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ANIMAL DRUG USER FEE AGREEMENTS:
ADVANCING ANIMAL HEALTH FOR THE
PUBLIC

WEDNESDAY, FEBRUARY 27, 2013

U.S. SENATE,
COMMITTEE ON HEALTH, EDUCATION, LABOR, AND PENSIONS,
Washington, DC.

The committee met, pursuant to notice, at 10:04 a.m. in room
SD-430, Dirksen Senate Office Building, Hon. Tom Harkin, chair-
man of the committee, presiding.

Present: Senators Harkin, Alexander, Burr, and Roberts.

OPENING STATEMENT OF SENATOR HARKIN

The CHAIRMAN. The Senate Committee on Health, Education,
Labor, and Pensions will come to order.

We have convened this hearing this morning to examine the ani-
mal drug and animal generic drug user fee agreements that are
due to be reauthorized this year. The Animal Drug User Fee Agree-
ment, called ADUFA, and the Animal Generic Drug User Fee
Agreement, called AGDUFA; we have a lot of “UFA’s” around here.
These programs mirror the fee programs for human medical prod-
ucts that this committee shepherded through the Senate last Con-
gress as part of the FDA Safety and Innovation Act.

Both ADUFA and AGDUFA allow FDA to collect user fees from
sponsors of animal drug and animal generic drug applications, and
the Agency uses those fees to help fund the review of animal drug
applications.

At today’s hearing, we will discuss the history and purpose of
these agreements between FDA and the animal drug industries
that it regulates. We will delve into the agreements themselves to
better understand the revenue that the fees provide and the per-
formance standards that will benefit the industries paying those
fees.

We will also learn about the importance of animal drug user fees
to ensure that both pioneer and generic animal drugs are approved
in a timely way. A fast, predictable approval of animal drugs, and
their generic equivalents, benefits both the animals themselves and
the people who depend on them.

As was true of the user fees for human medical products, both
ADUFA and AGDUFA are negotiated between FDA and the indus-
try subject to the fees, and we will hear today from the parties in-
volved in those negotiations.
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On our first panel, we will hear from Dr. Bernadette Dunham,
the Director of FDA’s Center for Veterinary Medicine. Dr. Dunham
will discuss the critical role that the ADUFA and AGDUFA fees
play in helping the Center for Veterinary Medicine ensure that ani-
mal drugs are safe and effective, and that they are made available
as quickly as possible.

On the second panel, we will hear from the organizations that
negotiated with FDA to reach these agreements that we are consid-
ering. In the negotiations with FDA, the pioneer animal drug in-
dustry was primarily represented by the Animal Health Institute.
We have Dr. Richard Carnevale, AHI's vice president for Regu-
latory, Scientific, and International Affairs will discuss the past
successes of the ADUFA program and the features of the new
agreement.

He will be joined on the panel by Ms. Jennifer Johansson, the
vice chair of the Generic Animal Drug Alliance. This Alliance rep-
resented the generic animal drug industry during these negotia-
tions. And Ms. Johansson will talk to us about her industry’s expe-
rience with the AGDUFA program and about the new agreement.

The testimony of today’s witnesses will reflect consensus that the
animal drug user fee programs are essential to FDA’s timely re-
view of pioneer and generic animal drugs. The agreements were
carefully negotiated and it is important that we pass them this
year.

I will leave the record open at this point for any opening state-
ments by Senator Alexander when Senator Alexander arrives. He
is just held up a little bit.

The CHAIRMAN. On our first panel, I would like to then invite to
take the witness stand, Dr. Bernadette Dunham, the Director of
the Center for Veterinary Medicine at the Food and Drug Adminis-
tration. In this position, she works to foster animal and public
health by ensuring the availability of safe and effective animal
products. Dr. Dunham has over three decades of experience work-
ing in veterinary medicine, both in private practice and academia,
and with the FDA.

Welcome to the committee, Dr. Dunham. Your statement will be
made a part of the record in its entirety. If you could take 5 min-
utes or so to sum it up, I would appreciate it.

Welcome. Please proceed.

STATEMENT OF BERNADETTE M. DUNHAM, D.V.M., Ph.D., DI-
RECTOR, CENTER FOR VETERINARY MEDICINE, FOOD AND
DRUG ADMINISTRATION, SILVER SPRING, MD

Ms. DunHAM. Thank you. Good morning, Chairman Harkin.

