-
monplace, bacteria that are resistant to antibiotics begin to pro-
liferate and this poses a significant threat to humans who may
come into contact with antibiotic-resistant bacteria through eating
contaminated or undercooked meat, by caring for livestock, or
through polluted waterways.

So clearly we face significant challenges when it comes to main-
taining the effective use of antibiotics with fewer and fewer innova-
tive antibiotic products coming down from the pharmaceutical pipe-
line. It is even more important that we keep the antibiotics that
are currently on the market working, and I am anxious to hear tes-
timony both from the FDA and the witnesses on our second panel
about the problem of antibiotic resistance and what, if any, consid-
eration should be made regarding this issue as we move forward
with reauthorizing ADUFA.

In addition to the reauthorization of ADUFA, the Administration
has offered a proposal to establish a new animal generic drug user
fee. According to FDA, the average review time of an animal ge-
neric drug submission was 570 days in fiscal year 2007 in spite of
a 180-day statutory requirement. At the end of last year, there was
a recorded backlog of 446 submissions waiting for review and agen-
cy action. As more and more brand pharmaceuticals come off pat-
ent over the next 5 years, we need to make sure that FDA has the
resources it needs to effectively review generic animal drug submis-
sions in a timely manner. Accordingly, the agreement between the
FDA and the industry would provide for the collection of user fees
increasing annually from $4.8 million to $6 million over 5 years for
a total of $27 million, including the yearly cost of inflation. These
additional revenues are designed to help speed up the review proc-
ess, and by year 5 of the authorization period, most reviews of ge-
neric animal drug submissions would occur in 270 days or less, a
substantial improvement over the time it now takes FDA to con-
duct such reviews. I am pleased that the industry and the FDA
have been able to work out this agreement. I am looking forward
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to hearing more about it today. If implemented, AGDUFA, we are
calling it, will speed lower cost animal drugs to the marketplace
and bring significant savings to ranchers, farmers, and pet owners.
While this is an important and noteworthy goal, I also think it is
equally, if not more important, to ensure the timely review of ge-
neric human drug applications.

Over the past few years, I have tried to work to improve the
speed in which the agency works to review generic applications for
human drugs. We have lobbied appropriators for additional monies
for the Office of Generic Drugs. Additionally, last year we included
a provision in the FDA Amendments Act of 2007 to reform the cit-
izen petition process, which has been abused in an effort to delay
agency approval of generic applications. While steps have been
taken to improve the efficiency in which the agency is reviewing
generic human drug applications, more can and should be done to
help ensure patients have access to cheaper and safer medications,
and I see that Mr. Waxman is here and I know that he has always
been a champion of trying to improve generics, get them on the
market and try to bring costs down. I just mention the human be-
cause I do think we have to keep that in mind even as we are talk-
ing about the animal drugs today.

Mr. PALLONE. Mr. Waxman is recognized for an opening state-
ment.

OPENING STATEMENT OF HON. HENRY A. WAXMAN, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI-
FORNIA

Mr. WAXMAN. Thank you very much, Mr. Chairman. I appreciate
your holding this hearing.

As we consider FDA’s animal user fee program, we have to recog-
nize it has been successful in speeding new medicines for animals
to the market and that is important and that is why we have this
user fee program for animals and that is why, quite frankly, we
have the user fee program for FDA to approve human drugs as
well. This reauthorization of the Animal Drug User Fee Act, or
ADUFA, also gives us an opportunity to look at providing FDA
with new tools to address what has become a glaring public health
crisis. We now have an overwhelming body of evidence showing
that the overuse of antibiotics in industrial farm production is
threatening to destroy the effectiveness of many of our most impor-
tant antibiotics for human use. Most recently, the Pew Commission
on Industrial Farm Animal Production issued a report concluding
that our current system of producing food animals and its reliance
on the indiscriminate use of antibiotics poses an unacceptable level
of risk to public health. I am glad that the executive director, Rob-
ert Martin, will be here today to walk us through some of the Com-
mission’s findings.

We also have reports from the Institute of Medicine, GAO, and
the World Health Organization, all of which describe the very seri-
ous and growing threat to global public health generated by anti-
biotic resistance. Americans have experienced firsthand the impor-
tance of ensuring that we preserve our arsenal to fight the new and
emerging superbugs like MRSA. We know that the overuse of anti-
biotics hampers our ability to do that. So we clearly need to look
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at ways to reduce the overuse in animals of these antibiotics that
are so vitally important for preventing and curing diseases in hu-
mans.

This legislation deals with one critical issue related to animal
drugs but clearly there are others. It is our responsibility as a sub-
committee concerned with the health of the American public to ex-
amine those issues, and I hope in the course of this hearing we
might consider evaluating the possibility of adding additional legis-
lation to the reauthorization bill to deal with animal drug anti-
biOtlifc‘ use that is leading to human resistance to the antibiotics
itself.

I yield back the balance of my time, Mr. Chairman. Thank you.

Mr. PALLONE. Thank you, Mr. Waxman, and I would ask unani-
mous consent to include in the record the statement of Chairman
Dingell. Without objection, so ordered.

[The prepared statement of Mr. Dingell follows:]

STATEMENT OF HON. JOHN D. DINGELL

Mr. Chairman, thank you for beginning the consideration of two legislative pro-
posals recently sent up by the Administration, and for your leadership on these im-
portant public health matters. Today’s hearing is the first step in crafting legislation
that will provide the necessary resources for the Food and Drug Administration
(FDA) to safely and efficiently review animal drug applications.

The Animal Drug User Fee Act (ADUFA) expires on October 1, 2008, less than
4 months from now. It is the responsibility of this Committee and the Congress to
ensure that this program is reauthorized in a timely manner to avoid any personnel
disruptions at the FDA. Hardworking, skilled employees at FDA are depending on
us to do our job, so they can continue to do their job.

An important component of the Administration’s proposals focuses on the need for
greater resources at FDA. We have heard from a wide range of stakeholders on this
point and I agree. This legislation must provide FDA with the necessary user fee
structure to provide resources for the timely and thorough review of new animal
drug applications. Equally important, we must ensure that Congress appropriates
the requisite funds that have been authorized for FDA.

As we begin this process of reauthorizing ADUFA and considering the proposed
legislation to establish an animal generic drug user fee, we must diligently work to-
wards strengthening the safety and effectiveness of the Nation’s supply of animal
drugs. I thank the Chairman for holding this hearing on the proposals before us
today and I look forward to the testimony of the witnesses.

Mr. PALLONE. Next is our vice chair, Mr. Green of Texas.

OPENING STATEMENT OF HON. GENE GREEN, A
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS

Mr. GREEN. Mr. Chairman, thank you for holding the hearing on
today’s Animal Drug User Fee Act and the Animal Generic Drug
User Fee Act. The Animal Drug User Fee Act was first signed into
law in 2003 and allowed the FDA to collect user fees from brand-
name drug companies to reduce the backlog of the FDA’s review
system for brand-name drugs. The Animal Drug User Fee Act and
the Animal Generic Drug User Fee Act will provide the FDA with
additional funds to supplement their appropriations funding from
Congress and for expediting animal drug applications from Con-
gress. These additional resources support FDA’s responsibility
under the Food, Drug, and Cosmetic Act to ensure that new animal
drug products are safe and effective for animals as well as for the
public with respect to animals intended for food consumption. The
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legislation allows the FDA to expedite and improve its review of
the application for new drugs so that safe and effective new drugs
will be available more quickly.

The current ADUFA law will expire October 1 and generic drug
companies would like a swift review process as well, which is why
we are having the hearing today on these bills. I support both the
bills and I thank the committee for having the hearing and look
forward to the testimony of our witnesses, and I yield back my
time.

Mr. PALLONE. Thank you, Mr. Green.

Mr. Towns.

Mr. TowNs. Thank you very much, Mr. Chairman, for holding
this hearing.

The reauthorization of the ADUFA is essential in providing safe-
ty measures directed towards animal health and disease preven-
tion. Requiring animal health companies to provide additional
funding to the FDA’s Center for Veterinary Medicine will enable
the Center to meet its performance goals and expectations.

The proposed AGDUFA bill is also a step toward meeting future
standards of growth and performance. The AGDUFA bill has poten-
tial to provide essential resources to reduce the amount of time to
review generic animal drug applications, which is very, very impor-
tant. This initiative also helps support important health priorities.
It supports a priority to transform health through an improved
process that makes new drugs available in less time.

In general, it has been proven that companies that research and
develop animal drugs have been successful at reducing the review
backlog while also increasing the FDA’s accountability of the stand-
ards it utilizes for its applicants. The reauthorization will also sup-
port FDA staff and reviews in place to continue uninterrupted.

Again, let me thank you, Chairman Pallone, of course for having
this hearing and I look forward to working with the committee to
move these two ideas forward.

On that note, I yield back.

Mr. PALLONE. Thank you, Mr. Towns.

I recognize the gentleman from Indiana, Mr. Buyer, for an open-
ing.

OPENING STATEMENT OF HON. STEVE BUYER, A REPRESENT-
ATIVE IN CONGRESS FROM THE STATE OF INDIANA

Mr. BUYER. Thank you, Mr. Chairman.

I am glad we are holding the hearing today and I am hopeful
that the process of reauthorizing the Animal Drug User Fee Act
will be quick and smooth. It is vital to the business and agriculture
in my home State of Indiana that this program is reauthorized
quickly. This program is critical to providing for innovative medica-
tions for companion and food animals. I strongly support the pro-
posal before us today and commend the animal drug community for
the work they did to develop it. I urge the subcommittee to pre-
serve this well-vetted proposal and to restrain from attaching
measures that compromise a quick passage.

The Animal Drug User Fee Act has been very successful in
speeding the process of getting innovative drugs to our Nation’s
market. Since its initial authorization in 2003, FDA’s review proc-
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ess for new animal drugs has decreased significantly from an aver-
age of 295 days to 180 days. I look forward to authorizing a process
to speed the development of generic animal drugs as well. Cur-
rently, FDA’s review process for generic animal drugs lasts on av-
erage 4 to 5 years. This year we have a new proposal for a generic
drug user fee program which will decrease this review time to an
average of 270 days.

Again, I strongly support the two proposals before us today. They
have been well vetted by the business and regulatory communities
and it is critical to our companion and food animal communities
that these measures move forward quickly without delay, and I
{,)hank the chairman for his good work along with the ranking mem-

er.

Mr. PALLONE. Thank you.

The gentleman from Pennsylvania, Mr. Murphy, is recognized for
an opening.

Mr. MurPpHY. I waive opening, Mr. Chairman.

Mr. PALLONE. The gentleman waives. OK. So I think we are done
with the opening statements. We have two panels today. Welcome.
The first panel consists of Dr. Bernadette Dunham, who is director
of the Center for Veterinary Medicine at the FDA. She is the
speaker, and she is accompanied by Dr. Steven Vaughn, who is di-
rector of the Office of New Animal Drug Evaluation, and David
Wardrop, Jr., who is director of the Office of Management, but I
understand you are going to speak and they are going to accom-
pany you for questions. You know the drill, 5-minute opening. We
may subsequently send you some written questions at the discre-
tion of the committee.

I now recognize Dr. Dunham. Thank you for being here.

STATEMENT OF BERNADETTE DUNHAM, PH.D., D.V.M., DIREC-
TOR, CENTER FOR VETERINARY MEDICINE, FOOD AND
DRUG ADMINISTRATION; ACCOMPANIED BY STEVEN
VAUGHN, D.V.M., DIRECTOR, OFFICE OF NEW ANIMAL DRUG
EVALUATION, CVM, FDA

Dr. DuNHAM. Thank you very much. Good morning, Chairman
Pallone and members of the subcommittee. I am Dr. Bernadette
Dunham, director of the Center for Veterinary Medicine, referred
to as CVM, at the U.S. Food and Drug Administration, which is
part of the Department of Health and Human Services. I am ac-
companied today by Dr. Steven Vaughn, to my right, director of the
Center for Veterinary Medicine’s Office of New Animal Drug Eval-
uation, and to my left, Mr. David Wardrop, Jr., executive officer
and director of CVM’s Office of Management.

FDA appreciates the opportunity to testify on the reauthorization
of the Animal Drug User Fee Act and the proposed Animal Generic
Drug User Fee Act. This morning I will be presenting an abbre-
viated oral testimony, if acceptable to the Committee. FDA has
submitted a detailed written statement for the record. Thank you.

FDA is the federal agency that regulates almost everything we
eat except for meat, poultry and processed egg products, which are
regulated by our partners at USDA. FDA’s responsibility extends
to live food animals and animal feed. The Animal Drug User Fee
Act, referred to as ADUFA, enacted in 2003, authorizes FDA to col-



7

lect user fees from the animal drug industry to enhance the process
for the review of animal drug applications. Fees collected under
ADUFA are in addition to the base appropriations and they enable
FDA to pursue a comprehensive set of review performance goals
and commitments designed to improve the timeliness and predict-
ability of the review of new animal drug applications, supplemental
NADASs and investigational new animal drug submissions

I am here today to share some very good news with you. Since
ADUFA’s enactment, FDA has exceeded all the program’s review
performance goals. Review times for original NADAs have de-
creased from 295 days to 180 days. Resources provided by ADUFA
have allowed CVM’s scientists to keep pace with the rapid ad-
vances in science and medicine that drive the quality of healthcare
and as a part of their work in review the animal drug applications.
User fee funding has enabled the agency to hire and retain highly
qualified scientific staff to address critical public health issues such
as antimicrobial resistance that play a role in the review of new
animal drug applications. This legislation has been extremely valu-
able to FDA to help us fulfill our commitment to promote and pro-
tect public and animal health.

The user fee provisions of ADUFA will sunset on October 1,
2008, if not reauthorized. Recognizing that timely reauthorization
is needed to ensure there is no disruption to the program, FDA
held public meetings, negotiated with the Animal Health Institute,
which represents the majority of animal drug industry for pioneer
drugs, published negotiated recommendations in the Federal Reg-
ister, and accepted comments on those recommendations. FDA’s
proposal to Congress includes input from stakeholders. Our goals
for the legislative proposal to reauthorize ADUFA are to sustain
and enhance the core program’s operation and performance while
providing predictable review times and resources sufficient to keep
pace with actual costs. Performance improvement enhancements
are aimed at reducing costs for some submissions, providing for im-
proved handling of inspections, improving communication between
sponsors and the agency, and increasing the flexibility of the appli-
cation process. FDA’s proposal also includes technical changes to
increase the administrative efficiency of the user fee program.

Because user fees have not kept up with the increasing costs of
the program, FDA is proposing to change the financial provision of
ADUFA to place the program on sound financial ground. At the
proposed funding level of $98 million over 5 years, FDA has con-
fidence that it will have a stable review workforce over the 5 years
covered by ADUFA II. This will enable FDA to commit to a con-
tinuation of the fiscal year 2008 performance goals throughout the
period covered by ADUFA II as well as to additional performance
enhancements.

Now I would like to address the Animal Generic Drug User Fee
Act, AGDUFA. Currently, FDA’s review of generic animal drugs is
funded entirely through appropriations. Under FDA’s generic ani-
mal drug user fee proposal, the generic animal drug industry would
pay user fees that would be available to FDA in addition to the ap-
propriated funds to spend on the process for the review of generic
animal drug submissions. The proposed legislation will generate an
estimated $27 million in user fees over 5 years. Fees dedicated to
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the review process of applications will provide essential resources
to improve generic animal drug review times. Review times for ge-
neric animal drug submissions have increased significantly in re-
cent years, and at the end of fiscal year 2007, there was a backlog
of 446 submissions for generic animal drugs, an increase of 93 per-
cent over fiscal year 2000. The statutory review time is 180 days,
but in fiscal year 2007, the actual review time was 570 days. With
49 pioneer animal drugs to come off of patent between 2009 and
2011, review times will increase unless improvements are made.
This legislation is critical to FDA to improve its approval process
for generic animal drugs. By passing AGDUFA, Congress will pro-
vide significant savings to ranchers, farmers, rural communities,
and pet owners who struggle to pay the high price of pioneer drugs
for their animals. In preparing its AGDUFA proposal for Congress,
FDA negotiated with the Generic Animal Drug Alliance, which rep-
resents the majority of the animal generic drug industry. FDA’S
AGDUFA recommendations ensure that generic animal drug user
fee program will have a sound financial footing and strong perform-
ance goals. Resources generated through user fees will be sufficient
to cover the actual cost of meeting specified performance goals.

AGDUFA’s performance goals mirror those of ADUFA. The first
goal is to reduce specific review times for sentinel submissions. It
is estimated the review of an original generic animal drug applica-
tion takes approximately 700 days in fiscal year 2009. It will take
270 days by 2013. For generic investigational new animal drug pro-
tocols, the 400 days needed to review in 2009 will be reduced to
100 days by 2013. These significant process improvements will help
bolster a struggling generic animal drug industry. The AGDUFA
proposal includes an amendment process to reduce the time and re-
view cycles associated with similar submissions from a single spon-
sor and it incorporates several changes aimed at improved commu-
nication between sponsors and the agency. Resources generated by
AGDUFA will be used to increase review staff, refine FDA’s busi-
ness process for review of generic animal drug submissions, provide
training and development for program staff and develop policies
targeted at more efficient review. This proposal benefits from
FDA’s ADUFA experience and will allow FDA to continue to main-
tain the high standards of safety and effectiveness for animals.

In conclusion, FDA’s ADUFA and AGDUFA legislative proposals
represent considerable input from and agreement of stakeholders
and the agency. FDA urges passage of these proposals and we will
work with Congress in any way we can to assist with that effort.

Thank you for the opportunity to present testimony before the
subcommittee, and we welcome any questions.

[The prepared statement of Dr. Dunham follows:]
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INTRODUCTION

Good morning, Chairman Pallone and Members of the Subcommittee. Iam

Dr. Bernadette Dunham; Director of the Center for Veterinary Medicine (CVM) at the
U.S. Food and Drug Administration (FDA or the Agency), which is part of the
Department of Health and Human Services (HHS). Iam accompanied today by Dr.
Steven Vaughn, Director of CVM’s Office of New Animal Drug Evaluation, and Mr.
David Wardrop, Jr., Executive Officer and Director of CVM’s Office of Management.
FDA appreciates the opportunity to testify on the reauthorization of the Animal Drug
User Fee Act (AGDUFA) and the proposed Animal Generic Drug User Fee Act

(AGDUFA).

I"d like to begin my testimony today by speaking about the reauthorization of ADUFA,
including a description of ADUFA’s performance to date and a description of how
FDA'’s recommended improvements for ADUFA I fulfill the goals set by the House
Committee on Energy and Commerce, the Senate Health, Education, Labor and Pensions

Committee, FDA and others. 1 will then briefly describe the proposed AGDUFA.

ADUFA

BACKGROUND

As authorized by Congress and signed into law in 2003, ADUFA amended the Federal
Food, Drug, and Cosmetic Act to authorize FDA to collect user fees from the animal drug
industry to enhance the process for the review of animal drug applications. The goal of

ADUFA is to better serve public and animal health by providing additional funds to
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augment FDA resources dedicated to the application review process. Shorter, more
predictable review times are achieved by increasing the review staff at CVM and building
better management systems. Fees collected under ADUFA are in addition to base
appropriations and enable FDA to pursue a comprehensive set of review performance
goals and commitments designed to improve the timeliness and predictability of the
review of new animal drug applications (NADAs), supplemental NADAs, and

investigational new animal drug (INAD) submissions.

Under ADUFA, FDA committed to meeting the performance goals specified in letters
from the Secretary of Health and Human Services to the Chairmen of the House
Committee on Energy and Commerce and the Senate Committee on Health, Education,

Labor, and Pensions.
ADUFA ACHIEVEMENTS

I’m here today to report to Members of the Subcommittee some very good news. Since
the enactment of ADUFA, FDA has exceeded all of the review performance goals
established under ADUFA. The performance goals under ADUFA were intended to
achieve progressive, yearly improvements in the process for review of NADA’s. FDA
agreed to review and act on submissions within shorter periods of time each successive
year. For example, review times for original NADA’s have decreased from 295 days to
180 days. This has been accomplished by hiring additional FDA staff;, providing
training and educational opportunities for FDA animal drug review staff;, developing and

disseminating guidance, policy, and procedural documents; and implementing business
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process improvements. These actions are an integral part of FDA’s commitment to
improving the efficiency, quality, and predictability of the new animal drog review
process. The best news is that resources provided by ADUFA have allowed CVM
scientists to keep pace with the rapid advances in science and medicine that drive the
quality of health care as part of their work in reviewing animal drug applications. User
fee funding also enables us to hire and retain highly qualified scientific staff to address
critical public health issues, such as antimicrobial resistance, that play a role in the review

of NADAs.

As the Prescription Drug User Fee Act (PDUFA) enhanced the review of human drugs,
so has ADUFA benefited the review of animal drugs. This legislation has been
extremely valuable in helping FDA fulfill our commitment to promote and protect public

and animal health,

REAUTHORIZATION

The user fee provisions of ADUFA will sunset on October 1, 2008, if not reauthorized.
Timely reauthorization is needed to ensure there is no disruption to this program. In
preparing our proposed recommendations for ADUFA reauthorization, we held a public
meeting on April 24, 2007. We then negotiated, from May through August 2007, with
the Animal Health Institute, which represents the majority of the animal drug industry for
pioneer drugs. FDA then published the negotiated recommendations in the Federal
Register on February 21, 2008, held a public meeting for comments on those

recommendations on March 11, 2008, and provided a 30-day comment period on the
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same (that comment period closed April 14, 2008). The proposal FDA presented to

Congress on April 24, 2008, included input from our stakeholders.

PROPOSAL FOR ADUFA I

Our goals for the legislative proposal to reauthorize ADUFA are to sustain and enhance
the core program’s operation and performance while providing predictable review times
and resources sufficient to keep pace with actual costs,
Recommendations presented in the proposal to accomplish these goals fall into two
categories:

A. Enhancements to performance provisions; and

B. Enhancements to program funding.

I’d like to describe those recommendations in a bit more detail,

A. Enhancements to performance provisions
FDA’s proposal includes several performance-improving enhancements aimed at
reducing costs for some submissions, providing for improved handling of inspections,
improving communication between sponsors and the Agency, and increasing the

flexibility of the application process.

First, a new End-Review Amendment process has been developed in an attempt to reduce
review cycles. Under ADUFA 1, in cases of an incomplete application, FDA must issue
an “incomplete” letter for the application. The sponsor must then correct and resubmit
the application, at which time a new review cycle starts. This adds considerable time and

expense to those application reviews. Under ADUFA I, for applications that are nearly
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satisfactory but need non-substantial changes, a new “End-Review Amendment” process
will allow sponsors to provide an amendment within a specified timeframe, allowing the
Agency to immediately review the am.endment and approve the application, if
appropriate, without starting a new review cycle. This change will significantly reduce

costs and expenses associated with second reviews.

Another enhancement to the process for reviewing animal drug applications is the
creation of a process allowing for the voluntary submission by sponsors of a list of
foreign manufacturing facilities that may be subject to a premarket approval inspection
during the fiscal year. In addition, a sponsor may notify FDA 30 days prior to
submitting an animal drug application, supplemental animal drug application, or
investigational animal drug submission that it includes a foreign facility. This change

will allow FDA to better predict and organize pre-approval inspections.

In addition, FDA is recommending a number of changes to improve communication
between the Agency and sponsors to increase the efficiency of the application submission
process. FDA and regulated industry have agreed to participate in ten public workshops
by the end of Fiscal Year (FY) 2013 on mutually agreed upon topics. FDA will explore
and discuss the applicable use of pharmacokinetic/pharmacodynamic data and will
explore opportunities for exchange of information regarding the characteristics of new
animal drugs. FDA will use both formal meetings and informal communication with

stakeholders to ensure complete submissions.
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Finally, FDA will develop an electronic submission tool for industry submissions,

thereby allowing online review capability of applications by FDA.

Beyond the stated goals, FDA’s proposal includes technical changes to increase the
administrative efficiency of the user fee program. These changes are designed to clarify
several ADUFA definitions and to remove potential ambiguity. FDA's analysis of the
impact of these changes indicates that they would be revenue-neutral and would have a

minimal impact on industry.

FDA believes this agreement will continue the sustained performance improvements
established by ADUFA, enhance communications between FDA and regulated industry,
enable FDA to maintain high standards of safety and effectiveness of animal drugs, and
provide revenue for sustained performance while maintaining our critical public health

mission.

B. Enhancements to program funding provisions
Although user fees have provided important resources to FDA since the beginning of the
program, user fees have not kept up with the increasing costs of the program associated
with inflation in pay and benefit costs to the Agency and rent and rent-related costs.
FDA is proposing changes to the financial provisions of ADUFA to address these
shortcomings and place the program on sound financial footing so FDA can continue
with the program and enhance it. The proposed funding level is $98 million over five

years.
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Based on an analysis of FDA's recent costs history and anticipated costs over the next
five years, FDA expects the trend of increasing costs to continue. FDA's proposed
recommendation to Congress, after consultation with regulated industry, is that the total

fee revenue estimate for each of the five fiscal years of ADUFA 1I be the amounts set out

in the table below:

Fiscal 2009 2010 2011 2012 2013 ‘Total

Year

Total $15,260,000 | 17,280,000 | $19,448.000 | $21,768,000 | $24,244,000 | 98,000,000
Revenue

Target

With the level of funding proposed, FDA has confidence that it will have a stable review
workforce over the five years to be covered by ADUFA II. That assurance of a stable
animal drug review workforce enables FDA to commit to a continuation of the FY 2008
performance goals throughout the period covered by ADUFA 11 as well as to additional

performance enhancements.

AGDUFA

Currently, FDA's review of generic animal drugs is funded entirely through
appropriations. Under FDA’s generic animal drug user fee proposal, the generic animal
drug industry would pay user fees that would be available to FDA, in addition to
appropriated funds, to spend on the process for the review of generic animal drug
submissions. The proposed legislation will generate an estimated $27 million in user

fees over five years. Fees dedicated to the review process of such applications will
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provide essential resources to improve generic animal drug review times. Despite
several management initiatives already implemented to make this review process more
efficient, there has been a significant increase in review times for generic animal drug
submissions. At the end of FY 2007, there was a backlog of 446 submissions for generic
animal drugs. That’s an increase of 93 percent over the FY 2000 number. The statutory
review time frame for ANADASs is 180 days. In FY 2007, the actual review time
averaged 570 days. With 49 pioneer animal drugs due to come off patent between 2009
and 2011, review times are certain to increase unless improvements are made. This

legislation is critical to FDA improving its approval process for generic animal drugs.

By passing AGDUFA, Congress will provide signiﬁcant savings to ranchers, farmers,
rural communities, and pet owners who struggle to pay the high price of pioneer drugs for
their animals. This legislation will provide a 75 percent cost savings to the end user fora
food-producing animal drug and a 30 percent cost savings to pet owners for companion

animal drugs.

FDA recognizes the great need for improved response times for generic animal drug
applications. From September through November 2007, in response to that need, the
Agency held negotiations with the Ceneric Animal Drug Alliance, which represents the
majority of the animal generic drug industry. From input gained through those
negotiations, FDA formulated recommendations for a generic animal drug user fee

program and presented those recommendations to Congress on April 24, 2008.

Similar to the Agency’s ADUFA proposal, FDA’s AGDUFA recommendations ensure
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that the generic animal drug user fee program will have a sound financial footing and
strong performance goals. Resources generated through user fees will be sufficient to
cover the actual costs of meeting specified performance goals. Revenues generated by
the AGDUFA proposal increase annually from $4.8 million to $6 million over five years
for a total of $27 million. As with ADUFA, revenue amounts from fees account for

yearly cost of inflation, so no further inflation adjustment is necessary.

The AGDUFA fee structure uses three streams to generate revenue — application fees,
sponsor fees, and product fees. Sponsor fees are graduated based on the number of
approved applications a sponsor holds. In addition, there is a waiver for Minor Use and

Minor Species applications/submissions as there is in ADUFA.

FDA’s AGDUFA proposal includes an adjustment mechanism for potential sustained
increases in workload. The program delays offset collections to the final year and
utilizes the same triggers as ADUFA (i.e., Agency level appropriation combined with

review process level appropriation).

AGDUFA'’s performance goals also mirror those of ADUFA. The first of those goals is
the reduction of specific review times for sentinel submissions over five years. As an
example, it is estimated that the review of an original ANADA that will take
approximately 700 days in FY 2009 will take 270 days in FY 2013. For generic
investigational new animal drugs (JINAD) protocols, the 400 days needed to review in

2009 will be reduced to 100 days by 2013. These are considerable improvements in the



19

approval process, and they will go a long way in bolstering a struggling generic animal

drug industry.

The AGDUFA proposal also includes an amendment process to reduce the time and
review cycles associated with multiple submissions from a sponsor that are similar to one
another, This provision is to be implemented no later than FY 2012. Under this
provision, in most cases, if FDA requests an amendment to an animal drug
application/submission, or if the Agency issues an incomplete letter for such an
application/submission, a sponsor may request to amend other, similar applications or
submissions. This will reduce the time and review cycles associated with any related

submissions from a sponsor.

Again, like ADUFA, AGDUFA includes various changes aimed at improving

communication between sponsors and the Agency.

Resources generated by AGDUFA will be used to increase review staff, refine FDA’s
business process for review of generic animal drug submissions, provide training and
development for program staff and develop policies targeted at more efficient review.
This proposal benefits from lessons learned through ADUFA and, with it, FDA will
continue to maintain high standards of safety and effectiveness for animal drugs and

provide sustained revenue for improved FDA review performance.

CONCLUSION

10
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FDA’s ADUFA and AGDUFA legislative proposals represent considerable input from
and agreement of stakeholders, the public, and the Agency. They represent methods by
which FDA will improve its pioneer animal drug user fee program and institute the first
generic animal drug user fee program. FDA urges passage of these proposals, and we

will work with Congress in any way we can to assist with that effort.

Thank you for the opportunity to present testimony before the Subcommittee. I would be

happy to answer any questions.

11
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Mr. PALLONE. Thank you, Doctor. We are going to have some
questions now from members of the subcommittee.

You know there is great concern about antimicrobial resistance.
While the overuse of antibiotics is certainly a factor, many re-
searchers believe that the use of antibiotics in food animals also
poses a great risk. In 2004, the GAO issued a report assessing Fed-
eral agencies’ efforts to address the risk to humans from the use
of antibiotics in animals and the GAO found that while FDA had
begun conducting risk assessments, most of these assessments
were for drugs other than those that were critically important for
human health. Can you tell how much progress the FDA has made
in conducting risk assessments on existing approvals that are criti-
cally important to human health versus risk assessments at the
time of initial review? I am making that distinction between exist-
ing approvals and risk assessments at the time of initial review for
the drug.

Dr. DuNHAM. The concerns for antimicrobial resistance have
been and continue to be a top priority for the agency. Concerns
arising from antimicrobials in animal feed was identified more
than 30 years ago, and in regard to those responses, FDA has
taken into account antimicrobial resistance as part of the animal
drug review process, and we do look at all the data on the potential
resistance to be selected to the animal and also to be transferred
to bacteria that could contaminate food products.

Mr. PALLONE. But do you have any—can you make a distinction
in terms of your progress on the existing approvals, you know, the
currently approved drugs as opposed to those assessments that are
done when you are initially reviewing the drug that haven’t been
approved yet?

Dr. DUNHAM. Assessment on drugs that have not been approved?

Mr. PALLONE. I think we are trying to make a distinction be-
tween those drugs that have been on the market and have been ap-
proved for some time as opposed to those that are going through
the process now.

Dr. DUNHAM. I understand. We have a review process that is
going right now to take a look at some classes of antimicrobials
that have been approved for a very long time. Those are classes,
not individual drugs, and we are going through and pulling and
looking at each one of those. So there is a tremendous amount of
work that is being done right now to take a look at those as well
as the literature review available for all of those classes of
antimicrobials that very, very early on were approved compared
to—

Mr. PALLONE. Do you have—and you don’t have to give it to me
today, you can get back to me but—

Dr. DUNHAM. Oh, I would be happy to get back to you.

Mr. PALLONE. But is there a schedule for conducting these risk
assessments for those drugs that have been approved for some time
that you can get back to us, you know, more information about how
you are going about that and how long it is going to take? I will
say a schedule.

Dr. DunHAM. All right. We would be happy to get that informa-
tion.
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Mr. PALLONE. OK. And my impression is, the FDA has not been
able to conduct a lot of risk assessments on those currently ap-
proved drugs. I mean, would you want to comment on that? I
mean?, do you think there is enough? Do you think there should be
more?

Dr. DuNHAM. At the moment we are currently going back, as you
mentioned, and reviewing that, and we will be glad to give you a
further update on that information.

Mr. PALLONE. In getting back to me, if you could indicate the av-
erage length of time to conduct a risk assessment on those products
that are currently approved and whether you think that length of
time is acceptable. I guess that is all I wanted. Just get back to
us on that.

Let me get to a second set of questions here. Again, it goes back
to antibiotics. We have heard from various stakeholders about
FDA’s authority to act when they think that the use of an anti-
biotic in a food-producing animal is harmful to human health.
Take, for example, the case of Baytril, manufactured by Bayer. It
is my understanding that FDA found that the use of the product
in poultry posed a threat to human health and sought to withdraw
its approval. After 5 years of appeals and administrative pro-
ceedings, the approval was finally withdrawn. So the question is,
does the FDA have any concerns about the process which you have
to undergo to withdraw a product’s approval if you think it poses
a threat? Do you think that 5 years that I mentioned in the case
of Baytril is an excessive amount before the approval can be with-
drawn? Do you think this process deters the agency from con-
ducting risk assessments on products with existing approvals? So
essentially this would be the opportunity to change that process
and to change the law if you thought that we should, so I just
wanted you to comment on it.

Dr. DuNHAM. Thank you very much. As you know right now, our
authority does allow us to go through that review process to deter-
mine if there is a serious health threat and, if so, we would be ad-
dressing that, and as you mentioned with the Baytril procedure, we
have to make sure there is reasonable certainty of no harm, and
if so, we do investigate and an opportunity to have a notice of hear-
ing at which time we take a look at the information that is there
and the safety of that drug, and during that procedure, if we have
decided that, then the sponsor has the burden to come back and
show us information. In the case of Baytril, as you pointed out, this
was withdrawn.

Mr. PALLONE. But it took 5 years. So my question is, do you
think that we should do—well, first, do you think that is excessive?
And obviously if you think it is a problem, what would you want
us to do in reauthorizing the law to correct it?

Dr. DuNHAM. Well, at the moment, that authorization has been
working but we would be very happy to work with you if you have
anything alternative that we would like to consider. At the moment
we follow that procedure and, as you well know, the product would
remain on the market during the time that we go—

Mr. PALLONE. So you do feel it is too long and that we should
try to address it? I am not trying to catch you in being evil or any-
thing. I am just trying to find honestly if you think that that is
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something we should try to correct because you think it is too long
a process.

Dr. DuNHAM. Well, as I said, at the moment right now, with our
process and what we have a chance to do and how we do it, it has
been working and that is the caveat that we undergo the approval
process and then the withdrawal process.

Mr. PALLONE. So you are open to a change. OK.

Mr. Deal.

Mr. DEAL. Thank you, Mr. Chairman.

I suppose we ought to ask, in light of the reauthorization issue
before us, what would happen if Congress fails to enact the
ADUFA reauthorization by September 30, and would there be lay-
off notices sent to employees, and how many employees would be
affected and when would these notices have to go out?

Dr. DUNHAM. Yes, sir. This would be critical if we do not get this
reauthorization to the program and all that we have accomplished.
We do have to apply notice 60 days in advance of the reenactment
time to our employees and we would possibly be impacting 58 em-
ployees that we currently have under the ADUFA procedure. So we
would lose the talent that we have right now and the impact would
really step us back with the whole program that has been incred-
ibly well performing. It has been a successful program and we real-
ly would be hurt if we couldn’t get this reinstituted.

Mr. DEAL. So time is of the essence, in other words?

Dr. DUNHAM. Yes, sir, it is. Thank you.

Mr. DEAL. Let me ask this question. Does the CVM believe it has
enough authority to protect the effectiveness of antibiotics used to
treat human illness, especially those that are considered by FDA
as critically important to human health, and if not, then what fur-
ther authorities would you feel like you need from Congress?

Dr. DuNHAM. As you know, we do have the authorities to go
through and review, because that is our goal, to approve safe and
effective products, and we do look at public health, and if there
were indications that any drug on the market was impacting
human health, then we can conduct a thorough review and take ac-
tion, as we mentioned a minute ago, on that.

Mr. DEAL. So you feel like you do have adequate authority in
that regard?

Dr. DuNHAM. Yes, sir.

Mr. DEAL. This agreement calls for an end-review amendment of
deficiencies in a sponsor’s application, and also the creation of elec-
tronic submission too. How do you anticipate that these will affect
approval times?

Dr. DuNHAM. Oh, it is going to be well welcomed. If we can move
into the electronic age, for example, the ease with which the spon-
sors can provide us that and the ease with which our reviewers can
access and modify as well as storage of all the data that comes
from the electronic submission will be a great improvement as we
move forward in the 21st century. So that would be great. Thank
you.

Mﬁ DEeAL. I think that answers my questions. Thank you very
much.

I yield back, Mr. Chairman.

Mr. PALLONE. Thank you, Mr. Deal.
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The gentlewoman from Illinois, Ms. Schakowsky.

Ms. ScHAKOWSKY. Thank you, Mr. Chairman. I wanted to get
back to that issue that you had raised, Mr. Chairman, about the
potential overuse of antibiotics and the effect that it can have on
humans, and maybe you answered this question but I am won-
dering if you could explain the 2003 FDA guidance for industry
that laid out the agency’s requirements for evaluating anti-
microbial drugs that may pose a risk to public health. Is that what
you were referring to in the answer to the chairman’s question?

Dr. DUNHAM. Yes, it was part of our procedure. Whenever we do
a review, if there was a concern to public health of a specific prod-
uct, then we can take a very detailed approach and look through
that, take a look at the science, and if there is indication of harm,
then we will follow through and take that information, review it,
and if we have determined that is the case, as was the example
with Baytril, then we can put out a notice of opportunity for hear-
ing at which time then the sponsor would have an opportunity to
push back and give us information to say whether or not that
project is safe or not. The review goes through and a decision
would be made at the end of that notice of opportunity for hearing.

M(;Q, SCHAKOWSKY. And what was the conclusion of that investiga-
tion?

Dr. DUNHAM. In the case of Baytril, it was removed and we no
longer use that for treatment in poultry.

Ms. SCHAKOWSKY. Is it a matter of a particular drug or is a mat-
ter of the quantity of antibiotic present in the animal products that
we eat?

Dr. DUNHAM. In the case of the drug, you are looking at the drug
itself, and when you take a look at, for example, a residue, as we
would follow through in an animal of that drug product, there are
limits that we establish courtesy of the review process. In the case
of the drug, if, as you mentioned a minute ago, there was an im-
pact to public health, then we take a look at that drug and its im-
pact specifically and how it is being used.

Ms. SCHAKOWSKY. And do we have good scientific data on just
what the impact is, the cumulative effect of eating animal products
that are treated with antibiotics? Is this an area where we are still
doing research and studying this?

Dr. DuNHAM. This area is in fact very complicated. It is not black
and white. There are so many venues that impact this and we, yes,
are along with many other scientists heavily involved with current
studies and review to assess all of this and understand this very
complicated procedure.

Ms. SCHAKOWSKY. Because it is very threatening, the fact that
we have all these drug-resistant incidents where this could be a
major threat to public health over time, and we want to be sure
that the FDA is looking ahead.

Dr. DUNHAM. Yes we are, and I think again, with the talent that
we have, cutting-edge science to know what is happening, the
traceability, surveillance programs, information internationally as
well as domestically comes into play. Environmental issues, medi-
cine in general, everything is very much in tune to understand all
of this, and I think it is a very exciting area that we have for our
scientists to be involved.
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Ms. SCHAKOWSKY. And does the FDA have all the authority it
needs to enforce its guidance and perhaps enforce new standards
that could be set up?

Dr. DUNHAM. Yes, we do.

Ms. SCHAKOWSKY. Do you think there is enough evidence at this
point to at least consider phasing out the use of antimicrobials for
non-therapeutic use in food animals?

Dr. DuNHAM. That is another area that we are looking at the in-
formation right now. It is under review.

Ms. SCHAKOWSKY. And what is the timeline for that?

Dr. DuNHAM. I am going to respond back to Mr. Pallone and you
with the information that we will return to you in written docu-
mentation.

Ms. SCHAKOWSKY. Yes, but you do have a protocol and a timeline
and all that for completing this review or this study?

Dr. DuNHAM. We have information that I will be able to provide
to you that will give you an outline of everything we have, yes.

Ms. ScHAKOWSKY. The Union of Concerned Scientists estimates
that 70 percent of all antibiotics in the United States are used in
healthy pigs, poultry, beef, and cattle. Is that the case?

Dr. DuNHAM. I would have to get back to you to confirm any doc-
umentation of that number.

Ms. SCHAKOWSKY. The doubling of the user fee that is being pro-
posed, and so this will mainly be used to shorten the review pe-
riod? I know you went over it in your testimony, but if you could
just summarize, though, how that money would be used?

Dr. DuNHAM. Right now for ADUFA, we will continue with our
review times that we have now reached at the end of ADUFA I

Ms. ScCHAKOWSKY. Which is how many days?

Dr. DUNHAM. One-hundred and eighty days without statutory
time, which now under ADUFA II will allow us to further enhance
working through communication with our sponsors. We will have
10 public workshops over the 5-year period. We will be able to work
with our sponsors now to have an understanding of any of the pre-
approval potentially foreign facility inspections, to work with them
in advance to again keep the times down and to complete that in-
formation that is collected. We hope very much to move forward
into the 21st century with electronic submissions and reviews
which will help not only storage but access and free moving of the
information that we receive for our reviewers, and we will have an
opportunity to further enhance overall communication with spon-
sors. For example, sometimes they come in at the very, very end
and there may be non-substantial information but something that
needs to still be reviewed, and we can add that on with very little
additional time instead of going back, as we used to under ADUFA
I, and have to do another notice of a letter to come back and go
through another review cycle. Keeping it down to one review cycle
time is very, very critical. This will help get that product that is
z:gioing through approval on the market without having further

elay.

Mr. PALLONE. The gentlewoman is a minute over.

Ms. SCHAKOWSKY. Oh, I am sorry. If I could just ask one more
thing about the pet food that we get? Can we be sure that it is safe
now?



26

Dr. DuNHAM. We have our food protection plan and I think we
have come a long way since the melamine incident, which has real-
ly been fantastic to open up the awareness to people not only for
pet food but human food and feed in general. So yes, we have come
a long way.

Ms. SCHAKOWSKY. Thank you.

Mr. PALLONE. The gentleman from Indiana, Mr. Buyer.

Mr. BUYER. Thank you, Mr. Chairman.

The FDA had given previous testimony and the Commissioner
has also supported for us to give authority to the FDA to destroy
counterfeit, adulterated, or misbranded drugs that may be found in
any of our ports of entry, and that is with regard to human con-
sumption. Do you not believe that it would make sense that we also
extend that authority, that if you find a misbranded, adulterated
or counterfeit drug that would be used for animals that you also
be given the authority to destroy?

Dr. DunHAM. I don’t believe I have had an opportunity to really
address this within our group for CVM. I know it is happening on
the human side. We haven’t seen as much counterfeit opportunities
for animal drugs the way I know you do see it on the human side,
but we definitely would appreciate any opportunity to keep only
our approved products on the market and be able to intervene
whenever we do see adulterated products coming across.