I am Dr. Bernadette Dunham, Director of the Center for Veteri-
nary Medicine at the Food and Drug Administration. Thank you for
the opportunity to discuss FDA’s proposals for the reauthorization
of tIX: Animal Drug User Fee and the Animal Generic Drug User
Fee Act.

As you know, these fee programs are designed to expedite access
to new therapies for food-producing animals and companion ani-
mals, and foster innovation in drug development by enabling FDA
to maintain a stable workforce to provide a predictable and timely
review process.
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These programs have been highly successful and have enabled
FDA to eliminate a backlog in applications, dramatically reduce the
time needed to review animal drug applications and other submis-
sions, improve timely communication with drug sponsors, and
achieve other efficiencies in the drug-approval process while still
ensuring the drugs are safe and effective.

In my testimony today, I will provide the status of FDA’s reau-
thorization activities. I will also provide some information about
each program, our achievements to date, and our proposed changes.

The user fee provisions, of ADUFA II and AGDUFA I, will sunset
on October 1, 2013 if not reauthorized. Timely reauthorization is
needed to ensure there is no disruption to these important pro-
grams.

FDA began the reauthorization process with a public meeting
held on November 7, 2011 and began discussions with stakeholders
in February 2012. FDA published the negotiated recommendations
in the Federal Register on December 5, 2012 and posted for public
comment. Another public meeting, to get input on the recommenda-
tions, was held December 18, 2012. The final recommendations
transmitted to Congress include, for each program, the goals letter
outlining the performance metrics, the proposed legislative lan-
guage, and a summary of the public comments.

FDA considers the timely review of the safety and effectiveness
of new animal drug applications to be central to the Agency’s mis-
sion to protect and promote public health.

Under the original Animal Drug User Fee Act enacted in 2003,
the Agency agreed to meet a comprehensive set of performance
goals established to show significant improvement in the timeliness
and predictability of the new animal drug review process.

The additional funding enabled FDA to increase the number of
review staff by approximately 30 percent. In 2008, before ADUFA
I expired, Congress passed ADUFA II, which included an extension
of the program for an additional 5 years. And I am pleased to re-
port that FDA has exceeded all of the performance goals estab-
lished under ADUFA for each year of this critical program.

During the first 5 years of the program, the Agency was able to
dramatically reduce review times from 500 to 180 days, and com-
pletely eliminate a backlog of 833 submissions within the first year.
Due to the current success of the program, FDA and industry agree
that only minor refinements to the performance goals that ADUFA
II established were necessary.

Our recommendations relating to the financial enhancements of
the program include a new statutory inflation adjuster, a new pro-
vision for recovering collection shortfalls, and modification of the
workload adjuster. To increase revenue stream availability, reduce
application fee costs, and minimize potential for collection short-
falls, the recommendations also modify the fee revenue distribu-
tion.

FDA’s recommendation to Congress, after consultation with the
regulated industry, is that the total fee revenue estimate for 2014
will be $23.6 million, which includes a one-time information tech-
nology funding in the amount of $2 million.

AGDUPFA I authorized FDA’s first-ever generic animal drug user
fee program, and additional funding enabled FDA to increase the
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number of review staff by approximately 45 percent. Furthermore,
the authorization of AGDUFA I enabled FDA’s assurance that ge-
neric animal drug products are safe and effective to provide pet
owners, ranchers, and farmers with greater access to lower cost
therapeutic drugs. FDA agreed to meet performance goals and ex-
pedite the review of generic applications and submissions without
compromising the quality of the Agency’s review.

During the 4 years of AGDUFA I, FDA has exceeded every per-
formance goal every year with one minor exception. We missed a
performance goal by 1 day for one submission of an investigational
generic and animal drug in 2009.

The additional resources provided under AGDUFA 1 enabled
FDA to completely eliminate a backlog of 680 submissions in 22
months. In addition, the Agency has been able to dramatically re-
duce review times from 700 days to 270 days.

FDA'’s goals for AGDUFA II are to sustain and enhance the core
programs, operation, and performance while providing predictable
review times and resources sufficient to keep pace with actual
costs. FDA and industry agree to shorter review times for certain
reactivations and resubmissions, and to implement a process for
timely foreign inspections.

Our recommendations for financial enhancements for AGDUFA
II include a fixed inflation adjuster of 4 percent each year to
achieve the proposed revenue levels, and a modification of the
workload adjuster to ensure that it adequately captures FDA’s
workload. We also recommend modifying the fee revenue distribu-
tion to increase stability of the revenue stream and to reduce appli-
cation fee costs.