Mr. BUYER. So therefore, following the syllogism of logic, would
it not make sense that FDA be given the authority to destroy if in
fact you found a misbranded, adulterated, or counterfeit animal
drug? If you want to do it for humans, you would think you would
want to do it for an animal drug too, would you not?

Dr. DuNHAM. And I would just need to confirm that we have
gone through with our counsel on that to let you know that we
have had a green light to look at animal drugs as well.

Mr. BUYER. Let me ask about your personal opinion. Do you not
in your personal opinion think that it is common sense, if we are
going to protect humans, we ought to protect animals equally?

Dr. DuNHAM. We do with our drugs to make sure they are safe
and effective and approved. I do agree, yes.

Mr. BUYER. All right. I don’t want to do the dance with you, OK?
It is easy for me to pick up the phone and ask the Commissioner
because the Commissioner is going to say absolutely.

Dr. DuNHAM. Yes, we do. I do.

Mr. BUYER. All right. Now let me ask you in your professional
opinion, since we also know, now, would FDA support—if we were
to put in language giving you the authority to destroy a counterfeit,
adulterated, or misbranded drug, would you not welcome that au-
thority?

Dr. DuNHAM. Yes, I would.

Mr. BUYER. All right. Thank you.

Mr. Chairman, here is my question to you. I think we have an
opportunity here. As Mr. Matheson and I are working with you and
Chairman Dingell on the food and drug safety side of the bill, not
only creating electronic pedigree, but one of the provisions for
which you have also agreed is about giving the authority to FDA
to destroy these misbranded, adulterated, or counterfeit drugs. It
is easier for us to put that provision in this bill with regard to ani-
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mals rather than in the other drug and safety bill expanding that
and say well, we want to include animals. See what I am saying?
We have two different provisions, one dealing with human con-
sumption on food and human use on drugs. Let us leave those pro-
visions to apply to humans. This is our opportunity to take that
provision and leave it in the animal bill.

Mr. PALLONE. I think I followed you, and I think we will look
into it. I don’t want to prejudge it in any way but we will certainly
look into it.

Mr. BUYER. I just think we have an opportunity. We have got
something that is moving. Earlier when I had proposed this when
we were doing the reauthorization of PDUFA, Chairman Dingell
said whoa, Steve, hold off, we are going to do a food and drug safe-
ty bill, and that is when Mr. Matheson and I began to work to-
gether on building an electronic pedigree bill that incorporates
what the Commissioner was asking for, and so as we are working
cooperatively on that side of the bill to deal with human consump-
tion and medications, I just once again think it makes a lot of
sense that we work with you and I will work with Mr. Matheson,
that this could be included perhaps in your own manager’s amend-
ment that we take care of this issue.

Now, as the lady from the FDA just testified, well, we are not
seeing that as much, my sensing would be that if people are begin-
ning to drive toward generics because of costs, it is only a matter
of time before the criminal syndicates then move into this economic
space because it is highly lucrative, and that is where they are
moving. So let us give them the tools to be able to combat this be-
fore the syndicates can move into the space would be my argument,
and I would like to work with the ranking member and the chair-
man to do just that. And Mr. Matheson, you and I have not had
an opportunity to discuss this. This just came up, but I think this
is one that only makes sense. Building a consensus on how to
dance. I yield back.

Mr. PALLONE. Let me just explain to you. I think you all under-
stand what we have before us are two drafts based on what the Ad-
ministration and the industry agreed to. Obviously the purpose of
the hearing today is to entertain any other ideas either for or
against that, so this is certainly something that we will look into
without prejudging whether we would definitely do it. But the
whole idea of today’s hearing is to get these kinds of ideas. So
thank you.

The gentleman from Utah.

Mr. MATHESON. Thank you, Mr. Chairman, and thank you, Mr.
Buyer, for raising that issue, by the way.

Dr. Dunham, I wanted to ask you a couple of questions about
antibiotics, if I could. The World Health Organization has estab-
lished a measurement for antibiotic usage data collection called De-
fined Daily Doses, and Europe has mandatory reporting of the con-
sumption data collection using this measure and it is my under-
standing that it has enabled comparisons that we are unable to
perform right now in the United States. Does the FDA require
manufacturers to submit data in this format or some other com-
parable format using a uniform measurement?
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Dr. DUNHAM. At the moment, we do receive the quantity that
they produce on anniversary of the approval. We receive that infor-
mation from them.

Mr. MATHESON. Does the information you receive help you in
terms of having a way to better understand patient safety, in this
case, animal safety? I mean, is the data you are getting comparable
to what the Europeans ask for as mandatory reporting data? I
didn’t think it was. That is why I am asking.

Dr. DuNnHAM. Well, we have adverse drug reporting that we will
look at on any individual drug that has been approved. We have
that system that is all part of our Federal Food, Drug, and Cos-
metic Act.

Mr. MATHESON. Can you tell me the percentage of antibiotic
drugs sales that are for humans versus animals?

Dr. DUNHAM. I cannot but I could certainly look into that and get
you some information, sir.

Mr. MATHESON. Do you know whether the antibiotics that are
used to treat sick animals or animals exposed to disease or—let me
rephrase this. Are antibiotics used to treat sick animals or animals
exposed to disease or for other purposes such as growth promotion
and/or disease prevention?

Dr. DUNHAM. There are products on the market that are ap-
proved for growth promotion and feed efficiency and then they are
also there to treat disease.

Mr. MATHESON. Does FDA maintain a database of animal anti-
biotic use data?

Dr. DUNHAM. We again would receive the information as far as
quantities and any adverse reaction to those drugs.

Mr. MATHESON. OK. Mr. Chairman, that is all I have to ask. I
will yield back.

Mr. PALLONE. The gentleman from Pennsylvania, Mr. Murphy.

Mr. MURPHY. Thank you, Mr. Chairman.

Just a couple quick questions on some issues. I am concerned
about the timing of this bill. Before, you were asked about some
impacts it would have in terms of layoff notices, you commented on
that. I am concerned about the clinical impact of any delays here.
Does current status of this or in any additions that would be com-
ing up in this changed legislation impact you? So for example,
would the delays hold up any ability to handle any improvements
or modernizations in what you do now?

Dr. DUNHAM. Yes, it would, because of the advances we have
been looking for, and a specific example would be if we wanted to
move forward with the electronic era, it would be impacted by this
as well. But more importantly, the biggest impact by far is going
to be the lack of the scientific technical expertise and talent that
we need to continue to do the reviews and that is going to stall and
we are going to have a delay again on having the review to enable
safe products to be approved and be used to help both protect com-
panion animals and food animals.

Mr. MurpHY. Would it then negatively impact on your ability to
enforce new regulations or, more specifically and more concerning,
to respond to any emergencies?

Dr. DuNHAM. Overall, whenever we do receive anything like an
emergency reaction, we would have the staff to respond to that.
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The biggest impact is going to be again the review of any new prod-
ucts coming through that we would like very much to have come
through for approval and be on the market. That would be delayed.

Mr. MURPHY. I see. And just another question I thought of while
Mr. Buyer was raising his questions too. With regard to drugs that
are used both for animals and for humans, so similar ones or iden-
tical ones, and what Mr. Buyer was raising about counterfeit or
other drugs coming over on black markets, and it is an issue we
have discussed a number of times in this committee, is there juris-
diction now if it is the same drug for both animals and human use
that if it came through labeled as an animal drug but was identical
to human, would you have the power at this point to take action
that he is referring to?

Dr. DuNHAM. If we haven’t gone through the approval process of
that drug and it is coming from outside the United States, then it
is not approved. It has to come through our review process. So
many times you will have a drug approved in another country but
you wouldn’t be able to import it and use it if it hasn’t gone
through our review process.

Mr. MurpHY. What action would you take if you found it at a
port?

Dr. DUNHAM. Then you would be able to prevent entry coming
into the port.

Mr. MurpHY. If that drug was approved for human use but not
animal drug, I mean, does it go—

Dr. DunHAM. Well, once again, if it is not approved, the only way
that you would be able to possibly have a veterinarian use that is
if it is an approved drug through FDA. So a human approved drug
through the FDA procedure, not outside of the United States, and
only then would a veterinarian be able to use that. So even if it
is approved in another country, a human drug, still coming over
here it hasn’t gone through our review process even on the human
side.

Mr. MURPHY. I raise the issue because we hear some people try-
ing to use animal drugs because they are less expensive than
human drugs, but that is a discussion for another hearing another
day. Thank you very much.

Thank you, Mr. Chairman.

Mr. PALLONE. Thank you, Mr. Murphy.

I am going to have a second round because I for one have some
questions I wanted to ask Dr. Dunham, and this is an area that,
as I said, we basically took the Administration’s proposal so we do
have some questions.

Another issue that has been brought to my attention regarding
antimicrobial resistance is the lack of data that exists on how anti-
biotics are sold and used by ranchers, meat producers, farmers, et
cetera. As I understand it, currently there are no data sources that
FDA can draw upon that show the total quantity of antibiotics used
in animals, the species they are used in, the purpose of the use,
therapeutic versus prophylactic or growth promotion purposes, or
the method used to deliver the antibiotic. Is that correct, in your
opinion?

Dr. DunHAM. We do not have the individual use. We have the
drug and what it is approved for and only information on quantity
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marketed at the end of the anniversary do we have information
coming back unless there were some adverse events, and then we
would have data from that.

Mr. PALLONE. OK. Do you think that it is important for FDA in
its mission to have access to that additional data, and how would
that data enable FDA to better track antimicrobial resistance or
determine any threats to the public health?

Dr. DUNHAM. As I said, for that opportunity at the moment, what
we have, it comes in strictly as quantity marketed, and we have
been complying with that and using that information but we don’t
have access to anything further.

Mr. PALLONE. Well, do you think it would be burdensome to col-
lect this additional data from manufacturers and those delivering
the antibiotics, what I am suggesting?

Dr. DUNHAM. I probably would have to make some inquiries and
get back to you.

Mr. PALLONE. You can get back to us. Sure. Get back to me in
writing. I would be very happy with that.

Dr. DUNHAM. Thank you.

Mr. PALLONE. I understand that at some point, if Congress does
not act to reauthorize ADUFA, you would have to issue the RIF no-
tices. We dealt with this possibility before, when we were dealing
with PDUFA and MDUFA. Can you tell me how many employees
at FDA might be subject to those RIFs, and what is the agency’s
deadline for issuing those notices and whether you have any flexi-
bility in determining when the notices will be sent out? Because
when the agency was able to hold off sending out RIF notices when
we dealt with PDUFA and MDUFA last year, I think what they did
is, because they knew the Congress was moving to reauthorize in
a timely fashion, they had the flexibility not to send out the no-
tices. Is that true?

Dr. DuNHAM. I would need myself to personally confirm that.
Otherwise I do know we are required 60 days before that date to
let the employees know they could undergo a RIF, and that is why
is so critical that we move this piece of legislation forward.

Mr. PALLONE. Do you know how many employees would be sub-
ject to those notices?

Dr. DUNHAM. Approximately 58.

Mr. PALLONE. Fifty-eight. All right. Well, again, get back to us
on that issue of flexibility, because I know that there was some
flexibility used with regard to PDUFA and MDUFA because they
knew that we were moving, and I commit to you that obviously the
reason we are having this hearing today is because we do want to
move forward with passing a bill and getting it signed into law in
a timely fashion.

And then lastly, in your testimony you note that FDA worked
and negotiated with industry, both the Animal Health Institute
and the Generic Animal Drug Alliance, in putting forward the
ADUFA II and the AGDUFA proposals. Did you also meet with
consumer groups and incorporate concerns raised by those groups?
And i(t; so, what changes did you make to incorporate consumer con-
cerns?

Dr. DuNHAM. With the submitted comments to our documents,
the majority of the views were supported of the ADUFA and
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AGDUFA proposal, and there were a few that would like us to do
a little more, like you mentioned, which is to look at aspects of do
we do enough on antimicrobial resistance, and as we have ex-
plained to you today, our procedures of the review do incorporate
looking at issues of antimicrobial resistance during the review proc-
ess. So if anything, it would be a chance of where do we do more,
and I think we have the capability of doing that and incorporating
that into our review right now.

Mr. PALLONE. OK. Thank you.

Any other member want to ask additional questions? Mr. Deal.

Mr. DEAL. Thank you. Can you tell us what is the FDA approval
process if we compare the approval process of antibiotics for ani-
mals versus the approval process of antibiotics for humans? Is it
more or less stringent in the animal environment?

Dr. DuNHAM. If T may, I am going to have Dr. Vaughn go
through that review process difference between human and animal.

Mr. DEAL. My understanding is that there may be a benefit anal-
ysis in one area versus benefit analysis in the other, but I will let
you answer.

Dr. VAUGHN. Thank you, Mr. Deal. On the animal drug side, our
evaluations are for primarily human food safety for the products
that are derived from those animals and the potential transference
of any adverse effects either through chemical residues or anti-
microbial resistance or impact of the drugs on human gastro-
intestinal flora. And so to that end, we are looking strictly from a
safety standpoint and it is not offset by the potential benefit that
may be derived from that drug in animals.

Mr. DEAL. OK. A related question deals with the definition I
guess of a term that we often hear used and that is the term
‘therapeutic use’ of a drug. Some of these areas I am going to list
maybe seem simplistic to ask you the question, but do you feel that
it is appropriate to use antibiotics in animals for the following pur-
poses, first of all, disease treatment?

Dr. VAUGHN. For disease treatment, yes, sir.

Mr. DEAL. All right. What about for disease prevention?

Dr. VAUGHN. Disease prevention, if I can explain a little bit, the
way we go about establishing indications on our labels for those
products that do get approved, we do look at them as therapeutic
and non-therapeutic, and for the non-therapeutic, we would include
things for growth promotion, average daily gain, feed efficiency,
those types of claims, and in those cases, for antimicrobials, we
have not approved a single product for quite a few years. Those ap-
plications just are not coming to us. And on the therapeutic side,
we consider claims such as prevention, control, and treatment, and
as a veterinarian, I can tell you that it is important, depending on
the disease process, to intervene at the appropriate time to have
the best effect for that drug, and in some cases, if we wait until
we actually have clinical signs of disease, that we will not be able
to get the clinical effect that we need to be able to get from these
therapeutic products.

Mr. DEAL. So treatment, prevention, and control would all be
conlsi‘t?iered appropriate therapeutic usage for antibiotics in ani-
mals?

Dr. VAUGHN. Yes, sir.
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Mr. DEAL. OK. I think that is all. Thank you very much.

Mr. PALLONE. Does any other—yes, Ms. Schakowsky.

Ms. SCHAKOWSKY. I just want to clarify something. You said that
the FDA, that you have adequate authority to take action if you
conclude there is a problem with antibiotic resistance, but yet in
response to the chairman’s questions about Baytril, you said that
it took 5 years to remove that drug and that is just one drug. So
to me, that doesn’t seem—either it doesn’t seem like adequate au-
thority or that the process is awfully slow. So if the FDA knows
that a drug is generating antibiotic resistance, don’t you think 5
years is too long to deal with that and that the American people
could be at risk for too long?

Dr. DuNHAM. As I mentioned, the procedure that we use in hav-
ing to go through in this case the review and the court hearing,
took that long, and we would be happy to work with you if you
have any additional suggestions or ideas you would like to modify
to that procedure that currently our jurisdiction allows us to go
that way. We had that review, and you are right, it took 5 years
before completion. During that entire time, the product would stay
on the market. That is currently the system that we operate under.
So we would be happy to work with you.

Ms. ScHAKOWSKY. Well, I would appreciate that because in your
mind, isn’t 5 years an awfully long time if this is something that
should be off the market?

Dr. DUNHAM. And it takes a scientific review and the back-and-
forth before a decision was made.

Ms. SCHAKOWSKY. But don’t you think that is an awfully long
time to—obviously the conclusion was that there is some kind of
risk. Isn’t 5 years too long? Don’t we need to work on that, in your
view, to figure out how to shorten the process?

Dr. DuNHAM. We would be very happy to work with you on any-
thing that you have that you are willing to provide.

Ms. SCHAKOWSKY. Thank you.

Mr. PALLONE. Mr. Matheson, did you want to ask additional
questions? OK.

Thank you, Dr. Dunham and the two that accompany you. I
think this was very helpful. And as I said, we basically put these
proposals together based on the Administration’s agreement and
we are just going to follow up after the hearing and try to see if
we have any additions or suggestions to change it, but we do in-
tend to move this in a timely fashion, I want to assure you.

Dr. DUNHAM. I appreciate that very much. Thank you for the op-
portunity.

Mr. PALLONE. And I will ask the second panel to come forward
now. Welcome. Let me introduce our second panel. To my left is Dr.
Richard Carnevale—I don’t know if I am pronouncing that cor-
rectly—who is Vice President of Regulatory, Scientific, and Inter-
national affairs for the Animal Health Institute, and next is Ms.
Stephanie Batliner, who is Chairperson of the Generic Animal
Drug Alliance and also Director of Pre-market Regulatory Affairs
for IVX Animal Health Inc. from St. Joseph, Missouri, and then is
Robert Martin, who is Executive Director of the Pew Commission
on Industrial Farm Animal Production. We have 5-minute opening
statements become part of the record, and the Committee may sub-
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mit additional questions in writing for you to answer very quickly
after the hearing. And so we will start with Dr. Carnevale.

STATEMENT OF RICHARD CARNEVALE, V.M.D., VICE PRESI-
DENT OF REGULATORY, SCIENTIFIC AND INTERNATIONAL
AFFAIRS, ANIMAL HEALTH INSTITUTE

Dr. CARNEVALE. Good morning, Mr. Chairman and members of
the subcommittee. Thank you very much for holding this hearing
on this important piece of legislation and for the opportunity to
speak to you today about the benefits to human and animal health
from FDA-approved animal medicines.

I am Dr. Richard Carnevale. I am a veterinarian and a vice
president with the Animal Health Institute, a trade association in
Washington that represents companies that make medicines for
animals. Our companies share a common mission: we contribute to
public health by protecting animal health. As companion animals
have become a more important part of our everyday lives, they
have moved from the backyard into our living rooms and bedrooms,
increasing their importance to humans and requiring attention to
their health needs. As medical breakthroughs from human medi-
cine are adapted to animal medicine, our pets are living longer and
healthier lives.

Animal health products also give veterinarians and livestock and
poultry producers the necessary tools to protect the health and
well-being of food-producing animals. A vital first step in producing
safe meat, milk, and eggs is keeping animals healthy. Veterinar-
ians work hard to prevent disease in animals. However, it is impor-
tant for them to have medicines available when they are needed to
treat a disease they cannot prevent.

The statutory standard for FDA approval of animal drugs under
the Federal Food, Drug, and Cosmetic Act is the same as that for
human drugs: they must be proven safe and effective. As a result,
the animal drug review process looks much like the human drug
review process. Animal drug companies submit data from scientific
studies to demonstrate safety, efficacy, and the ability to meet the
same stringent manufacturing standards. It is a costly process, re-
quiring as much as $100 million and 7 to 10 years to bring an ani-
mal drug to market. In the case of food animals, the standard to
ensure that meat, milk, and eggs are safe for human consumption
adds an additional set of requirements that increases the costs and
time to market.

Animal health companies rely on a rigorous, efficient, predict-
able, and science-based review process at the Food and Drug Ad-
ministration’s Center for Veterinary Medicine to provide these
products to society. That is why our companies supported the first
authorization of the Animal Drug User Fee Act more than 5 years
ago. ADUFA I made it possible for our companies to bolster fund-
ing at CVM so that they could meet performance standards to im-
prove the efficiency and predictability of the animal drug review
process.

We believe ADUFA T has been successful. The backlog of overdue
pioneer animal drug submissions that existed at the beginning of
the program is gone. FDA CVM has successfully met the perform-
ance timelines established by the legislation. As a testament to this
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progress, 2007 was a banner year for approval of new and innova-
tive products with CVM approving nine new chemical entities, giv-
ing veterinarians new medicines to fight diseases and other condi-
tions in animals.

The legislation before you to reauthorize this successful program
builds upon this record of achievement. Whereas the total cost of
ADUFA I came to around $43 million over 5 years, sponsors will
contribute $98 million to this process over the life of the next legis-
lation.

Many will benefit should Congress approve this bill. FDA CVM
of course benefits by having additional resources to meet its mis-
sion of protecting public health. Animal health company sponsors
benefit from a stable and predictable review process, allowing them
to make informed decisions about the investment risks of research
and development dollars. Veterinarians and animal owners benefit
from having new and innovative medical advances to treat, control,
and prevent diseases in their patients. And finally, consumers ben-
efit from a safer food supply as a result of the availability of addi-
tional tools to keep food animals healthy because healthy animals
means healthful and safe food. These widespread benefits are why
a broad coalition of companion animal interests and animal agri-
culture interests support this legislation. Attached to my testi-
mony, Mr. Chairman, is a copy of the coalition letter sent to you
earlier this year from a broad mix of groups asking for congres-
sional action on this bill.

The regulatory process this bill will support is one of the most
protective of human health in the world. The bill does not in any
way alter or change the rigorous pre- and post-approval animal
safety and food safety standards. FDA CVM has a rigorous and ro-
bust process that takes into account animal and human safety
throughout the life cycle of the product. We strongly believe this
bill intensifies CVM’s public health focus by increasing the re-
sources used to meet that mission. The timely availability of ani-
mal medicines approved by FDA protects public health. A process
that is cumbersome and inefficient delays those products that are
safe and effective and encourages the use of untested and illegally
compounded products in an attempt to address unmet animal
health needs. The rigorous review process and monitoring systems
in place are at the heart of a broad system of protections that en-
sure that all medicines including antibiotics are safe for animals
and humans.

Mr. Chairman, I have attached more information in my written
statement on the review process related to antimicrobials.

In summary, Mr. Chairman, CVM has a rigorous science-based
review process that provides to society the products necessary to
protect public health by protecting animal health. The reauthoriza-
tion of ADUFA will continue to provide the Agency the resources
necessary to maintain and improve this process, provide new and
innovative products to allow our pets to live longer and healthier
lives, and contribute to food safety and food security by keeping
food animals healthy. I urge you to move a clean ADUFA II bill in
a timely manner so this program can continue without interrup-
tion. Thank you.

[The prepared statement of Dr. Carnevale follows:]
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STATEMENT OF RICHARD CARNEVALE

Mr. Chairman and members of the Subcommittee:

Thank you for holding this hearing on this important piece of legislation, and for
the opportunity to speak to you today about the important human and animal
health benefits that result from using medicines to keep animals healthy.

I am Dr. Richard Carnevale. I am a veterinarian by training with a degree from
the University of Pennsylvania and I am here today on behalf of the Animal Health
Institute, a trade association that represents companies that make medicines for
animals. Our companies share a common mission: we contribute to public health by
protecting animal health. With food animals in more demand from our growing glob-
al population, the importance of the nexus between animal health and human
health has never been greater, and is one of the driving forces behind the Center
for Disease Control’s “One Health” initiative. Recent highly-publicized threats like
avian influenza highlight this nexus. As companion animals have become a more
important part of our everyday lives they have moved from the backyard into our
living rooms and bedrooms, increasing their importance to humans and requiring
greater attention to their health needs. As medical breakthroughs from human med-
icine are adapted to animal medicine, our pets are living longer and healthier lives.

Animal health products also give veterinarians, and livestock and poultry pro-
ducers, the necessary tools to protect the health and well-being of food producing
animals. More and more evidence demonstrates that a vital first step in producing
safe meat, milk, and eggs is keeping animals healthy. Veterinarians work hard to
prevent disease in animals, but it is important for them to have medicines available
when needed to treat a disease.

The statutory standard for FDA approval of animal drugs under the Federal Food,
Drug, and Cosmetic Act is the same as that for human drugs: they must be proven
to be safe and effective. As a result, the animal drug approval process looks much
like the human drug approval process: animal drug companies submit data pack-
ages to demonstrate safety, efficacy, and the ability to meet the same stringent FDA
manufacturing standards. It is a costly process, requiring as much as $100 million
and 7-10 years to bring an animal drug to market. In the case of food animals, the
standard to ensure that meat, milk, and eggs are safe for human consumption adds
an additional set of requirements that increases the cost and time to market.

The market for animal drugs, however, is nothing like the market for human
drugs. Our products are used to treat seven different major species of animals and
many more minor species. A blockbuster animal drug will have sales of $100 mil-
lion, and the vast majority of animal health products have a market size of around
$1 million. There is no Medicare or Medicaid and, except in rare cases, no employer
supported health insurance—the cost of animal drugs is borne in full by the animal
owner.

Animal health companies rely on a rigorous, efficient, predictable, and science-
based review process at the Food and Drug Administration’s Center for Veterinary
Medicine (CVM) to provide these products. That’s why our companies supported the
first authorization of the Animal Drug User Fee Act more than 5 years ago. The
Animal Drug User Fee Act of 2003 (ADUFA I) made it possible for our companies
to bolster funding at CVM so that they could meet performance standards to im-
prove the efficiency and predictability of the animal drug approval process.

As a result of an efficient and predictable regulatory process, animal health com-
panies can be more confident investing research dollars in the United States. Ac-
cording to data AHI collects, in 2006 pioneer animal health companies invested $663
million in research and development of new and innovative products, a seven per-
cent (7%) increase over the preceding year.

We believe ADUFA I has been successful. The backlog of overdue pioneer animal
drug submissions that existed at the beginning of the program is gone. FDA/CVM
has successfully met the performance goals established by the legislation. Time-
frames have been uniformly met, restoring predictability to the review process. As
a testament to this progress, 2007 was a banner year for approval of new and inno-
vative products with CVM approving nine new chemical entities, giving veterinar-
ians new medicines to fight diseases and other conditions in animals. Examples in-
clude medicine to treat heart failure in dogs, control pain and inflammation from
osteoarthritis, and to treat and prevent motion sickness.

The legislation before you to reauthorize this successful program builds upon this
record of achievement. Animal health companies approached ADUFA II with the
goal of reducing overall review times. CVM came to the table with a need for addi-
tional resources to compensate for the gap between the increased employee cost and
Congressional appropriations. The end-review amendment process established in
this agreement will help reduce the overall review time by reducing the number of
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submission cycles. The ten agreed upon workshops will help CVM and sponsors deal
with the complex scientific questions that often surround the review of these prod-
ucts.

Whereas the total cost of ADUFA I came to around $43 million over 5 years, spon-
sors will contribute $98 million to this process over the life of this legislation. The
only change in the financial structure is the inflation factor calculated annually dur-
ing the life of ADUFA I has been agreed to and built into the annual costs of
ADUFA 1II, giving both sponsors and CVM more predictability regarding the pro-
gram’s revenue. Many will benefit should Congress approve this legislation:

1. FDA/CVM benefits by having additional resources to meet its mission of pro-
tecting public health.

2. Animal health sponsors benefit from a stable and predictable review process,
allowing them to make informed decisions about the investment risks of research
and development dollars.

3. Veterinarians benefit from having new and innovative medical advances avail-
able to treat, control, and prevent diseases in their patients.

4. Livestock and poultry producers, and the veterinarians on whose advice they
rely, also have the tools needed to keep food animals healthy.

5. Pet owners benefit by having their animals live longer and healthier lives, in-
creasing their enjoyment of these companions.

6. Consumers reap the food safety benefits that come as a result of the availability
of additional tools to keep food animals healthy.These widespread benefits are why
a broad coalition of companion animal interests and animal agriculture interests
support this legislation. Attached to my testimony is a copy of a coalition letter sent
to y(})lu eguﬁier this year from this broad mix of groups asking for congressional action
on this bill.

PROTECTIONS IN PLACE TO PROTECT PUBLIC HEALTH

We would like to emphasize that the regulatory process this bill will support is
one of the most protective of human health in the world. This bill does not in any
way alter or change the rigorous pre- and post-approval animal safety and food safe-
ty standards. FDA/CVM’s has a rigorous and robust approval process that takes into
account safety throughout the lifecycle of the product, including safety to the ani-
mal, safety to humans, a thorough process for measuring the potential transfer of
antimicrobial resistant bacteria between animals and humans, environmental safe-
ty, animal handler safety and drug experience reporting and adverse reaction eval-
uation to assess post-market safety.

We strongly believe this bill intensifies CVM’s public health focus by increasing
the resources used to meet that mission. The timely availability of animal medicines
approved by FDA protects public health. A process that is cumbersome and ineffi-
cient delays those products that are safe and effective and encourages the use of
untested and illegally compounded products in an attempt to address unmet animal
health needs. These types of treatments can create a health hazard for the animals
and jeopardize food safety. Increasing agency resources and setting achievable time-
frames will only help improve the agency’s ability to meet its high safety standards.

The rigorous review process and monitoring systems in place are at the heart of
a broad system of protections that ensure that all medicines, including antibiotics,
are safe for animals and humans. Antibiotics for use in animals must meet all the
same requirements as antibiotics used in humans, with two additional require-
ments: first, sponsors must show the meat from animals in which the product is
used is safe for human consumption. Second, beginning in 2003, CVM instituted
Guidance for Industry (GFI) # 152, which outlines a qualitative risk assessment
process that is applied to all antibiotics approved for use in animals. This guidance
process is designed to measure the risk of antibiotic resistant bacteria being trans-
ferred from animals to humans if the product is approved. Based on this risk, FDA
makes decisions to either deny or approve the produce with certain restrictions to
significantly reduce risk. Restrictions can include requiring a veterinary prescrip-
tion, prohibiting extra-label use and prohibiting use in certain species. The method-
ology is very conservative—meaning it is very difficult to get an antibiotic approved.
Further, the guidance is sufficiently broad so that if new, previously unidentified
or undescribed, resistant organisms or genes were to become of concern, the Agency
can act swiftly to take this information into account. The existing guidance allows
the Agency sufficient flexibility to allocate resources appropriately to changing
issues of safety related to resistance emergence.

The GFI # 152 process applies not only to new submissions, but to all existing
products as well. FDA has established a priority list for the re-evaluation of all anti-
biotics currently approved and marketed. Most of the drugs on the list are anti-
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biotics administered in animal feed for the prevention and control of animal diseases
or to increased the weight gains and improve feed efficiency. The re-review under
Guidance 152 was stimulated by new funding that FDA received and continues to
receive via annual appropriated money specifically earmarked for these reviews.
Bear in mind, though, the evaluation of these products did not begin with Guidance
152. In response to concerns raised some 30 years ago, the Bureau of Veterinary
Medicine in FDA, in the 1970s, required sponsors of these products to conduct tests
to determine the potential for resistance to be selected in the animals and to be
transferred to bacteria that could cause human disease. While the standards and
science may have changed over the years, the safety of these products has been an
ongoing exercise at FDA. Moreover, published quantitative risk assessments per-
formed by both the agency and individual product sponsors have generally affirmed
that the risks to human health from these antibiotics in animal feed under approved
conditions of use are quite low.

We fully support efforts by the agency to continue to evaluate the safety of these
products using all available scientific data under a sound risk assessment approach
in order the determine the true risk to public health and guide appropriate risk
management interventions to protect public health.

In addition to the rigorous review process and the additional public and private
risk assessments that have been conducted, there are other post-approval layers of
protection to ensure the safe use of antibiotics.

MONITORING PROGRAMS

USDA’s Food Safety and Inspection Service monitor meat samples for the pres-
ence of antibiotic residues as a check on the observance of the withdrawal times set
by FDA. It is very uncommon for FSIS to find a violative residue, an indication that
products are being used according to label directions.

The National Antimicrobial Resistance Monitoring System (NARMS) is a multi-
agency program coordinated by FDA to monitor the possible emergence of antibiotic
resistant bacteria and allow for implementation of management and control meas-
ures if needed. The three agencies involved are:

eThe USDA Agricultural Research Service (ARS), which collects samples from
sla.ughlter and processing facilities to monitor for antibiotic resistance trends in farm
animals;

e The FDA, which monitors for resistant bacteria in retail meats;

e The Centers for Disease Control and Prevention (CDC), which collects isolates,
or samples, from public health laboratories to monitor for the emergence of anti-
biotic resistant food-borne pathogens in humans.

To date, the program has produced 7 years of data representing over 50,000 ani-
mals and 11,000 human Salmonella isolates. Most bacterial species isolated from
humans and tested for resistance against drug classes potentially related to animal
usage have shown stable or declining resistance patterns. Most of the multiple-drug
resistance types, such as Salmonella typhimurium DT104 show stable or declining
prevalence 1n both food animals and humans since 1996, according to an expert re-
port issued in 2006 by the Institute of Food Technologists entitled “Antimicrobial
Resistance: Implications for the Food System.”

JUDICIOUS USE PRINCIPLES

Responsible, or judicious, use programs that are specific to different livestock spe-
cies give veterinarians and producers specific guidelines to help them safely and
properly use of antibiotics in their health management systems. Generally, these
guidelines have been prepared collaboratively by FDA, CDC, and veterinary groups.

There remains a great deal of confusion about how antibiotics are used in animal
agriculture. CVM approves these products for four specific purposes:

1. Disease treatment

2. Disease prevention

3. Disease control

4. Growth promotion, as measured by the amount of feed needed to produce a
pound of animal weight or increased rate of weight gain.

Many assume in-feed uses equate to growth promotion, but this confuses the use
with the route of administration. In fact, any of the four uses can be administered
via feed, as that is the only practical way to administer medication to large flocks
or herds. In most cases, a veterinarian is involved in this process, recommending
feed that is specifically formulated for the health management system used for the
flock or herd.

Perhaps the most discussed, and most misunderstood use, is the growth pro-
motion use. The Animal Health Institute collects annual data from its members on
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the amount of antibiotics sold for use in animals. As part of that survey, we ask
members to estimate the amount sold that is used for growth promotion. In 2006,
that amount was 4.6 percent of the total. Each year we publically release the results
of this survey, and a copy of the 2006 results is attached to my testimony.

There is one other note about growth promotion: when the European Union
phased out the use of antibiotics for growth promotion, according to data from the
Danish government, animal death and disease rose, requiring a greater amount of
antibiotics to be used to treat disease. Clearly, as has been discussed in many peer-
reviewed articles, this use also had the effect of suppressing disease that did not
necessarily produce symptoms.

Mr. Chairman, CVM has a rigorous, science-based approval process that provides
to the American public the products necessary to protect public health by protecting
animal health. Every year scientists uncover new diseases in animals, some of
which potentially pose a threat to human health. As more animals are raised to feed
the planet and as animals are reared closer to people, we will continue to need new
medicines to protect animal and human health.

The reauthorization of ADUFA will continue to provide the agency the resources
necessary to maintain and improve this approval process, provide new and innova-
tive products to allow our pets to live longer and healthier lives and contribute to
food safety by keeping food animals healthy. I urge you to move a clean ADUFA
bill in a timely manner so this program can continue without interruption.

Mr. PALLONE. Thank you, Doctor.
Ms. Batliner.

STATEMENT OF STEPHANIE BATLINER, CHAIRPERSON, GE-
NERIC ANIMAL DRUG ALLIANCE; DIRECTOR, PRE-MARKET
REGULATORY AFFAIRS, IVX ANIMAL HEALTH, INC.

Ms. BATLINER. Good morning. I appreciate the opportunity to be
here this morning. My name is Stephanie Batliner and I am here
in my capacity as the chairperson of the Generic Animal Alliance.
The Generic Animal Drug Alliance is an independent professional
trade organization that represents the interests of sponsors, manu-
facturers and distributors of generic animal drugs before regulatory
agencies and Congress.

FDA approved and regulated generic animal drugs are essential
to both pet owners and food producers to reduce costs and increase
accessibility to important pharmaceuticals. Through access to and
affordability of therapeutic pharmaceuticals, the generic animal
health industry aids in the protection of our Nation’s food supply
and the safety of our Nation’s pet owners. It is critical to the suc-
cess of the animal health generic drug industry to have a predict-
able and efficient CVM review process for the approval of abbre-
viated new animal drug applications, or ANADAs. The current re-
view cycle time frames, as we have discussed earlier this morning,
are an untenable situation both for industry and for CVM. The
statutory review time frame for an ANADA is 180 days. Currently,
review times for ANADAs are over 600 days and climbing, and this
is far beyond anything that is reasonable and practical. It is impor-
tant to point out that often an animal drug application will go
through multiple cycles of review so right now it is pretty well ac-
cepted that it will take 4 or 5 years from first submission to time
of approval for a generic animal drug.

Our support for a user fee program stems from our experience
in witnessing the successes accomplished under ADUFA. The per-
formance goals were consistently met by the Center for Veterinary
Medicine resulting in shortened regulatory review cycle time
frames. During our discussions with CVM on how to approach the
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problem of generic review times, we were able to define boundaries
necessitated by the economics of the generic animal drug industry
and still arrive at an outcome that ensures a stable, reliable rev-
enue source to support the review process at CVM in a manner not
currently met by appropriated funds.

The legislative language and associated performance goals con-
tained within the proposal for AGDUFA are very similar to that
enacted with ADUFA 2003. There are, however, several important
differences between the two programs. In AGDUFA, participants
will not pay an establishment fee. The sponsor fee prescribed with-
in AGDUFA is tiered to provide relief to sponsors who hold fewer
ANADA approvals and the performance goals for AGDUFA do not
return generic application review times to statutory requirements.
Rather, 270 days is the highest level of performance that the ge-
neric animal drug industry could afford. While we are pleased with
the overall content of the legislative proposal, additional funding
requirements for CVM became apparent during our negotiations.
The purpose of AGDUFA is to supplement the resources used spe-
cifically for review of applications and administration of the regu-
latory process, not to alter the existing stringent requirements for
approval of a generic animal drug.

Generic Animal Drug Alliance believes that it is important also
to express our support for the reauthorization of ADUFA. Many of
our member companies do participate in user fee activities on the
pioneer side and as such have been contributing user fees over this
past 5 years of the first round of ADUFA.

In summary, GADA supports the legislation to authorize the Ani-
mal Generic Drug User Fee Act. The current review process is un-
tenable for sponsors of legal, safe and effective products and is fa-
vorable to entities who would promote untested and illegally com-
pounded products to fulfill unmet animal health needs. Access to
generic animal drugs that have been approved and are regulated
by CVM increases the public health through improved quality of
life for companion animals and increased safety of the food supply.
Thank you.

[The prepared statement of Ms. Batliner follows:]
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GENERIC ANIMAL DRUG ALLIANCE

June 4, 2008
U.S. House of Representatives
Committee on Energy and Commerce
Subcommittee on Health
Dear Honorable Members:

)
The Generic Animal Drug Alliance (GADA) is providing testimony to the Subcommittee on
Health of the Committee on Energy and Commerce in support of the Animal Generic Drug User
Fee Act 0f 2008 (AGDUFA) and the Animal Drug User Fee Act Amendments of 2008
(ADUFA). The GADA is an independent professional trade organization that represents the
interests of generic animal health companies before Federal regulatory agencies and Congress.
We are the only trade organization that represents th;z interests of sponsors, manufacturers and
distributors of generic drugs in the animal health industry. Our products and processes are
regulated by the Food and Drug Administration, Center for Veterinary Medicine (FDA/CVM).
We have been assured by FDA/CVM that our organization represents a solid majority of firms so

engaged in generic animal drugs.
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It is critical to the success of the animal health generic drug industry to have a predictable and
efficient FDA/CVM review process for approval of abbreviated new animal drugs (ANADAS).
As in the human generic market, generic animal drugs account for a high volume of units sold at
dramatically lower prices than pioneer products. Generic animal drugs are essential to both pet
owners and food producers to reduce costs and increase accessibility of therapeutic
pharmaceuticals. Through access to and affordability of therapeutic pharmaceuticals, the generic
animal health industry aids in the protection of our nation’s food supply and the safety of pet
owners. The current review process is an untenable situation both for the generic; drug industry
and FDA/CVM. The statutory timeframe for review of an ANADA is 180 days. The initial
review cycles for ANADASs today are approaching 600 days — far beyond reasonable and
practical review times, and more than one review cycle is now routinely required before an
ANADA is approved. Therefore, from filing an ANADA to ultimate approval is now in the
range of 4 to 5 years. For this reason, GADA believes the generic review process is at a critical
juncture. Despite efforts on behalf of industry and FDA/CVM to resolve this issue without the
implementation of a user fee act, the appropriations shortfall for dedicated generic application -

resources is currently insurmountable without funding from an additional source.

Our support for AGDUFA arises from our collective experience that ADUFA 2003 performance
goals were consistently met by FDA/CVM, resulting in shortened regulatory review cycle
timeframes. The FDA/CVM is the regulatory agency that oversees the pioneer and generic
animal drug approval process. As should be expected by U.S. citizens, the approval of all animal
drugs requires a thorough and rigorous, science-based process. A sponsor must demonstrate that

their drug is safe and effective for the animal, the environment and for humans consuming the

Page2 of 6 -
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food from treated animals and meets quality manufacturing standards and practices. Therefore,
building from the success of ADUFA 2003, GADA and FDA/CVM entered into negotiations to
establish a similar user fee program (AGDUFA) for ANADAs. The member companies of
GADA worked with FDA/CVM to establish appropriate parameters for a user fee program that
allows a more predictable and efficient review process. We were able to define the boundaries
necessitated by the economics of the generic animal drug industry and still arrive at an outcome
that ensures a stable, reliable revenue source to support the review process at FDA/CVM in a
manner not currently met by appropriated funds. The shortened review cycles that will result
from the agreed upon performance goals will provide predictability and practicality and

encourage further investment in research and development for generic animal drugs.

The legislative language and associated performance goals contained within the proposal for
AGDUFA are very similar to that enacted in ADUFA 2003. We were able to utilize the
framework already in place within FDA/CVM for the administration of the user fee program and
learn from previous experiences. There are, however, several important differences between
AGDUFA and ADUFA 2003: 1) AGDUFA participants will not pay an establishment fee, 2) the
sponsor fee prescribed within AGDUFA is tiered to provide relief to sponsors who hold fewer
ANADA approvals, 3) the performance goals for AGDUFA do not return generic application
review times to statutory requirements, (180 days), rather 270 days is the highest level of
performance that the generic animal drug industry can afford. While we are pleased with the
overall content of the legislative proposal, additional funding requirements for FDA/CVM

became apparent during our negotiations.
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The success of AGDUFA will help maintain a competitive and thriving generic animal drug
industry. Ultimately, this will provide alternatives for the end-user that will help contain cost
while maintaining safety of the U.S. food supply and pet owners. We would emphasize that
AGDUFA does not reduce the robust requirements in place for approval of a generic animal
drug. The purpose of AGDUFA is to supplement resources used specifically for review of
applications and administration of the regulatory process - not to alter the existing stringent
requirements for approval of a generic animal drug. All pre-approval animal safety, efficacy and
human food safety requirements remain the same. In fact, we could argue that AGDUFA will
allow for more comprehensive reviews of generic animal drug applications by providing the
resources necessary for FDA/CVM to adequately staff the review teams and remain current on
advances in science and technology. In addition, all post-approval requirements to account for
safety throughout the lifecycle of the product remain the same. These post-approval requirements

include drug experience reporting and adverse reaction evaluation.

In addition to AGDUFA, GADA supports the reauthorization of ADUFA. Many of the GADA
member companies currently participate in the ADUFA 2003 user fee activities. It is estimated
that our member companies paid approximately 10% of the total fees collected by FDA/CVM
from ADUFA. Furthermore, GADA representatives attended the two ADUFA Public Meetings
held in Rockville, MD on April 24, 2007 and March 11, 2008. GADA presented comments

either at the public meeting or to the meeting docket in support of ADUFA.