The total 5-year revenue for AGDUFA I was $27.1 million. The
proposed total 5-year revenue for AGDUFA II will be $38.1 million,
which also includes a one-time IT funding of $850,000 for fiscal
year 2014, the first year planned total of $7.328 million.

FDA’s ADUFA and AGDUFA legislative proposals represent con-
siderable input from an agreement of stakeholders, the public, and
the Agency. ADUFA and AGDUFA are widely regarded as ex-
tremely successful programs. The recommendations we have sub-
mitted for reauthorization of these programs will ensure FDA has
a stable workforce to provide the predictability and timely review
process that drug sponsors need in order to foster innovation. They
will also provide for expedited access to new therapies for food-pro-
ducing animals and companion animals, while still ensuring the
drugs are safe and effective.

Thank you for the opportunity to discuss the ADUFA and
AGDUFA programs, and I look forward to your questions.

[The prepared statement of Ms. Dunham follows:]

PREPARED STATEMENT OF BERNADETTE M. DUNHAM, D.V.M., PH.D.
INTRODUCTION

Good morning, Chairman Harkin, Ranking Member Alexander, and members of
the committee. I am Dr. Bernadette Dunham, Director of the Center for Veterinary
Medicine (CVM) at the Food and Drug Administration (FDA or the Agency), which
is part of the Department of Health and Human Services (HHS). Thank you for the
opportunity to discuss FDA’s proposals for the reauthorization of the Animal Dru,
User Fee Act (ADUFAIII) and the Animal Generic Drug User Fee Act (AGDUFAII).
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As you know, these fee programs are designed to expedite access to new therapies
for food-producing animals and companion animals and foster innovation in drug de-
velopment by enabling FDA to maintain a stable workforce to provide a predictable
and timely review process. These programs have been highly successful and have
enabled FDA to eliminate a backlog in applications, dramatically reduce the time
needed to review animal drug applications and other submissions, improve timely
communications with drug sponsors, and achieve other efficiencies in the drug ap-
proval process, while still ensuring that the drugs are safe and effective.

In my testimony today, I will provide the status of FDA’s reauthorization activi-
ties. I will also provide some information about each program, our achievements to
date, and our proposed changes.

STATUS OF FDA’S REAUTHORIZATION ACTIVITIES

The user fee provisions of ADUFAII and AGDUFAI will sunset on October 1,
2013, if not reauthorized. Timely reauthorization is needed to ensure there is no dis-
ruption to these important programs. FDA began the reauthorization process with
a public meeting held on November 7, 2011. In February 2012, FDA began discus-
sions to get input from our stakeholders to help us develop our recommendations
for reauthorization. FDA consulted with representatives of patient and consumer ad-
vocacy groups, veterinary professionals, scientific and academic experts, and indus-
try associations. FDA then published the negotiated recommendations in the Fed-
eral Register (FR) on December 5, 2012, and solicited public comment. We also held
a second public meeting to get input on the recommendations on December 18, 2012.
The final recommendations transmitted to Congress include, for each program, the
goals letter outlining the performance metrics, the proposed legislative language,
and a summary of public comments.

ADUFA BACKGROUND

FDA considers the timely review of the safety and effectiveness of new animal
drug applications (NADA) to be central to the Agency’s mission to protect and pro-
mote public health. One way we protect animal and human health is by approving
safe and effective and properly labeled new animal drugs. Prior to 2004, the timeli-
ness and predictability of the new animal drug review program was a concern. The
original Animal Drug User Fee Act enacted in 2003 (ADUFAI) authorized FDA to
collect user fees that were to be dedicated to expediting the review of NADAs in ac-
cordance with certain performance goals and to expand and modernize the new ani-
mal drug review program. The Agency agreed, under ADUFAI, to meet a com-
prehensive set of performance goals established to show significant improvement in
the timeliness and predictability of the new animal drug review process. The imple-
mentation of ADUFATI provided a significant funding increase that enabled FDA to
increase the number of staff dedicated to the review of animal drug applications by
approximately 30 percent since 2003.

In 2008, before ADUFAT expired, Congress passed ADUFAII, which included an
extension of the program for an additional 5 years (fiscal year 2009 to fiscal year
2013), as well as several enhancements to the program.

ADUFA ACHIEVEMENTS

I am pleased to report that FDA has exceeded all of the performance goals estab-
lished under ADUFA for each year of this critical program. Under the performance
goals of ADUFA, FDA agreed to review and act on submissions within shorter peri-
ods of time each successive year. During the first 5 years of this program, the Agen-
cy was able to dramatically reduce review times from 500 days to 180 days and com-
pletely eliminate a backlog of 833 submissions within the first year.

With ADUFAII, FDA agreed to further enhance the review process. A key im-
provement under ADUFAII is the “end-review amendment” (ERA) process that al-
lows FDA reviewers to work with the drug sponsor to amend certain pending sub-
missions. By enhancing communication early in the process, the ERA process allows
FDA to decrease the number of review cycles, which ultimately leads to a shorter
time to approval and significant cost-savings for the sponsor. The greatest impact
of this new tool has been with submissions of investigational new animal drug
(INAD) studies and study protocols. Greater than 90 percent of ERAs resulted in
a favorable outcome in the first cycle.

Also as part of ADUFAII, FDA developed an electronic submission tool, which has
enabled sponsors to submit applications and submissions electronically, allowing
FDA reviewers to evaluate the submissions and correspond with sponsors electroni-
cally. Electronic submissions have provided substantial cost savings for both FDA
and animal drug sponsors. Approximately 18 percent of submissions were electronic
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in 2011, the program’s first year, and over 50 percent were electronic in 2012. Sub-
missions are received by FDA in minutes rather than days, and correspondence
back to sponsors occurs in minutes rather than the several days required for mail-
ing responses.

Further, FDA and the regulated industry participated in eight joint public work-
shops on mutually agreed-upon topics. This collaboration enhanced communication
and transparency on topics critical to the animal drug review process. The work-
shops discussed in detail the data requirements necessary for drug evaluation and
explored scientific approaches to challenges in pharmacokinetics, new emerging
issues relative to antiparasitic resistance, and a novel question-based-review (QbR)
process for certain reviews. The final two public workshops for fiscal year 2013 will
address the evaluation of drugs for use in animal production and data quality for
animal drug submissions from sponsors.

ADUFAITI also enabled FDA to improve the animal drug review and business
processes by facilitating the timely scheduling and conducting of foreign pre-
approval inspections. Because of processes developed under ADUFAII, sponsors are
now able to voluntarily submit an annual facilities list and notification 30 days prior
to submitting an NADA, a supplemental NADA, or an INAD submission to inform
FDA that the application or submission includes a foreign manufacturing facility.
This advance notice gives FDA more time to plan for any necessary foreign inspec-
tions, thus helping to reduce costs and prevent delays during the review of an appli-
cation or submission.

PROPOSAL FOR ADUFAIII

FDA is proposing changes to the performance goals that ADUFAII established to
further enhance the process for review of animal drug applications. Due to the cur-
rent success of the program, FDA and industry agreed that only minor refinements
were necessary.

The ERA procedure implemented as part of ADUFAII resulted in an increase in
the number of one-cycle reviews; however, certain challenges associated with the
process restricted its full utilization. The Agency is proposing, among other changes,
to further improve the review process by replacing the ERA with shorter review
times for certain resubmissions and reactivations beginning in fiscal year 2015. To
allow time for the programming and information management system changes re-
quired to make this and other changes, we are proposing to maintain the ADUFAII
ERA process and associated review performance goals for fiscal year 2014 for most
applications.

FDA agrees to maintain the ADUFAII performance goals regarding work queue
procedures, timely meetings with industry, review of administrative NADAs, and
pre-approval foreign inspections. To enhance the exchange of scientific information,
the Agency and industry agree on the need for industry to submit information ear-
lier in development to enable the parties to reach agreement at a pre-submission
conference or begin the review of study protocols. Additionally, FDA will provide in-
creased flexibility for sponsors to submit scientific data or information concurrent
with study protocol review.