We are aware that some controversy exists over the reauthorization of ADUFA, and possibly the

enactment of AGDUFA. At both the 2007 and 2008 public meetings on ADUFA, a

Page 4 of 6
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representative of the Union of Concerned Scientists on behalf of the Keep Antibiotics Working
Coalition (KAW) stated that they could not support the reauthorization of ADUFA because they
believe the funding provided alters the priorities of the agency from public health to efficient
approvals. Instead, KAW proposed that FDA/CVM direct resources to areas relative to
antimicrobial resistance. On this issue, GADA supports the comments made to the March 11,
2008 public meeting docket by the Animal Health Institute (AHI), including their position and
statements regarding antimicrobial resistance. In addition, we support the robust, science-based
approval process implemented by FDA/CVM. We believe that the AGDUFA and ADUFA
legislative proposals are unrelated to the issue of antimicrobial resistance. The proposed User
Fees will supplement review resources — not alter the requirements necessary for approval of an
animal drug or alter the post-approval surveillance requirements. Furthermore, the issue of
antimicrobial resistance is outside the scope of the generic industry. The approval of a generic
drug does not introduce a new drug entity to the animal population, nor does it result in increased

utilization of an animal drug.

In conclusion, GADA supports the proposed legislation to authorize the Animal Generic Drug
User Fee Act. We believe it is critical for the -continued viability of the animal generic drug
industry that the FDA/CVM review process becomes more efficient and predictable while
continuing to meet the rigorous standards for drug approval. The current review process is
untenable for sponsors of legal, safe and effective products and is favorable to the entities who

would promote untested and illegally compounded products to fulfill unmet animal health needs.
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Access to generic animal drugs that have been approved and are regulated by FDA/CVM
improves the public health through improved quality of life for companion animals and increased

safety of the food supply.

Sincerely,
The Generic Animal Drug Alliance
Generic Animal Drug Alliance Member Companies

Agrilabs, Ltd.

AmPharmCo., American Animal Health
Bimeda Animal Health, Inc.

First Priority, Inc.

Gaddy & Associates

IVX Animal Health, Inc.

Ivy Animal Health, Inc.

Lloyd, Inc.

Med-Pharmex, Inc.

Norbrook, Inc.

PRN Pharmacal/Trophy Animal Health
Putney, Inc.

Top Choice LLC
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Mr. PALLONE. Thank you.
Mr. Martin.

STATEMENT OF ROBERT MARTIN, EXECUTIVE DIRECTOR, PEW
COMMISSION ON INDUSTRIAL FARM ANIMAL PRODUCTION

Mr. MARTIN. Good morning, Mr. Chairman and members of the
Healthcare Subcommittee. My name is Robert Martin and I am the
executive director of the Pew Commission on Industrial Farm Ani-
mal Production and I very much appreciate the opportunity to ap-
pear here today at this important hearing.

The Pew Commission on Industrial Farm Animal Production is
an independent commission funded by a grant from the Pew Chari-
table Trust to Johns Hopkins Bloomberg School of Public Health to
investigate the problems associated with industrial farm animal
production operations and to make consensus recommendations to
solve them. Fifteen commissioners with diverse backgrounds began
meeting in early 2006 to start their evidence-based review of the
problems caused by industrial farm animal production.

Over the last 2 years the Commission conducted 11 meetings and
received thousands of pages of material submitted by a wide range
of stakeholders and interested parties. Two public hearings were
held to hear concerns from the generic public with IFAP issues.
Eight technical reports were commissioned from leading academics
to provide information on the Commission’s areas of interest, and
the commissioners themselves brought expertise in animal agri-
culture, public health, animal health, medicine, ethics and rural so-
ciology to our discussion. In addition, the Commission visited sev-
eral IFAP production facilities. We visited broiler production, swine
production, dairy production, egg production as well as a large cat-
tle feedlot.

The Commission’s findings make clear that the present system of
producing food animals in the United States is not sustainable and
presents an unacceptable level of risk to public health, damage to
the environment as well as unnecessary harm to the animals we
raise for food. In addition, the current system of industrial food
animal production is detrimental to rural communities.

The Commission released its full report on April 29, 2008, that
included 24 primary recommendations. The Commission was so
concerned about the indiscriminate use of antibiotics in food animal
production and the potential threat that causes to public health
that five of those main recommendations deal with antibiotic use,
and those five general recommendations are, number one, restrict
the use of antimicrobials in food animal production to reduce the
risk of antimicrobial resistance to medically important antibiotics;
number two, clarify antimicrobial definitions to provide clear esti-
mates of use and facilitate clear policies on antimicrobial use, im-
prove monitoring and reporting of antimicrobial use in food animal
production in order to accurately assess the quantity and methods
of antimicrobial use in animal agriculture, improve monitoring and
surveillance of antimicrobial resistance in the food supply, the envi-
ronment, animal health and the human population in order to re-
fine our knowledge of antimicrobial resistance and its impact on
human health, and five, to increase veterinary oversight of all anti-
microbial use in food animal production to prevent this overuse.
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One of the things that I think shocked the Commission more
than anything was when we started looking at these issues and in
particular antimicrobial use that we couldn’t get a definitive
amount that is used in food animal production. The range is 30
percent on the low side to 70 percent on the high side but they
were quite concerned that no entity is compiling the amount used
and how it is used and the types used, and even at the low end,
30 percent, that is a significant amount of antibiotics being fed to
animals indiscriminately and on the high end, it would be quite
alarming. I think that they were also very concerned about the lack
of post-market activities in food animal use and hence the develop-
ment of several of our recommendations on monitoring and assess-
ing the impact.

With that, again, thank you for the opportunity to appear and I
will be happy to answer any questions.

[The prepared statement of Mr. Martin follows:]
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PEW COMMISSION ON
INDUSTRIAL FARM
“‘ ANIMAL PRODUCTION

Statement by Robert P, Martin, Executive Director
Pew Commission on Industrial Farm Animal Production
June 5, 2008
Health Subcommittee of the House Energy and Commerce Committee

Good moming Mr. Chairman and members of the Health Subcommittee. My name is Robert P.
Martin and I am the executive director of the Pew Commission on Industrial Farm Animal

Production. 1 appreciate the opportunity to appear today.

The Pew Commission on Industrial Farm Animal Production (PCIFAP) is an independent
commission funded by a grant from The Pew Charitable Trusts to the Johns Hopkins Bloomberg
School of Public Health to investigate the problems associated with industrial farm animal
production (IFAP) operations and to make recommendations to solve them. Fifteen
Commissioners with diverse backgrounds began meeting in early 2006 to start their evidence-

based review of the problems caused by IFAP.

Over the last two years, the Commission conducted 11 meetings and received thousands of pages
of material submitted by a wide range of stakeholders and interested parties. Two public
hearings were held to hear from the general public with an interest in IFAP issues. Eight
technical reports were commissioned from leading academics to provide information in the
Commission’s areas of interest. The Commissioners themselves brought expertise in animal

agriculture, public health, animal health, medicine, ethics, and rural sociology to the discussion.

1
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In addition, the Commission visited broiler, hog, dairy, egg, and swine IFAP operations, as well

as a large cattle feedlot.

The Commission’s findings make clear that the present system of producing food animals in the
United States is not sustainable and presents an unacceptable level of risk to public health,
damage to the environment, as well as unnecessary harm to the animals we raise for food. In
addition, the current system of industrial food animal production is detrimental to rural

communities.

The Commission released its full report on April 29, 2008, that included 24 primary
recommendations. The Commission was so concerned about the indiscriminate use of
antibiotics in food animal production, and the potential threat to public health, that five of those

recommendations deal with antibiotic use. Those recommendations follow.

Recommendation #1: Restrict the use of antimicrobials in food animal production to reduce
the risk of antimicrobial resistance to medically important antibiotics.

a. Phase out and ban use of antimicrobials for non-therapeutic (i.e. growth

promoting) use in food am'malsl (see PPCIFAP definition of “non-therapeutic™),

b. Immediately ban any new approvals of antimicrobials for non-therapeutic uses in

food animals® and retroactively investigate antimicrobials previously approved.

! The PCIFAP defines nontherapeutic as any use of antimicrobials in food animals in the absence of clinical disease
or known {documented) disease exposure; i.e. any use of the drug as a food or water additive for growth
promotion, feed efficiency, weight gain, disease prevention in the absence of documented exposure or any other
“routine” use as non-therapeutic.

% The PCIFAP defines nontherapeutic as any use of antimicrobials in food animals in the absence of clinical disease
or known (documented) disease exposure; i.e. any use of the drug as a food or water additive for growth
promotion, feed efficiency, weight gain, disease prevention in the absence of documented exposure or any other

“routine” use as non-therapeutic.
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¢. Strengthen recommendations in FDA Guidance #152 which requires the FDA
determine that the drug is safe and effective for its intended use in the animal

prior to approving an antimicrobial for a new animal drug application.

d. To facilitate reduction in IFAP use of antibiotics and educate producers on how to
raise food animals without using nontherapeutic antibiotics, the USDA’s
extension service should be tasked to create and expand programs that teach
producers the husbandry methods and best practices necessary to maintain the

high level of efficiency and productivity they enjoy today.

Background

In 1986 Sweden banned the use of antibiotics in food animal production except for therapeutic
purposes and Denmark followed suit in 1998. A WHO (2002) report on the ban in Denmark
found that “the termination of antimicrobial growth promoters in Denmark has dramatically
reduced the food animal reservoir of enterococci resistant to these growth promoters, and
therefore reduced a reservoir of genetic determinants (resistance genes) that encode antimicrobial
resistance to several clinically important antimicrobial agents in humans.” The report also
determined that the overall health of the animals {mainly swine) was not affected and the cost to
producers was not significant. Effective January 1, 2006, the European Union also banned the

use of growth-promoting antibiotics (Meatnews.com, 2005).

In 1998, the National Academy of Sciences (NAS) Institute of Medicine (IOM) noted that
antibiotic-resistant bacteria increase U.S. health care costs by a minimum of $4 billion to $5
billion annually (IOM, 1998). A year later, the NAS estimated that eliminating the use of
antimicrobials as feed additives would cost each American consumer less than $5 to $10 per
year, significantly less than the additional health care costs attributable to antimicrobial
resistance (NAS, 1999). In a 2007 analysis of the literature, another study found that a hospital

3
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stay was $6,000 to $10,000 more expensive for a person infected with a resistant bacterium as
opposed to an antibiotic-susceptible infection (Cosgrove et a/, 2005). The American Medical
Association, American Public Health Association, National Association of County and City
Health Officials, and National Campaign for Sustainable Agriculture are among the more than
300 organizations representing health, consumer, agricultural, environmental, humane, and other
interests supporting enactment of legislation to phase out nontherapeutic use in farm animals of
medically important antibiotics and calling for an immediate ban on antibiotics vital to human

health.

The Preservation of Antibiotics for Medical Treatment Act of 2007 (PAMTA) amends the
Federal Food, Drug, and Cosmetic Act to withdraw approvals for feed-additive use of seven
specific classes of antibiotics’—penicillins, tetracyclines, macrolides, lincosamides,
streptogramins, aminoglycosides, and sulfonamides—each of which contains antibiotics also
used in human medicine (2007a). The PAMTA provides for the automatic and immediate
restriction of any other antibiotic used only in animals if the drug becomes important in human
medicine, unless FDA determines that such use will not contribute to the development of
resistance in microbes that have the potential to affect humans. FDA Guidance #152 defines an
antibiotic as potentially important in human medicine if FDA issues an Investigational New

Drug determination or receives a New Drug Application for the compound (2007a).

Most antibiotics currently used in animal production systems for nontherapeutic purposes were

approved before the Food and Drug Administration (FDA) began giving in-depth consideration

3 Fluoroquinolones are approved in animals only for therapeutic use (not for nontherapeutic use), and thus are not covered
under PAMTA.
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to resistance during the drug approval process. The FDA has not established a schedule for
reviewing existing approvals, although Guidance #152 notes the importance of doing so.
Specifically, Guidance #152 sets forth the responsibility of the FDA Center for Veterinary
Medicine (CVM), which is charged with regulating antimicrobials approved for use in animals:
“prior to approving an antimicrobial new animal drug application, FDA must determine that the
drug is safe and effective for its intended use in the animal. The Agency must also determine that
the antimicrobial new animal drug intended for use in food-producing animals is safe with regard
to human health (FDA-CVM, 2003).” The Guidance also says that “the FDA believes that
human exposure through the ingestion of antimicrobial-resistant bacteria from animal-derived
foods represents the most significant pathway for human exposure to bacteria that have emerged
or been selected as a consequence of antimicrobial drug use in animals.” However, it goes on to
warn that the “FDA’s guidance documents, including this guidance, do not establish legally
enforceable responsibilities. Instead, the guidance describes the Agency’s current thinking on the
topic and should be viewed only as guidance, unless specific regulatory or statutory requirements
are cited. The use of the word ‘should” in Agency guidance means that something is suggested or

recommended, but not required” (FDA-CVM, 2003).

The Commission believes that the “recommendations” in Guidance #152 should be made legally
enforceable and applied retroactively to previously approved antimicrobials. Additional funding

for FDA is required to achieve this recommendation.
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Recommendation #2. Clarify antimicrobial definitions to provide clear estimates of use and
facilitate clear policies on antimicrobial use.

a. The Commission defines as non-therapeutic’ any use of antimicrobials in food animals in the
absence of microbial disease or known (documented) microbial disease exposure; thus, any
use of the drug as an additive for growth promotion, feed efficiency, weight gain, routine
disease prevention in the absence of documented exposure, or other routine purpose is
considered non-therapeutic.’

b. The Commission defines as therapeutic the use of antimicrobials in food animals with
diagnosed microbial disease.

¢. The Commission defines as prophylactic the use of antimicrobials in healthy animals in
advance of an expected exposure to an infectious agent or after such an exposure but before

onset of laboratory-confirmed clinical disease as determined by a licensed professional.

Background

In 2000 the WHO, United National Food and Agriculture Organization (FAQ), and World
Organization for Animal Health (OIE, Fr. Office International des Epizooties) agreed on
definitions of antimicrobial use in animal agriculture based on a consensus (WHO 2000).
Government agencies in the United States, including the USDA and FDA, govern aspects of
antimicrobial use in food animals but have varying definitions of such use. Consistent definitions
should be adopted for the use of all U.S. oversight groups that estimate types of antimicrobial use
and for the development of law and policy. Congress recently revived a bill to address the
antimicrobial resistance problem: the Preservation of Antibiotics for Medical Treatment Act of
2007 (PAMTA) defines non-therapeutic use as “any use of the drug as a feed or water additive
for an animal in the absence of any clinical sign of disease in the animal for growth promeotion,

feed efficiency, weight gain, routine disease prevention, or other routine purpose (20072).” If the

4 For the C ission’s recc dations, the bers considered many definitions; a complete list of sources is in
Appendix 1.

* This definition is adapted from PAMTA.
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bill becomes law, this will be the legal definition of non-therapeutic use for all executive

agencies and therefore legally enforceable.

Recommendation #3. Improve monitoring and reporting of antimicrobial use in food
animal production in order to accurately assess the quantity and methods of antimicrobial

use in animal agriculture.

a. Require pharmaceutical companies that sell antimicrobials for use in food animals to provide
a calendar-year annual report of the quantity sold. Companies currently report antibiotic sales
data on an annual basis from the date of the drug’s approval, which makes data integration
difficult. The FDA is responsible for oversight of the use of antimicrobials in food animals
and needs consistent data on which to report use.

b. Require reporting of antimicrobial use in food animal production, including antimicrobials
added to food and water, and incorporate the reported data in the USDA’s National Animal
Identification System (NAIS).® The FDA CVM regulates feed additives but does not have the
budget or personnel to oversee their disposition after purchase. In addition, CVM and USDA
are responsible for monitoring the use of prescribed antimicrobials in livestock production,
but rely on producers and veterinarians to keep records of the antibiotics used and for what
purpose.

c. Institute better integration, monitoring, and oversight by government agencies by developing
a comprehensive plan to monitor antimicrobial use in food animals, as called for in a 1999
National Research Council (NRC) report (NAS, 1999). An integrated national database of
antimicrobial resistance data and research would greatly improve the organization, amount,
and types of data collected and would facilitate necessary policy changes by increasing data

cohesion and accuracy. Further, priority should be given to linking data on both antimicrobial

® The USDA APHIS has begun implementing an animal tracking system, the National Animal Identification System
(NAIS; h
and 27 species of food animals (including caule, goats, sheep, swine, poultry, deer, and elk). The data are linked to

://animalid aphis.usda.gov/nuis/index.shtml). Announced in May 2003, the NAIS tracks both premises

several databases run by private technology companies, while the USDA shops for a technology company with data
warehousing expertise to run the full national database. The United Kingdom uses a similar database system for its
Cattle Tracing System (CTS; hitp://www.bcms.gov.uk/), which facilitates tracking and is accessible online to users
and administrators. See PCIFAP Recommendation #6 in this section for more information.

7
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use and resistance in the National Antimicrobial Resistance Monitoring System (NARMS).
This could be accomplished by full implementation of Priority Action 5 of 4 Public Health
Action Plan to Combat Antimicrobial Resistance, which calls for the establishment of a
monitoring system and the assessment of ways to collect and protect the confidentiality of
usage data ((CDC/FDA/NIH, 1999). Since the USDA already provides antimicrobial use data
in fruit and vegetable production it seems logical that usage information can be obtained

from either agriculture producers and/or the pharmaceutical industry without undue burden.

Background

There are no reliable data on antimicrobial use in U.S. food animal production. Rather, various
groups have reported estimates of use based on inconsistent standards. For example, in 2001 the
Union of Concerned Scientists (UCS) estimated that 24.6 million pounds of antimicrobials were
used per year for non-therapeutic purposes (Mellon et al, 2001) in animal agriculture (only cattle,
swine, and poultry), whereas the Animal Health Institute (AHI) figure for the same year was
only 21.8 million pounds for a// animals and uses (therapeutic and non-therapeutic) (AHI, 2002).
These disparities make it difficult to get a true picture of the state and extent of antimicrobial use

and its relationship to antimicrobial resistance in industrial farm animal production.

Recommendation #4. Improve monitoring and surveillance of antimicrobial resistance in
the food supply, the environment, and animal and human populations in order to refine
knowledge of antimicrobial resistance and its impacts on human health.

a. Integrate, expand, and increase the funding for current monitoring programs.

b. Establish a permanent interdisciplinary oversight group with protection from political
pressure, as recommended in the 1999 NRC report The Use of Drugs in Food Animals: Risks
and Benefits. The group members should represent agencies involved in food animal drug
regulation (e.g., the FDA, CDC, USDA), similar to the Interagency Task Force
{CDC/FDA/NIH, 1999). In order to gather useful national data on antimicrobial resistance in

the United States, the group should review progress on data collection and reporting, and

8
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should coordinate both the organisms tested and the regions where testing is concentrated, in
order to better integrate the data. Agency members should coordinate with each other and
with the NAIS to produce an annual report that includes integrated data on human and animal
antimicrobial use and resistance by region. Finally, the group should receive appropriate
funding from Congress to ensure transparency in funding as well as scientific independence.

¢. Revise existing programs and develop a comprehensive plan to incorporate monitoring of the
farm environment (soils and plants) and nearby water supplies with the monitoring of
organisms in farm animals.

d. Improve testing and tracking of antimicrobial-resistant infections in health care settings.
Better tracking of AMR infections will give health professionals and policymakers a clearer
picture of the role of antimicrobial-resistant organisms in animal and human health and will

support more effective decisions about the use of antimicrobials.

Background

Monitoring and surveillance of antimicrobial resistance in the United States are covered by the
National Antimicrobial Resistance Monitoring System (NARMS), a program run by FDA in
collaboration with CDC and USDA. CDC is responsible for monitoring resistance in humans,
but other federal agencies also conduct antimicrobial resistance research activities. For instance,
the USDA National Animal Health Monitoring System (N AHMS) compiles food animal
population statistics, animal health indicators, and antimicrobial resistance data. The USDA
Collaboration in Animal Health and Food Safety Epidemiology (CAHFSE) is a joint effort of the
department’s Animal and Plant Health Inspection Service (APHIS), Agricultural Research
Service (ARS), and Food Safety and Inspection Service (FSIS) to monitor bacteria that pose a
food safety risk, including AMR bacteria. The USGS studies the spread of antimicrobial-resistant
organisms in the environment. To achieve a comprehensive plan for monitoring and responding
to antimicrobial resistance in the food supply, the environment, and animal and human

populations, these agencies should work together to create an integrated plan with independent
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oversight, and should upgrade from a passive form of monitoring to an active, comprehensive,

uniform, mandatory approach,

The U.S. and state geological surveys (Krapac, 2004; USGS, 2006) as well as several
independent groups (Batt, Snow et al. 2006; Centner 2006; Peak, Knapp et al. 2007) have looked
closely at the spread of antimicrobial-resistant organisms in the environment, specifically in
waterways, presumably from runoff or flooding. A recent study by the University of Georgia
suggested that even chickens raised without exposure to antibiotics were populated with resistant
bacteria. The authors suggested that an incomplete cleaning of the farm environment could have
allowed resistant bacteria to persist and re-infect naive hosts (Idris, Lu et al. 2006; Smith, Drum
et al. 2007). In Denmark, it took several years after the withdrawal of antimicrobials for
antimicrobial resistance to diminish in farm animal populations. These experiences emphasize
the importance of monitoring the environment for antimicrobial contamination and responding

with careful and comprehensive planning.

Recommendation #5, Increase veterinary oversight of all antimicrobial use in food animal
production, to prevent overuse and misuse of antimicrobials.

a. Restrict public access to agricultural sources of antimicrobials.

b. Enforce restricted access to prescription drugs. By law, only a veterinarian may order the
extra-label use of a prescribed drug in animals, but in fact prescription drugs are widely
available for purchase online, directly from the distributors or pharmaceutical companies, or
in feed supply stores without a prescription. Without stricter requirements on the purchase of
antimicrobials, extra-label (i.e., non-therapeutic) use of these drugs is possible and even
probable. For that reason, no antibiotics should be available for over-the-counter purchase.

¢. Enforce veterinary oversight and authorization of all decisions to use antimicrobials in food

animal production. The extra-label drug use (ELDU) rule under the Animal Medicinal Drug
10
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Use Clarification Act (AMDUCA) permits veterinarians to go beyond label directions in
using animal drugs and to use legally obtained human drugs in animals. However, the rule
does not permit ELDU in animal feed or to enhance production. ELDU is limited to cases in
which the health of the animal is threatened or in which suffering or death may result from
lack of treatment. Veterinarians should consicier ELDU in food-producing animals only when
no approved drug is available that has the same active ingredient in the required dosage form
and concentration or that is clinically effective for the intended use (1994). North Carolina
State University, the University of California-Davis, and the University of Florida run the
Food Animal Residue Avoidance Databank (FARAD) (http://www.farad.org/), which
includes useful information for food animal veterinarians, including vetGRAM, which lists
label information for all food animal drugs. To be effective, AMDUCA and ELDU must be
enforced. In addition, the FDA CVM should compel veterinarians to submit prescription and
treatment information on farm animals to a national database to allow better tracking of
antibiotic use as well as better oversight by veterinarians, as technology allows. Veterinary
education for food animal production should teach prescription laws and reporting
requirements.

. Encourage veterinary consultation in these decisions.

. AMDUCA requires the veterinarian to properly label drugs used in a manner inconsistent
with the labeling (i.e., extra-label) and to give the livestock owner complete instructions
about proper use of the drug. Further, ELDU must take place in the context of a valid, current
veterinarian-client-patient relationship—the veterinarian must have sufficient knowledge of
the animal to make a preliminary diagnosis that will determine the intended use of the drugs.
The producer should be encouraged to work with the veterinarian both to ensure the health of
the animal(s) and to conform to antibiotic requirements. For example, the National Pork
Board Pork Quality Assurance program encourages consultation with veterinarians to

maintain a comprehensive herd health program (NPB, 2005).

Background

Presenters at a 2003 NRC workshop concluded that unlike human use of antibiotics, non~

therapeutic uses in animals typically do not require a prescription (certain antimicrobials are sold

over the counter and widely used for purposes or administered in ways not described on the

label) (Anderson et al, 2003). After the passage of AMDUCA, veterinarians gained the right to

11



59

prescribe/dispense drugs for “extra-label” use but the FDA limits such use to protect public
health (1994), (before AMDUCA, veterinarians were not legally permitted to use an animal drug
in any way except as indicated on the label). ELDU occurs when the drug’s actual or intended
use is not in accordance with the approved labeling. For instance, ELDU refers to administration
of a drug for a species not listed on the label; for an indication, disease, or other condition not on
the label; at a dosage level or frequency not on the label; or by a route of administration not on
the label. Over-the-counter sale of antimicrobials opens the door to the non-therapeutic,

unregulated use of antibiotics in farm animals.

The issues being considered today by this Subcommittee are of great concern to the members of
the Pew Commission, the medical community, and the veterinary community. The members of
the Pew Commission look forward to working with you as you continue consideration of this
very important issue. Mr. Chairman and members of the Subcommittee, thank you again for

allowing me to testify.

12
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Mr. PALLONE. Thank you, Mr. Martin. Thank all of you. We will
take some questions now and I will start with myself.

I did want to start with Mr. Martin. In your testimony, you dis-
cussed the need to pass legislation such as the Preservation of
Antibiotics for Medical Treatment Act of 2007 as introduced by
Representative Slaughter. My understanding of this bill is that it
shifts the burden of proving that the use of an antibiotic drug in
food animals is no longer safe for human health from the FDA to
the manufacturer of that product. Is that correct?

Mr. MARTIN. Yes.

Mr. PALLONE. Can you tell us why you think it is important for
the manufacturer to bear that burden as opposed to the FDA?

Mr. MARTIN. Well, I think the manufacturer bears some responsi-
bility in the sales of the product and I think we looked at frankly
a lack of resources at the FDA.

Mr. PALLONE. Now, can you talk about the differences between
the provisions in that bill, PAMTA, I guess it is, and the Guidance
for Industry Number 152 that was issued by the FDA?

Mr. MARTIN. I am not an expert on PAMTA or Guidance 152.

Mr. PALLONE. So you don’t want to comment. All right. Do you
want to get back to us?

Mr. MARTIN. I will.

Mr. PALLONE. All right. Get back to us in writing. That would
be fine. Now, another question. One thing that the ADUFA and
AGDUFA proposals have been criticized for is their lack of any
post-market safety provisions. Specifically, there is no authoriza-
tion for the use of ADUFA funds for post-market safety activities.
We spent a lot of time talking about antimicrobial resistance today
and I think that fits in this category of post-market safety as well
as pre-market safety but I am wondering if there are any other
types of post-market activity that you think the committee should
consider authorizing for use of ADUFA funds. I will give you an ex-
ample. Under PADUFA from last year, we allowed monies to go for
collecting, developing, and reviewing safety information on the
drugs including adverse event reporting, and we expanded the list
of authorities that FDA could use PADUFA feeds for and expanded
the amount of user fees collected to fund those authorities. What
is your opinion?

Mr. MARTIN. I think that would be appropriate. The Pew Com-
mission did not actually review that specifically but given our posi-
tion, I think that would be appropriate. I think that a portion of
the fees could go to activities like reviewing animal antibiotics al-
ready on the market under FDA’s new standards for pre-market
approval and collecting data on how it is used in animals and ex-
panding the national antimicrobial resistance surveillance system.

Mr. PALLONE. OK. Do you want get back to us with a list of au-
thorities you think that the FDA should have to improve post-mar-
ket safety?

Mr. MARTIN. Sure.

Mr. PALLONE. And I guess also how much funding you think we
would need to expand those authorities. I will ask you another
question, Mr. Martin, and then I will move to Ms. Batliner. One
complaint I have heard about ADUFA is that there been a shift in
resources away from other missions so that CVM could meet the
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requirements of ADUFA. Are you aware of that criticism and could
you comment on what functions might not be adequately funded at
FDA due to ADUFA funding?

Mr. MARTIN. We didn’t really get into that in any detail, and our
recommendations and positions are consensus, so I really can’t
stray too far from what has been presented.

Mr. PALLONE. All right. Ms. Batliner, do you care to comment on
that? Do you think that ADUFA funding has had any impact on
shifting resources away from the review of generic animal drug
submissions to meet timeliness goals of ADUFA?

Ms. BATLINER. Well, certainly the generic application review
times have grown during the time that ADUFA was in effect. My
understanding from discussions with the Center for Veterinary
Medicine is that in 2003, the appropriated monies devoted to ge-
neric application review were locked in place, so to speak. Since we
as an industry were not supplying user fees, we continued to re-
ceive the amount of appropriated funds for generic review that we
had received in 2003. In that time, the workload has increased dra-
matically, so I do not believe that they have shifted resources but
rather limited the resources that were engaged in generic applica-
tion review.

Mr. PALLONE. Now, is that the only thing that has led to the in-
crease in the review times or are there other things you want to
mention?

Ms. BATLINER. I really believe that is a resource issue at CVM
and the number of reviewers that they are allocating for generic
application review.

Mr. PALLONE. OK. Now, I understand that the Administration’s
proposal would bring enough fees to improve the review time for
the generic animal submissions but as you mentioned, FDA still
would not be able to complete reviews by the statutory deadline,
180 days. Do you want to give us a sense of how much more money
it would have taken in terms of collecting additional fees to reach
that goal?

Ms. BATLINER. I believe $47 million was the figure that we were
provided when we began discussions with CVM about returning to
statutory review times.

Mr. PALLONE. Forty-seven million dollars?

Ms. BATLINER. I believe so.

Mr. PALLONE. All right. Thank you very much.

Mr. Deal.

Mr. DEAL. Thank you. Mr. Martin, you heard my questioning of
the prior panel about this question of what is an appropriate use
of antibiotics, antimicrobials with regard to therapeutic versus non-
therapeutic usage, and I think the first panel agreed that appro-
priate therapeutic usage of these drugs would be for disease pre-
vention, disease control and disease treatment. Do you agree with
that?

Mr. MARTIN. Well, the Commission defines therapeutic use as ap-
propriate in food animals with diagnosed microbial disease. So ours
is narrower than—

Mr. DEAL. So you would be only at the point that they have been
diagnosed with something, not for prevention of something?

Mr. MARTIN. Right.
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Mr. DEAL. Why would you think that it would be humane or even
in the public health if an animal is going to be subject to a disease
to use an antibiotic to prevent that from occurring?

Mr. MARTIN. Well, we do have a definition of prophylactic use
that states that they can be used in healthy animals in advance of
an expected exposure to an infectious agent or after such exposure
but before a laboratory confirmed clinical disease is determined by
a licensed professional. So we do have a provision for prophylactic.

Mr. DEAL. It is still a little bit narrower than the general preven-
tion, right?

Mr. MARTIN. Right.

Mr. DEAL. Let me ask you this. As we know, we think we are
the food basket of the world but we still import a lot of food prod-
ucts into this country. Did your commission undertake to deter-
mine what foreign counties that are importing food into this coun-
try, meat products in particular, for example, how their use of anti-
biotics compared or contrasted with the usage here in the United
States?

Mr. MARTIN. No, we did not. I mean, we looked at some develop-
ments in Europe for the impact on the pool of resistant bacteria
but we did not have the time to do an in-depth analysis.

Mr. DEAL. Probably at some point that is something somebody
needs to take a look at, wouldn’t you think?

Mr. MARTIN. Yes.

Mr. DEAL. Because we are in a competitive world market and
what other countries do, especially if they import in our country,
we need to be at least on hopefully a proverbial level playing field
in a competitive environment. Now, back to the definition of thera-
peutic versus non-therapeutic. The non-therapeutic usage would be
what?

Mr. MARTIN. We define that as use for additive or for growth pro-
motion, feed efficiency, weight gain, routine disease prevention in
the absence of documented exposure or other routine purposes in
animal production. So I think our linchpin is documented exposure.

Mr. DEAL. So where does the Pew Commission come down with
regard to use of antimicrobials for those purposes, the non-thera-
peutic purposes?

Mr. MARTIN. Well, we would like to phase out and ban the use
of antimicrobials for non-therapeutic uses.

Mr. DEAL. OK. Just in general knowledge without having done
an in-depth survey, I think you know that the usage for those non-
therapeutic usages is pretty universal around the world, that they
are being used for those non-therapeutic purposes, are you not?

Mr. MARTIN. Well, I think there have been some restrictions re-
cently in Europe since 1996—well, I think 1989 in Sweden, 1986
in Denmark and now I think the E.U. is moving—

Mr. DEAL. That is the growth hormones, et cetera?

Mr. MARTIN. Yes. Well, and non-therapeutic wuse of
antimicrobials.

Mr. DEAL. All right. Thank you all.

Mr. PALLONE. The gentlewoman from Illinois, Ms. Schakowsky.

Ms. SCHAKOWSKY. To follow up on that, I was looking at the
other countries that have banned. It was Sweden in 1986, Den-
mark it says in 1998, and the European Union in 2006, but I was
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interested to see that the report also determined that the overall
health of the animals, mainly swine, was not affected and the cost
to producers was not significant, and I imagine that one of the ar-
guments that would be used in favor of continuing the use as we
do for these antibiotics would be the cost. So your report found oth-
erwise. Can you expand on that at all?

Mr. MARTIN. Yes. We looked at, I think, the data in Denmark
and it showed that therapeutic use went up for a short time but
once the instituted better animal husbandry practices, spreading
the animals out and cleaning their stalls more frequently, that the
therapeutic use went down. We have done an economic analysis,
one of our technical reports, that compares that industrial farm
model that is common today with gestation crates and liquid waste
management systems compared to a, it is another intensive-type
operation called a hoop barn for swine, that requires a little more
interaction by the managers. They have to be a little more involved
with the animals instead of them being housed in rows in gestation
crates, and we have actually found that the cost when you account
for the environmental and health impacts of the current system, in-
ternalize those costs instead of externalizing that and compare
them to the hoop barn system, that the hoop barn systems are ac-
tually cheaper.

Ms. SCHAKOWSKY. I wonder if—pronounce your name again for
me, Doctor.

Dr. CARNEVALE. Carnevale.

Ms. SCHAKOWSKY. I wonder if you wanted to comment on that.
It seems as if, if in fact the animals are as healthy and the costs
may even be somewhat less and therefore the impact on public
health would be improved, that this is kind of a no-brainer. Why
wouldn’t we ban the use for, we are saying for non-therapeutic use?
Why wouldn’t we?

Dr. CARNEVALE. Well, let me comment on that. First of all, the
AVMA, American Veterinary Medical Association, defines thera-
peutic use as prevention, treatment, and control, and in fact, so do
other international organizations like Codex and the World Health
Organization. They also define those uses as therapeutic, to get
back to Mr. Deal’s question. With regard to the information we
have from Europe, there was a study in Denmark by the World
Health Organization called the Fullam Report and in fact it is not
true that there was no impact to animal health. There was. There
was a tremendous loss of baby pigs when they withdrew those
antimicrobials.

Ms. ScHAKOWSKY. Well, Mr. Martin acknowledged that at first
there was some effect but that with a change in various proce-
dures, that that is no longer true.

Dr. CARNEVALE. Well, what happened is, they had to increase
their use of therapeutic antibiotics, and in fact, that use continues
to go up. Now, the overall use of antimicrobials is down but the
other important thing in that report that I want to emphasize is
the experts in that report concluded that any human health impact
before or after the ban was negligible. So in fact, there is not really
good enough that the ban in Denmark or the European Union has
had any impact on human health at all.
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Ms. SCHAKOWSKY. Well, do you think the use of antibiotics in
general does have an effect? I mean, what is your conclusion on
human health?

Dr. CARNEVALE. Yes, certainly the use of antimicrobials in hu-
mans and animals can lead to resistance, absolutely. There is no
question about that. That is why we need to use them prudently
imd that is why the AVMA has adopted a set of prudent use guide-
ines—

Ms. SCHAKOWSKY. But why would you conclude that if the de-
crease in use has had a negligible effect?

Dr. CARNEVALE. Why I would conclude that?

Ms. SCHAKOWSKY. Why would you conclude that it actually does
have an impact, significant impact on human health if the reduc-
tion in its use doesn’t—you are arguing two things, that the reduc-
tion didn’t really matter but that in fact reducing the use does mat-
ter.

Dr. CARNEVALE. Well, I am saying that uncontrolled use could
have adverse consequences. We do not have uncontrolled use in the
United States.

Ms. SCHAKOWSKY. Do we have a good percentage of how many
of our food animals are treated with antibiotics?

Dr. CARNEVALE. I do not know the percentage. I do know—

Ms. SCHAKOWSKY. Does anybody? No, I don’t mean just on this
panel. Is it known? Is it documented? Do we know that? Because
didn’t you say, Mr. Martin, that it was hard to figure out if it was
30 percent or 70 percent?

Mr. MARTIN. Yes, we couldn’t find anybody that was docu-
menting it.

Dr. CARNEVALE. There are data, I recall, from USDA called the
National Animal Health Monitoring System, and they have re-
corded periodically in doing studies on various classes of livestock
and poultry, they have concluded how much use. I don’t have those
numbers available to me but I think they are in those reports.

Ms. SCHAKOWSKY. I see I have gone over time. Thank you, Mr.
Chairman.

Mr. PALLONE. I don’t have any additional questions so if any
member wants to continue. Go ahead, Mr. Matheson.

Mr. MATHESON. Thank you. It sort of plays again on what my
colleague was just asking, and on the first panel I was asking
about use data and the fact we don’t have enough use data, so I
think you are on the right track.

Mr. Martin, I wanted to just ask you a couple of quick questions.
By way of introduction, I and a number of my colleagues on this
committee have introduced the Strategies to Address the Anti-
microbial Resistance Act. We call it the STAAR Act. It is a bill that
provides a multi-pronged approach to address the threat of anti-
biotic resistance including enhanced research, surveillance, and
data collection, and specifically, my bill requires animal and human
antibiotic drug manufacturers to provide the FDA with human and
animal antibiotic use data. In the case of animals, the information
would be submitted on a calendar-year basis by volume separately
for use by species. In summaries the data would be publicly avail-
able but the bill would protect confidential business information. A
few years ago, the Government Accountability Office looked at the
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possible impact on humans of animal antibiotic use. Specifically the
GAO stated that Federal agencies do not collect the critical data on
antibiotic use in animals that they need to support research on the
human health risk. So that kind of led into my question, which is,
do you believe we need this type of data to better determine any
relationship between use in animals and antibiotic resistance in
humans?

Mr. MARTIN. Yes, and the Commission was aware of your legisla-
tion and the companion bill in the Senate by I believe Senators
Brown and Hatch.

Mr. MATHESON. Yes.

Mr. MARTIN. There is a similar bill there.

Mr. MATHESON. It seems to me it is another piece of the puzzle
to help determine whatever public policy strategies we need to ad-
dress antibiotic resistance.

Mr. MARTIN. Yes.

Mr. MATHESON. It is my understanding that European countries
have purchased data from IMS Health Global Services to support
their epidemiological research. Are you familiar with this data?

Mr. MARTIN. No, I am not.

Mr. MATHESON. I am glad you mentioned there is a companion
bill in the Senate as well, and I think it helps address some of the
issues we raised today.

b 1\/{{1‘. Chairman, that concludes my line of questioning. I will yield
ack.

Mr. PALLONE. I am going to go around again if anybody has addi-
tional questions. I don’t, but Mr. Deal and then Ms. Schakowsky
if you do.

Mr. DEAL. I just have a couple of quick ones, and Dr. Carnevale,
I would address them to you. What safeguards does the Animal
Health Institute have in place to prevent antibiotic resistance? Do
you have any safeguards that your organization has put in place?

Dr. CARNEVALE. Well, the Animal Health Institute is a trade as-
sociation. We don’t have any specific safeguards. Our companies
certainly do. They have good stewardship programs on their indi-
vidual products. They have field personnel out there to make sure
that producers and veterinarians know how these drugs should be
used, know how they should be used according to label and to re-
duce the presence of antibiotic resistance. I also mentioned before
that the American Veterinary Medical Association has gotten to-
gether their specialty groups that deal with each class of animals,
whether it be poultry, livestock and even companion animals, as a
matter of fact, and they put together guidelines for veterinarians
to follow on how to appropriately use antibiotics to reduce the
chance of resistance development.

Mr. DEAL. And within the agriculture community itself, are you
aware of policies that they put in place to try to reduce the use of
these antibiotics and especially as they relate to antibiotic resist-
ance in humans?

Dr. CARNEVALE. Yes. As a matter of fact, I can cite one, and that
is the Pork Quality Assurance Program, which in fact they have
worked very hard, the Pork Board has worked very hard to get
their producers to know how to use antibiotics appropriately, know
how to control diseases, and that is an integrated program that
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they have in operation which at the heart of it involves the use of
antimicrobials in an appropriate fashion. So I think that is a model
program.

Mr. DEAL. Thank you. That is all.

Mr. PALLONE. Anyone else? Ms. Schakowsky?

Ms. SCHAKOWSKY. Let me just ask Mr. Martin, if you could just
elaborate a little bit exactly how antibiotic resistance is generated
as a result of using antibiotics in animals because some have ar-
gued that we actually can’t know whether antibiotic resistance is
a result of the use of antibiotics in animals as opposed to humans,
and I wondered if you could respond to that, and Ms. Batliner, if
you wanted to say something, go ahead.

Mr. MARTIN. Dr. Carnevale even said that all antibiotic use leads
to resistance, some resistance, and I think it gets a little bit back
to the data collection issue. If 30 percent of the antibiotics used in
the country are fed to animals for growth promotion and non-thera-
peutic ways, that by logic has to add to the antimicrobial resistance
pool in the environment. If it is 70 percent, it is quite a problem.
We had two physicians on the Commission and one veterinarian,
and their beliefs are that once it is in the environment, that—and
it is not their beliefs, their training and learning. You know, once
it is excreted out of the animal and goes, in the case of a swine
facility, flushed into an open cesspool where it is collected for a few
weeks and then sprayed on the ground without treatment, that is
the method of disposal of swine waste, that gets into the ground-
water. Johns Hopkins is doing a study now, the School of Public
Health is doing a study now. They are looking into antibiotic-resist-
ant bacteria that were found in dolphins off Woods Hole in Massa-
chusetts that has been linked back to effluents in North Carolina,
coastal effluents in North Carolina. So the transmission—I mean,
bacteria are like any living thing. When they are put under stress,
they adapt and change to survive, and bacteria uniquely can trans-
fer their resistance and antimicrobial-resistant bacteria can trans-
fer that resistance to a bacteria that has never been exposed.

Ms. SCHAKOWSKY. Is it not a matter of eating the treated meat?

Mr. MARTIN. No, that is not the real exposure risk.

Ms. SCHAKOWSKY. That is not the exposure risk. OK.

Mr. MARTIN. That is the Commission’s viewpoint. It is in the en-
vironment, and workers that are in industrial farm animal produc-
tion facilities for prolonged periods can carry that resistant bacteria
out into the community. In traditional farming systems, the farmer
may be interacting with the animals for several short periods of
time over a day. In an industrial production facility, the workers
are in the barns with the animals for extended periods of time
being exposed. So it is more that kind of transmission out into the
community—

Ms. ScHAKOWSKY. What about milk from cows that are treated?

Mr. MARTIN. The FDA has very strict rules about anything show-
ing up in milk. I mean, they are very strict about hormones and
antibiotics. We found it is more of an environmental concern and
particularly with swine production, getting into groundwater,
whether some of the lagoons will overflow into rivers in a flood or
a heavy rain. The University of Iowa has done studies about higher
rates of asthma and exposure to pathogens up to 5 miles in a
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downwind plume from hog CAFOs, and the EPA now is undergoing
a fairly intensive monitoring program to see exactly what is in the
air coming out of industrial operations. But it is really not, from
the Commission’s viewpoint, it is not—you don’t ingest it in the
meat because it is being fed to the animal. It is more in the envi-
ronmental impact.

Ms. SCHAKOWSKY. Thank you. Go ahead.

Dr. CARNEVALE. Can I comment on that? Yes, certainly you can
find resistance. A lot of the resistance that might be in the environ-
ment frankly could be due to human use as well as animal use.
You can find resistance. The issue is not finding resistance. The
issue is, what is the risk of the presence of that resistance to
human health, and that is why it is important that we stress risk
assessment. That is why the FDA and international organizations
have taken on the task of trying to determine what the risk of this
potential resistance that might occur is to human health. In many
cases, when they look at the data, they look at the farm-to-table
continuum, if you will. They find that for many of these antibiotics,
there is a very low risk of this resistance leading to a human
health concern. That doesn’t mean we don’t use the antibiotics
properly to try to make sure that we don’t create—we create as lit-
tle resistance as we can. Resistance also is not permanent. In many
cases you can use a drug, you can get resistance to it. As soon as
you remove the drug, the resistance goes away. So it is not an all-
or-none situation. It is a very complex area, and this is why we
think risk assessment is the way to get at the concerns. We fully
support the FDA conducting risk assessments on a pre- and post-
approval basis. In fact, Mr. Chairman, I would note that the House
Agriculture Appropriations Committee in fact gave FDA about $1
million 5 years ago and it appears in their budget every year to
conduct post-approval reviews of these antibiotics, so that process
is going on with funding from Congress. Thank you.

Mr. PALLONE. Thank you. You know, it was kind of interesting
because I listened to all the comments about the dangers from dis-
eases that can be borne by animals yet you also read these articles
or statements about how—I remember reading something the other
day about how it is good for kids to have pets because if they don’t
have pets, they don’t go out on the street and get exposed to dis-
eases and things and they don’t develop resistance to it. So who
knows. I guess it is very complicated.

I think we are done. Thank you. This was very helpful. And as
I mentioned, we do intend to move this bill in a timely fashion be-
cause we know the deadline is looming for the authorization. I
guess it expires at the end of the fiscal year, so we are well aware
of that and we appreciate your comments today. And I will say
again that if members want to submit written questions, they will
be submitted to the clerk within the next 10 days and then you will
be notified soon after that.

So thank you again, and without objection, this meeting of the
subcommittee is adjourned.

[Whereupon, at 11:56 a.m., the subcommittee was adjourned.]

[Material submitted for inclusion in the record follows:]
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[COMMITTEE PRINT]

1101 CONGRESS
2D SESSION H. R.

To amend the Federal Food, Drug, and Cosmetic Act to amend and
reauthorize the animal drug user fee program, and for other purposes.

IN THE HOUSE OF REPRESENTATIVES

M_. introduced the following bill; which was referred to the
Committee on

A BILL

To amend the Federal Food, Drug, and Cosmetic Act to
amend and reauthorize the animal drug user fee pro-
gram, and for other purposes.

1 Be it enacted by the Senate and House of Representa-
2 tives of the United States of America in Congress assembled,
3 SECTION 1. SHORT TITLE; REFERENCES IN ACT.

4 (a) SHORT TITLE.—This Act may be cited as the
5 “Animal Drug User Fee Amendments of 2008,

6 (b) REFERENCES IN ACT.—Except as otherwise spec-
7 ified, amendments made by this Act to a section or other
8 provision of law are amendments to such section or other

£AV10\052908\052808.083.xmi
May 29, 2008 (3:59 p.m.)
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1 provision of the Federal Food, Drug, and Cosmetic Act

2 {21 U.B.C. 301 et seq.).

3 SEC.

4
5
6
7
8
9

10
11
12
13
14
15
16

17 SEC.

18
19

2. DEFINITIONS.,
Section 739 (21 U.S.C. 379j-11) is amended—

£

(1) in paragraph (6), by striking “, except for
an approved application for which all subject prod-
uects have been removed from listing under section
510,” and inserting “that has not been withdrawn’’;
(2) in paragraph (10), by striking “year being
2003” and inserting ‘“month being October 2002”;
(3) by redesignating paragraph (11) as para-
graph (12); and
(4) by inserting immediately after paragraph
(10) the following:
“(11) The term ‘person’ includes an affiliate
thereof.”.
3. AUTHORITY TO ASSESS AND USE ANIMAL DRUG
FEES.
(a) Types or FEEs—Section 740(a)(1){A) (21

20 U.S.C. 379j-12(a)(1)(A)) is amended—

21
22
23
24
25

fAV10\052908\052908.093.xmi
May 28, 2008 (3:59 p.m.}

(1) in clause (i), by inserting “, except an ani-
mal drug application subject to the eriteria set forth
in section 512(d)(4)” after “for an animal drug ap-
plication”; and

(2) by amending clause (ii) to read as follows:
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3
“G1) A fee established in subsection

{(b), in an amount that is equal to 50 per-

cent of the amount of the fee under clause

(1), for—

“(1) a supplemental animal drug
application for which safety or effec-
tiveness data are required; and

“(I1) an animal drug application
subject to the criteria set forth in see-
tion 512(d)(4).”.

(b) FEE AMOUNTS.—

(1) TOTAL FEE REVENUES FOR APPLICATION
AND SUPPLEMENT FEES.—Section 740{b)(1) (21
U.8.C. 3795-12(b)(1)) is amended—

{A) by striking “and supplemental animal
drug application fees” and inserting “and sup-
plemental and other animal drug application
fees”; and

(B) by striking “$1,250,000” and all that
follows through the period and inserting
“$3,815,000 in fiscal year 2009, $4,320,000 in
fiscal year 2010, $4,862,000 in fiscal year
2011, $5,442,000 in fiseal year 2012, and
$6,061,000 in fiscal year 2013.”.
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(2) TOTAL FEE REVENUES FOR PRODUCT
FEES.—Section 740(b)(2) (21 U.B.C. 3795-12(b)(2))
is amended by striking “$1,250,000” and all that
follows through the period and inserting
“$3,815,000 in fiseal year 2009, $4,320,000 in fis-
cal year 2010, $4,862,000 in fiscal year 2011,
$5,442,000 in fiscal year 2012, and $6,061,000 in
fiscal year 2013.".

{(3) TOTAL: FEE REVENUES FOR ESTABLISH-
MENT FEES.—Section 740(b)(3) (21 U.S.C. 379j-
12(b)(3)) is amended by striking “$1,250,000” and
all that follows through the period and inserting “
$3,815,000 in fiscal year 2009, $4,320,000 in fiscal
yvear 2010, $4,862,000 in fiscal year 2011,
$5,442,000 in fiscal year 2012, and $6,061,000 in
fiscal year 2013.”.

(4) ToTAL FEE REVENUES FOR SPONSOR
FEES.—Section 740(b)(4) (21 U.8.C. 3795-12(b)(4))
is amended by striking “$1,250,000” and all that
follows through the period and inserting
“$3,815,000 in fiscal year 2009, ‘$4,320,000 in fis-
cal year 2010, $4,862 000 in fiscal year 2011,
$5,442,000 in fiscal year 2012, and $6,061,000 in
fiscal year 2013.”.
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(e¢) ADJUSTMENTS TO FEES.—Section 740(c) (21
U.8.C. 3793-12(¢c)) is amended—

(1) by striking paragraph (1);
(2) by redesignating paragraphs (2) through

(5) as paragraphs (1) through (4), respectively;

(3) in paragraph (1), as so redesignated—

(A) in the matter preceding subparagraph
(A), by striking “After the fee revenues are ad-
justed for inflation in accordance with para-
graph (1), the fee revenues shall be further ad-
justed each fiscal year after fiscal year 2004”
and inserting “The fee revenues established in
subseetion (b) shall be adjusted each fiscal year
after fiscal year 2009”; and

(B) in subparagraph (B), by striking ) as
adjusted for inflation under paragraph (1)7;
and
(4) in paragraph (2), as so redesignated—

(A) by striking ‘“2008” each place it oc-
curs and inserting “2013”; and

(B) by striking 2009”7 and inserting
“2014".

(d) AUTHORIZATION OF APPROPRIATIONS.—Section

24 740(g)(3) (21 U.B.C. 3795-12(g)(3)) is amended by

£V10\052908\052908.093.xmi

May 28, 2008 (3:59 p.m.}
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1 amending subparagraphs (A) through (E) to read as fol-

2 lows:

“(A) $15,260,000 for fiscal year 2009;
“(B) $17,280,000 for fiscal year 2010;
“(C) $19,448,000 for fiscal year 2011;
“(D) $21,768,000 for fiscal year 2012;
and
“(E) $24,244,000 for fiscal year 2013;".
{e) OFFSET.—Section 740(g)(4) (21 U.8.C. 379j-

10 12(g)(4)) is amended to read as follows:

TAVI0\0529081052908.083.xmi
May 29, 2008 (3:59 p.m.}

“44) OFFSET.—If the cumulative amount of
fees collected under this section during fiscal years
2009, 2010, and 2011, plus the annual amount of
such fees estimated to be collected for fiscal year
2012, exeeeds the amount of fees specified in aggre-
gate in appropriation Acts for such fiscal years, the
ageregate amount in excess shall be credited to the
appropriation account of the Food and Drug Admin-
istration as provided in paragraph (1), and shall be
subtracted from the amount of fees that would oth-
erwise be authorized to be collected under this see-
tion pursuant to appropriation Acts for fiscal year

2013.”.
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SEC. 4. SAVINGS CLAUSE.

Notwithstanding section 5 of the Animal Drug User
Fee Act of 2003 (Public Law 108-130), and notwith-
standing the amendments made by this Act, part 4 of sub-
chapter C of chapter VII of the Federal Food, Drug, and
Cosmetie Act (21 U.S.C. 379j-11 et seq.), as in effect on
the day before the date of the enactment of this Act, shall
continue to be in effect with respect to animal drug appli-
cations and supplemental animal drug applications (as de-
fined in such part as of such day) that on or after Sep-
tember 1, 2003, but before October 1, 2008, were accepted
by the Food and Drug Administratioh for filing with re-
spect to assessing and collecting any fee required by such
part for a fiseal year prior to fiscal year 2009.

SEC. 5. EFFECTIVE DATE.

The amendments made by this Act shall take effect
on October 1, 2008, or the date of the enactment of this
Aet, whichever is later, except that, notwithstanding sec-
tion 5 of the Animal Drug User Fee Act of 2003 (Public
Law 108-130), fees under part 4 of subchapter C of chap-
ter VII of the Federal Food, Drug, and Cosmetic Act, as
amended by this Act, shall be assessed for all animal drug
applications and supplemental animal drug applications
received on or after October 1, 2008, regardless of the

date of the enactment of this Act.

FAVI0\052908\052908.093.xmi
May 29, 2008 (3:59 p.m.)
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1 SEC. 8. SUNSET CLAUSE.

2 Section 5 of the Animal Drug User Fee Act of 2003
3 (Public Law 108-130) is amended by striking “October
4 1, 2008” and inserting “October 1, 2013".
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[COMMITTEE PRINT]

110t CONGRESS
2D SESSION H. R.

To amend the Federal Food, Drug, and Cosmetic Act to establish a program
of fees relating to animal generic drugs.

IN THE HOUSE OF REPRESENTATIVES

M . introduced the following bill; which was referred to the
Committee on

A BILL

To amend the Federal Food, Drug, and Cosmetic Act to
establish a program of fees relating to animal generic drugs.
1 Be it enacted by the Senate and House of Representa-
2 tives of the United States of America in Congress assembled,
3 SECTION 1. SHORT TITLE.
4 This Act may be cited as the “Animal Generic Drug
5 User Fee Act of 2008,

6 SEC. 2. FINDINGS.

7 Congress finds as follows:

8 (1) Prompt approval of safe and effective ab-

9 breviated new animal drugs is a vital part of reduec-
£AV10\052908\052808.066 .xml

May 29, 2008 (2:45 p.m.}
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1 ing animal health care costs and promoting the well-

2 being of animal health and the public health.

3 (2) Animal health and the public health will be
4 served by making additiona] funds available for the

5 purpose of augmenting the resources of the Food

6 and Drug Administration that are devoted to the

7 process for review of abbreviated new animal drug

8 applications.

9 (3) The fees authorized by this Act will be dedi-
10 cated toward expediting the abbreviated new animal
11 drug development process and the review of abbre-
12 viated new animal drug applications, supplemental
13 abbreviated new animal drug applications, and ge-
14 nerie investigational new animal drug submissions as
15 set forth in the goals identified in the letters of [in-
16 sert date on letters] from the Secretary of Health
17 and Human Services to the Chairman of the Com-
18 mittee on Energy and Commerce of the House of
19 Representatives and the Chairman of the Committee
20 on Health, Education, Labor, and Pensions of the
21 Senate as set forth in the Congressional Record [in-
22 sert citation of the pagel.

f:A\V10\052908\052908.066.xmi
May 26, 2008 (2:45 p.m.}
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1 SEC. 3. FEES RELATING TO ABBREVIATED NEW ANIMAL
2 DRUGS.

3 Subchapter C of chapter VII of the Federal Food,
4 Drug, and Cosmetic Act (21 U.S.C. 379f et seq.) is
5 amended by adding at the end the following part:

6 “PART 5—FEES RELATING TO ABBREVIATED NEW
7 ANIMAL DRUG SUBMISSIONS

8 “SEC.__ . DEFINITIONS.

9 “For purposes of this part:

10 “(1) The term ‘abbreviated new animal drug
11 application’ means an application for approval of
12 any abbreviated new animal drug submitted under
13 section 512(b)(2). Such term does not include a sup-
14 plemental abbreviated new animal drug application.
15 “(2) The term ‘supplemental abbreviated new
16 animal drug application’ means a request to the Sec-
17 retary to approve a change in an approved abbre-
18 viated new animal drug applieation.

19 “(3) The term ‘abbreviated new animal drug
20 product’ means each specific strength or potency of
21 a particular active ingredient or ingredients in final
22 dosage form marketed by a particular manufacturer
23 or distributor, which is uniquely identified by the la-
24 beler code and produet code portions of the national
25 drug eode, and for which an abbreviated new animal

£AV10\052908\052908.066.xmi

May 29, 2008 (2:45 p.m.}



79

F:\P1OHEALTH\BILLS\AGDUFA(8.002. XML

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

AV10\052908\052008.066.xmmi
May 29, 2008 (2:45 p.m.)

4
drug application or a supplemental abbreviated new
animal drug application has been approved.

“(4) The term ‘generic investigational new ani-
mal drug submission’ means—

“(A) the filing of a claim for an investiga-
tional exemption under section 512(j) for an ab-
breviated new animal drug intended to be the
subject of an abbreviated new animal drug ap-
plication or a supplemental abbreviated new
animal drug application; or

“(B) the submission of information for the
purpose of enabling the Secretary to evaluate
the safety or effectiveness of an abbreviated
new animal drug application or supplemental
abbreviated new animal drug application in the
event of their filing.

“(5) The term ‘abbreviated new animal drug
sponsor’ means either an applicant named in an ab-
breviated new animal drug application that has not
been withdrawn, or a person who has submitted a
generie investigational new animal drug submission
that has not been terminated or otherwise rendered
inactive by the Secretary.

“(6) The term ‘final dosage form’ means, with

respect to an abbreviated new animal drug product,
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a finished dosage form which is approved for admin-
istration to an animal without substantial further
manufacturing. Such term includes abbreviated new
animal drug produects intended for mixing in animal
feeds.

“(T) The term ‘process for the review of abbre-
viated new animal drug applications’ means the fol-
lowing activities of the Secretary with respect to the
review of abbreviated new animal drug applications,
supplemental abbreviated new animal drug applica-
tions, and generic investigational new animal drug
submissions:

“(A) The activities necessary for the re-
view of abbreviated new animal dmig applica-
tions, supplemental abbreviated new animal
drug applications, and generic investigational
new animal drug submissions.

“(B) The issuance of action letters which
approve abbreviated new animal drug applica-
tions or supplemental abbreviated new animal
drug applications or which set forth in detail
the specifie deficiencies in abbreviated new ani-
mal drug applications, supplemental abbreviated
new animal drug applications, or generic inves-

tigational new animal drug submissions and,
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where appropriate, the actions necessary to
place such applications or submissions in condi-
tion for approval.

“(C) The inspection of abbreviated new
animal drug establishments and other facilities
undertaken as part of the Secretary’s review of
pending abbreviated new animal drug applica-
tions, supplemental abbreviated new animal
drug applications, and generic investigational
new animal drug submissions.

“(D) Monitoring of research conducted in
connection with the review of abbreviated new
animal drug applications, supplemental abbre-
viated new animal drug applications, and ge-
nerie investigational new animal drug submis-
sions.

“(E) The development of regulations and
policy related to the review of abbreviated new
animal drug applications, supplemental abbre-
viated new animal drug applications, and ge-
neric investigational new animal drug submis-
sions.

“(F) Development of standards for prod-

ucts subject to review.
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“(G) Meetings between the agency and the
abbreviated new animal drug sponsor.

“(H) Review of advertising and labeling
prior to approval of an abbreviated new animal
drug application or supplemental abbreviated
new animal drug application, but not such ae-
tivities after an abbreviated new animal drug
has been approved.

“(8) The term ‘costs of resourcts allocated for
the process for the review of abbreviated new animal
drug applications’ means the expenses incurred in
connection with the process for the review of abbre-
viated new animal drug applications for—

“(A) officers and employees of the Food
and Drug Administration, contractors of the
Food and Drug Administration, advisory com-
mittees consulted with respect to the review of
specific abbreviated new animal drug applica-
iions, supplemental abbreviated new animal
drug applications, or generic investigational new
animal drug submissions, and costs related to
such officers, employees, committees, and con-
tractors, including costs for travel, eduecation,

and reeruitment and other personnel activities;
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“(B) management of information, and the
acquisition, maintenance, and repair of com-
puter resources;

“(C) leasing, maintenance, renovation, and
repair of facilities and acquisition, maintenance,
and vrepair of fixtures, furniture, seientific
equipment, and other necessary materials and
supplies; and

“(D) collecting fees under section 740B
and accounting for resources allocated for the
review of abbreviated new animal drug applica-
tions, supplemental abbreviated new animal
drug applications, and generie investigational
new animal drug submissions.

“(9) The term ‘adjustment factor’ applicable to
a fiscal year refers to the formula set forth in seec-
tion 735(8).

“(10) The term ‘person’ includes an affiliate
thereof.

“(11) The term ‘affiliate’ refers to the defini-

tion set forth in section 735(11).
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“SEC. T40B. AUTHORITY TO ASSESS AND USE ABBREVIATED

NEW ANIMAL DRUG FEES.

“(a) TypeEs OF FEES.—Beginning in fiscal year

2009, the Secretary shall assess and collect fees in accord-

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
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1
2
3
4
5 ance with this section as follows:
6
7
8
9

‘(1) ABBREVIATED NEW ANIMAL DRUG APPLI-

CATION FEE.—

“(A) IN GENERAL.—Each person that sub-
mits, on or after July 1, 2008, an abbreviated
new animal drug applicationv shall be subject to
a fee as established in subsection (b).

“(B) PAYMENT.—The fee required by sub-

paragraph (A) shall be due upon submission of

the abbreviated new animal drug application.
“{C) EXCEPTION FOR PREVIOUSLY FILED
APPLICATION —If an abbreviated new animal
drug application was submitted by a person
that paid the fee for such application, was ac-
cepted for filing, and was not approved or was
withdrawn (without a waiver or refund), the
submission of an abbreviated new animal drug
application for the same product by the same
person (or the person’s licensee, assignee, or
sucecessor) shall not be subject to a fee under

subparagraph (A).



85

F:\P1OHEALTH\BILLS\AGDUFA08.002. XML

=B R - T " T LV &

[ 5 T S T N6 SRR N6 T & T N R N L e o e
[ G N =T~ S R B S Y. T - N S R o

£AV10\052908\052908.066 .xmi
May 29, 2008 (2:45 p.m.)

UCT

10

“(D) REFUND OF FEE IF APPLICATION RE-
FUSED FOR FILING.—The Secretary shall re-
fund 75 percent of the fee paid under subpara-
graph (B) for any abbreviated new animal drug
application which is refused for filing.

“(E) REFUND OF FEE IF APPLICATION
WITHDRAWN.—If an abbreviated new animal
drug application is withdrawn after the applica-
tion was filed, the Secretary may refund the fee
or portion of the fee paid under subparagraph
(B) if no substantial work was performed on
the application after the application was filed.
The Secretary shall have the sole discretion to
refund the fee under this paragraph subpara-
graph. A determination by the Secretary con-
cerning a refund under this paragraph subpara-
graph shall not be reviewable.

“(2) ABBREVIATED NEW ANIMAL DRUG PROD-
FEE.—Each person—

“(A) who is named as the applicant in an
abbreviated new animal drug application or
supplemental abbreviated new animal drug ap-
plication for an abbreviated new animal drug
product which has been submitted for listing

under section 510; and
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“(B) who, after September 1, 2008, had
pending before the Secretary an abbreviated
new animal drug application or supplemental

abbreviated new animal drug application;
shall pay for each such abbreviated new animal drug
product the annual fee established in subsection (b).
Such fee shall be payable for the fiseal year in which
the abbreviated new animal drug product is first
submitted for listing under section 510, or is sub-
mitted for relisting under section 510 if the abbre-
viated new animal drug product has been withdrawn
from listing and relisted. After such fee is paid for
that fiscal year, such fee shall be payable on or be-
fore January 31 of each year. Such fee shall be paid
only once for each abbreviated new animal drug
produet for a fiscal year in which the fee is payable.

“(3) ABBREVIATED NEW ANIMAL DRUG SPON-

SOR FEE.—Each person—

“(A) who meets the definition of an abbre-
viated new animal drug sponsor within a fiscal
year; and

“(B) who, after September 1, 2008, had
pending before the Seeretary an abbreviated

new animal drug application, a supplemental

abbreviated new animal drug application, or a
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generie investigational new animal drug submis-
sion, shall be assessed an annual fee established
under subsection (b). The fee shall be paid on
or before January 31 of each year.

“(4) Each abbreviated new animal drug sponsor

shall pay only one such fee each fiscal year, as fol-

lows:

“(A) 100 percent of the amount, of the an-
nual sponsor fee published for that fiseal year
under subsection (¢)(3) for an applicant with
more than 6 approved abbreviated new animal
drug applications.

“(B) 75 percent of the amount of the an-
nual sponsor fee published for that fiseal year
under subsection (e¢)(3) for an applicant with 2
to 6 approved abbreviated new animal drug ap-
plications.

“(C) 50 percent of the amount of the an-
nual sponsor fee published for that fiscal year
under subseetion (¢)(3) for an applicant with no
or 1 approved abbreviated new animal drug ap-

plications.

“(b) FEE AMOUNTS.—Exeept as provided in sub-

24 section (a)(1) and subsections (¢), (d), (f), and (g), the

£AV1000520081052908.066.xml

May 29, 2008 (2:45 p.m.}
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‘(1) TOTAL FEE REVENUES FOR APPLICATION
FEES.—The total fee revenues to be collected in ab-
breviated new animal drug application fees under
subsection (a)(1) shall be $1,449,000 in fiscal year
2009, $1,532,000 in fiscal year 2010, $1,619,000 in
fiseal year 2011, $1,712,000 in fiscal year 2012,
and $1,809,000 in fiscal year 2013,

“(2) ToTAL FEE REVENUES FOR PRODUCT
FEES.—The total fee revenues to be collected in
product fees wunder subsection (a)(2) shall be
$1,691,000 in fiscal year 2009, $1,787,000 in fiscal
year 2010, $1,889,000 in fiscal year 2011, $1,
997,000 in fiscal year 2012, and $2,111,000 in fis-
cal year 2013.

“(3) TOTAL FEE REVENUES FOR SPONSOR
FEES.—The total fee revenues to be collected in
sponsor fees wunder subsection (a)(3) shall be
$1,691,000 in fiscal year 2009, $1,787,000 in fiscal
year 2010, $1,889,000 in fisecal year 2011, $1,
997,000 in fiseal year 2012, and $2,111,000 in fis-
cal year 2013.

“(c) ADJUSTMENTS
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“(1) WOREKLOAD ADJUSTMENT.—The fee reve-

nues established in subsection (b) shall be adjusted
each fiseal year after fiscal year 2009 to reflect
changes in review workload. With respect to such

adjustment:

“(A) This adjustment shall be determined
by the Secretary based on a Weighted average
of the change in the total number of abbre-
viated new animal drug applications, manufae-
turing supplemental abbreviated new animal
drug applications, generic investigational new
animal drug study submissions, and generic in-
vestigational new animal drug protocol submis-
sions submitted to the Secretary. The Secretary
shall publish in the Federal Register the fees
resulting from this adjustment and the sup-
porting methodologies.

“(B) Under no circumstances shall this
workload adjustment result in fee revenues for
a fiscal year that are less than the fee revenues
for that fiscal year established in subsection
(b).

“(2) FINAL YEAR ADJUSTMENT.—For fiscal

year 2013, the Secretary may further increase the

fees to provide for up to 3 months of operatiig re-
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serves of earryover user fees for the process for the
review of abbreviated new animal drug applications
for the first 3 months of fiscal year 2014. If the
Food and Drug Administration has carryover bal-
ances for the process for the review of abbreviated
new animal drug applications in excess of 3 months
of such operating reserves, then this adjustment will
not be made. If this adjustment is necessary, then
the rationale for the amount of the increase shall be
contained in the annual notice setting fees for fiseal
year 2013.

“(3) ANNUAL FEE SETTING.—The Secretary
shall establish, 60 days before the start of each fis-
cal year beginning after September 30, 2008, for
that fiscal year, abbreviated new animal drug appli-
cation fees, abbreviated new animal drug produet
fees, and abbreviated new animal drug sponsor fees
based on the revenue amounts established under
subsection (b) and the adjustments provided under
this subsection.

“(4) LimaT.—The total amount of fees charged,
as adjusted under this subseetion, for a fiscal year
may not exceed the total costs for such fiscal year
for the resources allocated for the process for the re-

view of abbreviated new animal drug applications.
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“(d) FEE WAIVER OR REDUCTION.—The Secretary
shall grant a waiver from or a reduection of one or more
fees assessed under subsection (a) where the Secretary
finds that the abbreviated new animal drug is intended
solely to provide for a minor use or minor species indica-
tion.

“(e) EFFECT OF FAILURE TO PAY FEES.—An abbre-
viated new animal drug application submitted by a person
subject to fees under subsection (a) shall be considered
incomplete and shall not be accepted for filing by the Sec-
retary until all fees owed by such person have been paid.
A generic investigational new animal drug submission
under section 740A(4)(B) that is submitted by a person
subject to fees under subsection (a) shall be considered
incomplete and shall not be accepted for review by the Sec-
retary until all fees owed by such person have been paid.
The Secretary may disecontinue review of any abbreviated
new animal drug application, supplemental abbreviated
new animal drug application, or generic investigational
new animal drug submission from a person if such person
has not submitted for payment all fees owed under this
section by 30 days after the date upon which they are due.

“(f) ASSESSMENT OF FEES.—

“(1) LaMITATION.—Fees may not be assessed

under subsection {a) for a fiscal year beginning after

£AVI0N0529081052908.066.xmi
May 29, 2008 (2:45 p.m.)
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fiscal year 2008 unless appropriations for salaries
and expenses of the Food and Drug Administration
for such fiscal year (excluding the amount of fees

appropriated for such fiscal year) are equal to or

_ greater than the amount of appropriations for the

salaries and expenses of the Food and Drug Admin-
istration for fiscal year 2003 (excluding the amount
of fees appropriated for such fiscal year) multiplied
by the adjustment factor, with the base or com-
parator being October 2002, applicable to the fiscal
year involved.

“(2) AvtHORITY.—If the Secretary does not
assess fees under subsection (a) during any portion
of a fiscal year beeause of paragraph (1) and if at
a later date in such fiscal year the Secretary may as-
sess such fees, the Secretary may assess and collect
such fees, without any modification in the rate, for
abbreviated new animal drug applications, abbre-
viated new animal drug sponsors, and abbreviated
new animal drug produets at any time in such fiscal
year notwithstanding the provisions of subseetion (a)
relating to the date fees are to be paid.

“(g) CREDITING AND AVAILABILITY OF FEES.—
“(1) IN GENERAL.—F'ees authorized under sub-

section (a) shall be eollected and available for obliga-
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tion only to the extent and in the amount provided
in advance in appropriations Acts. Such fees are au-
thorized to be appropriated to remain available until
expended. Such sums as may be necessary may be
transferred from the Food and Drug Administration
salaries and expenses appropriation account without
fiseal year limitation to such appropriation account
for salary and expenses with such fiscal year limita-
tion. The sums transferred shall be available solely
for the process for the review of abbreviated new
animal drug applications.

“(2) COLLECTIONS AND  APPROPRIATION
ACTS.—

“(A) INn GENERAL.—The fees authorized

by this section—

“(i) shall be retained in each fiscal
year in an amount not to exceed the
amount specified in appropriation Acts, or
otherwise made available for obligation for
such fiseal year; and

“(11) shall only be collected and avail-
able to defray increases in the costs of the
resources allocated for the process for the
review of abbreviated new animal drug ap-

plications (including inereases in such
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costs for an additional number of full-time

equivalent positions in the Department of

Health and Human Services to be engaged

in such process) over such costs, excluding

costs paid from fees collected under this
seetion, for fiscal year 2008 multiplied by
the adjustment factor, with the base or

comparator being October 2007.

“(B) COMPLIANCE.—The Secretary shall
be considered to have met the requirements of
subparagraph (A)(i) in any fiscal year if the
costs funded by appropriations and alloeated for
the process for the review of abbreviated new
animal drug applications—

‘(1) are not more than 3 percent
below the level specified in subparagraph
(A)(i); or

“(i1)(I) are more than 3 pereent below
the level specified in subparagraph (A)(ii),
and fees assessed for the fiscal year fol-
lowing the subsequent fiscal year are de-
creased by the amount in excess of 3 per-
cent by which such costs fell below the

level specified in subparagraph (A)(ii); and
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“(I1) such costs are not more than 5
percent below the level specified in sub-
paragraph (A)(ii).

“(3) AUTHORIZATION OF APPROPRIATIONS.—
There are authorized to be appropriated for fees
under this section—

“(A) $4,831,000 for fiscal year 2009;

“(B) $5,106,000 for fiscal year 2010,

“(C) $5,397,000 for fiscal year 2011,

“(D) $5,706,000 for fiseal year 2012; and

“(E) $6,031,000 for fiscal year 2013;
as adjusted to reflect adjustments in the total fee
revenues made under this seetion and changes in the
total amounts collected by abbreviated new animal
drug application fees, abbreviated new animal drug
product fees, and abbreviated new animal drug spon-
sor fees.

“(4) OFFSET.—If the cumulative amount of
fees collected during fiscal years 2009, 2010, and
2011, plus the annual amount estimated to be col-
lected for fiscal year 2012, exceeds the amount of
fees specified in aggregate in appropriation Acts for
sueh fiscal years, the aggregate amount in excess
shall be eredited to the appropriation account of the

Food and Drug Administration as provided in para-
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graph (1), and shall be subtracted from the amount

of fees that would otherwise be authorized to be col-

lected under this section pursuant to appropriation

Acts for fiscal year 2013.

“(h) CoLLECTION OF Uxrarp FEES—In any case
where the Secretary does not receive payment of a fee as-
sessed under subsection (a) within 30 days after it is due,
such fee shall be treated as a claim of the United States
Government subject to subehapter II of chapter 37 of title
31, United States Code.

“(1) WRITTEN REQUESTS FOR WAIVERS, REDUC-
TIONS, AND REFUNDS.—To qualify for consideration’ for
a waiver or reduction under subsection (d), or for a refund
of any fee collected in aceordance with subsection (a), a
person shall submit to the Seeretary a written request for
such waiver, reduction, or refund not later than 180 days
after such fee is due.

“(j) ConsTRUCTION.—This section may not be con-
strued to require that the number of full-time equivalent
positions in the Department of Health and Human Serv-
ices, for officers, employees, and advisory committees not
engaged in the process of the review of abbreviated new
animal drug applications, be reduced to offset the number
of officers, employees, and advisory committees so en-

gaged.”.

fAV10M052908\052908.066.xmi
May 29, 2008 (2:45 p.m.)
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4. ACCOUNTABILITY AND REPORTS.
(a) PUBLIC ACCOUNTABILITY.—

(1) ConsurLTATION.—In  developing  ree-
ommendations to Congress for the goals and plans
for meeting the goals for the process for the review
of abbreviated new animal drug applications for the
fiseal years after fiscal year 2013, and for the reau-
thorization of sections 740A and 740B of the Fed-
eral Food, Drug, and Cosmetic Act {as added by
seetion 3), the Secretary of Health and Human
Services (referred to in this section as the “Seec-
retary”’) should consult with the Committee on En-
ergy and Commerce of the House of Representa-
tives, the Committee on Health, Eduecation, Labor,
and Pensions of the Senate, appropriate scientific
and academie experts, veterinary professionals, rep-
resentatives of consumer advocaey groups, and the
regulated industry.

(2)  RECOMMENDATIONS.—The  Secretary
shall—

(A) publish in the Federal Register ree-
ommendations under paragraph (1), after nego-
tiations with the regulated industry;

{B) present the recommendations to the

Committees referred to in that paragraph;
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(C) hold a meeting at which the publie
may eomment on the recommendations; and
(D) provide for a period of 30 days for the
publie to provide written ecomments on the rec-
ommendations.

{b) PERFORMANCE REPORTS.—Beginning with fiscal
year 2009, not later than 60 days after the end of each
fiscal year during which fees are collected under part 5
of subehapter C of chapter VII of the Federal Food, Drug,
and Cosmetic Act, the Secretary should prepare and sub-
mit to the Committee on Energy and Commerce of the
House of Representatives and the Committee on Health,
Education, Labor, and Pensions of the Senate a report
concerning the progress of the Food and Drug Adminis-
tration in achieving the goals identified in the letters de-
seribed in section 2(3) of this Act toward expediting the
abbreviated new animal drug development process and the
review of the abbreviated new animal drug applications,
supplemental abbreviated new animal drug applications,
and generic investigational new animal drug submissions
during such fiscal year.

{¢) FiscaL REPORT.—Beginning with fiscal year
2009, not later than 120 days after the end of each fiscal
year during which fees are collected under the part de-

seribed in subsection (b), the Secretary should prepare

£AV10\052808\052908.066.xmi
May 29, 2008 (2:45 p.m.)
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and submit to the Committee on Energy and Commerce
of the House of Representatives and the Committee on
Health, Education, Labor, and Pensions of the Senate a
report on the implementation of the authority for such
fees during such fiscal year and the use, by the Food and
Drug Administration, of the fees collected during such fis-
cal year for which the report is made.
SEC. 5. SUNSET.

The amendment made by section 3 shall not be in
effect after Oectober 1, 2013, and section 4 shall not be
in effect after 120 days after such date.

FA\V10\052808\052908.066.xmi

May 29, 2008 (2:45 p.m.)
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STATEMENT OF HON. JIM MATHESON

Thank you for holding this hearing today, Mr. Chairman and Ranking Member
Deal.

I understand that we are here today to consider a timely reauthorization of the
Animal Drug User Fee Act as well as the creation of a new program, the Animal
Generic Drug User Fee Act. While I look forward to working with my colleagues on
the committee on both of these proposals, I would like to use my time today high-
lighting the issue of antibiotic resistance.

I, along with several of my colleagues on this committee, introduced legislation
H.R. 3697, Strategies to Address Antimicrobial Resistance Act. Senators Brown/
Hatch/Durbin have introduced the Senate companion bill. The STAAR Act provides
a comprehensive approach to the antimicrobial resistance crisis. It provides strate-
gies and authorizes critically needed funding to strengthen federal antimicrobial re-
sistance surveillance, prevention and control, and research efforts. This legislation
has the support of several infectious disease leaders including: The Infectious Dis-
ease Society, The Pediatric Infectious Disease Society, The American Medical Asso-
ciation, The American Public Health Association, and Premier Hospitals, an alliance
of 1700 nonprofit hospitals across America.

Antibiotic use presents unique challenges to drug safety. They are researched and
developed to respond to infectious organisms that continue to mutate and build re-
sistance to the product even after approval. Even if we all demonstrate good judg-
ment and use antibiotics wisely, eventually, the bad bugs become resistant.

In 2004, the GAO issued a report entitled: “Antibiotic Resistance Federal Agencies
Need to Better Focus Efforts to Address Risk to Humans from Antibiotic Use in Ani-
mals”. In this report, the GAO states: “Although they have made some progress in
monitoring antibiotic resistance, federal agencies do not collect the critical data on
antibiotic use in animals that they need to support research on the human health
risk. The data that could help this research include the types and quantities of anti-
biotics sold for use in animals, the purpose of their use (such as disease treatment
or growth promotion), the species in which they are used, and the method used to
administer them. These types of data are needed to study the linkages between an-
tibiotic use in animals and the human risk from antibiotic resistance and to develop
and evaluate strategies for mitigating resistance.” While I do not oppose antibiotic
use in sick animals—I want to be sure we have the best information to determine
the full extent, if any, that antibiotic use in animals contributes to antibiotic resist-
ance in humans.

It will take a coordinated effort and a partnership between manufacturers, federal
agencies, providers, and patients to truly make a difference in slowing the trend of
antimicrobial resistance. It is my hope that Congress and this committee will ad-
dress provisions to protect antibiotic safety and effectiveness, as well as improve ac-
cess to new antibiotics.

I look forward to hearing from our witnesses and will yield back the balance of
my time.
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Chairman .
Subcommittee on Health
Comrmittee on Energy and Commerce
House of Representatives

Washington, D.C, 20515-6113

Dear Mr, Chairman:

Thank you for providing an opportunity for the Food and Drug Administration (FDA or the
Agency) to testify at the June 5, 2008, hearing before the House Energy and Commerce
Committee’s Subcommittee on Health. The hearing addressed legislative proposals
reauthorizing the Animal Drug User Fee Act (ADUFA) and creating the Animal Generic
Drug User Fee Act (AGDUFA).

This letter provides responses for the record to questions asked during the hearing.
We have reprinted the questions in bold below, followed by the Agency’s response.

The Honorable Frank Palione

1.

2

What is FDA’s schedule for conducting and completing risk assessments for
drugs approved long age?

FDA’s ongoing review of previously approved antimicrobial drugs is a labor-
intensive process that involves complex scientific and legal issues. Due to the
complexity of the issues that arise in the course of conducting these reviews, it is
difficult to predict timelines for completion. Therefore, we have not established a
schedule for conducting these assessments, ’

‘What is the average length of time fo conduct risk assessments on drugs
currently approved and is it acceptable?

Risk assessments are complicated and time-consuming processes. The length of
time required to conduct risk assessments varies greatly depending on the questions
each risk assessment is intended to address, the drug or class of drugs under
consideration, the data available to FDA, and other factors,
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The risk assessment process typically includes soliciting and analyzing public comments,
developing the risk assessment model, collecting data, conducting research, and
formulating the draft assessment. FDA then requests and analyzes comments on the draft
assessment, revises the draft, if necessary, and, if all criteria are met, publishes the final
risk assessment. If research studies are underway at the time the risk assessment process
is undertaken, the risk assessment may be delayed pending completion of those studies.

Given the complexity of the risk assessment process, assessments may take many years to
complete. Notwithstanding the considerable time it takes to complete the many steps that
are part of the risk assessment process, FDA considers the process a scientifically sound
and valuable tool for evaluating such complex issues.

3. Isitimportant for FDA in its mission to have access to additional data on the total
quantity of antibiotics used in animals, the species they are used in, the purpose of
the use (therapeutic, prophylactic, growth prometion), and the method to deliver the
antibiotic? How would that data enable FDA to better track antimicrobial
resistance or determine threats to the public health?

Existing FDA regulations require drug sponsors to submit data for the total quantity of
drugs marketed, not the total quantity of drugs used. Data for antimicrobial drug usage in
animals has been difficult to collect because many drugs are approved and labeled for use
in multiple species for a variety of purposes. Though difficult to collect, antimitrobial
drug usage data is an important component of FDA’s investigations into potential causes
of emerging trends in antimicrobial resistance associated with the use of drugs in

animals. Such data enable our epidemiologists to make associations between use patterns
and emerging trends.

Congress recently enacted additional data reporting requirements. As you know, section
105 of the recently reauthorized ADUFA requires the collection and reporting of certain
drug usage data. Beginning in 2009, sponsors of any drug that contains an antimicrobial
active ingredient will be required to submit an annual report of each antimicrobial active
ingredient in the drug that is sold or distributed for use in food-producing animals. The
report must include the quantity of product marketed, both domestically and exported on
a monthly basis, each calendar year. It must also include information on the target
animals, indications, and production classes that are specified on the approved label of
the product. The Secretary of Health and Human Servicés is required to make summaries
of the collected information publicly available.

FDA is currently exploring how best to use the information that will be collected under
the new ADUFA reporting requirements.

4. Does FDA have any flexibility in issuing the RIF notices that would be necessary if
ADUFA isn’t authorized in a timely fashion?

Fortunately, because Congress passed ADUFA reauthorization legislation in a timely
manner, FDA did not bave to pursue the issuance of RIF notices.
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The Honorable Janice Schakowsky

5. Does FDA believe there is sufficient evidence now to phase out the pen-therapeutic
use of antibiotics? What is the timeline for that activity?

FDA has concerns about the nontherapeutic use in animals of antimicrobial drugs of
human importance. However, it remains unclear at this time if sufficient evidence is
available to initiate regulatory action on any particular animal drug or class of drugs.
Due to the complexity of the scientific and legal issues involved, we cannot predict a
timeline for making a determination on the sufficiency of the evidence. Ifa
determination is made that a sufficient basis exists for initiating some type of regulatory
action, FDA will take the appropriate steps at that time.

6. The Union of Concerned Scientists estimates that 70% of all antibiotics in the
United States are used in beef and pigs. Is that the case?

FDA does not have any way of quantifying by percentage the amount of antibiotics used
on a per species basis.

The Honorable Steve Buyer

7. Regarding the Commissioner’s request to Congress asking for FDA authority to
destroy misbranded, adulterated and counterfeit human drugs, does FDA want the
same authorify for animal drugs?

Yes. In the Administration’s Action Plan for Import Safety, the President requests
authority for FDA to destroy medical products refused admission into the United States.
This would include animal drugs.

The Honorable Jim Matheson

8. Can you tell me the percent of antibiotic drug sales that are for humans versus
animals?

FDA does not track sales data for either human or animal drugs.

Thank you again for the opportunity to appear before the Subcommittee. Please let us know if
you have any further questions or concerns.

Sincerely,

Stephen R. Mason
Acting Assistant Commissioner
for Legislation
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cc:

The Honorable John D. Dingell
Chairman, Committee on Energy and Commerce
House of Representatives

The Honorable Joe Barton
Ranking Member, Committee on Energy and Commerce
House of Representatives

The Honorable Nathan Deal

Ranking Member, Subcommittee on Health
Committee on Energy and Commerce
House of Representatives

The Honorable Janice D. Schakowsky
House of Representatives

The Honorable Steve Buyer
House of Representatives

The Honorable Jim Matheson
House of Representatives
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