Our recommendations relating to the financial enhancements of this program in-
clude a new statutory inflation adjuster that accounts for changes in FDA’s costs
related to payroll compensation and benefits as well as changes in non-payroll costs
through use of a prescribed methodology that uses the Consumer Price Index as a
guide. We also recommend modifying the base years for calculating the workload ad-
juster to ensure that it adequately captures changes in FDA’s workload during
ADUFATIIL

Additionally, ADUFAIII offers the following financial recommendations:

e A new provision for recovering collection shortfalls to ensure adequate funding
for the animal drug review process. For example, when FDA sets fees for fiscal year
2016, it may add to the fee revenue the amount of any shortfall in fees collected
in fiscal year 2014. This process would follow in subsequent years through the final
year adjustment.

o A modified fee revenue distribution to increase revenue stream stability, reduce
application fee costs, and minimize the potential for collection shortfalls. The pro-
posed distribution will shift from 25 percent for each fee type in ADUFAII to 20
percent for application fees, 27 percent for product fees, 27 percent for sponsor fees,
and 26 percent for establishment fees.

FDA’s recommendation to Congress, after consultation with the regulated indus-
try, is that the total fee revenue estimate for fiscal year 2014 will be $23,600,000,
which includes one-time Information Technology (IT) funding in the amount of
$2,000,000. The proposed statutory language specifies annual revenue of
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$21,600,000 for each of fiscal year 2015 through fiscal year 2018; however, this
amount is subject to a number of possible adjustments, including for inflation, work-
load, and collection shortfall.

AGDUFA BACKGROUND

AGDUFAI authorized FDA’s first-ever generic animal drug user fee program.
AGDUFAT provided a significant funding increase that enabled FDA to increase the
number of staff dedicated to the new generic animal drug application review process
by approximately 45 percent. Furthermore, the authorization of AGDUFAI enabled
FDA’s continued assurance that generic animal drug products are safe and effective
and provided consumers with greater access to lower-cost therapeutic drugs.

Under AGDUFAT, FDA agreed to meet performance goals for certain submissions
over 5 years from fiscal year 2009 through fiscal year 2013. The purpose of estab-
lishing these performance goals was to expedite the review of abbreviated new ani-
mal drug applications (ANADA) and reactivations, supplemental ANADAs, and ge-
neric investigational new animal drug (JINAD) submissions without compromising
the quality of the Agency’s review.

AGDUFA ACHIEVEMENTS

AGDUFAT established increasingly stringent review performance goals. In the 4
years of AGDUFAT review performance evaluated to date (fiscal year 2009 to fiscal
year 2012), FDA has exceeded every performance goal every year with one minor
exception. During the program’s first year, the Agency missed the performance goal
by 1 day for one submission of an investigational generic new animal drug. Most
importantly, the additional resources provided under AGDUFAI enabled FDA to
completely eliminate a backlog of 680 submissions in 22 months. In addition, the
Agency has been able to dramatically reduce review times from 700 days to 270
days. The timely approval of generic new animal drugs continues to be a critical
component of animal health because it provides quicker access to additional sources
of animal drugs at lower cost for ranchers, farmers, and pet owners.

PROPOSAL FOR AGDUFAII

FDA’s goals for the legislative proposal to reauthorize AGDUFAI are to sustain
and enhance the core program’s operation and performance while providing predict-
able review times and resources sufficient to keep pace with actual costs. The Agen-
cy is proposing to maintain the AGDUFAT goals regarding work queue procedures,
timely meetings with industry, review of administrative ANADAs, review of proto-
cols without substantial data, and amendments of similar applications and submis-
sions.

FDA and industry agreed to shorter review times for certain reactivations and re-
submissions. The Agency also agreed to increased communication and transparency
with industry through timely meetings and question-based-review (QbR) for bio-
equivalence submissions, which are most often used when a sponsor proposes manu-
facturing a generic version of an approved off-patent product. The QbR incorporates
the most important scientific and regulatory review questions that focus on critical
pharmaceutical attributes essential for ensuring generic drug product quality. In ad-
dition, FDA further agreed to implement a process for timely foreign inspections as
provided in ADUFATI.

Similar to AGDUFAI, our recommendations for financial enhancements for
AGDUFAII include a fixed inflation adjuster of 4 percent each year to achieve the
proposed revenue levels. We also recommend modifying the base years for calcu-
lating the workload adjuster to ensure that it adequately captures changes in FDA’s
workload during AGDUFAII. Additionally, the fee revenue distribution has been
modified from 30 percent for application fees, 35 percent for product fees, and 35
percent for sponsor fees under AGDUFAT to 25 percent for application fees and 37.5
percent for both product fees and sponsor fees under AGDUFAIIL. The purpose of
changing the fee distribution is to increase the stability of the revenue stream and
reduce application fee costs.

The total 5-year revenue for AGDUFAI was $27,100,000. The proposed total 5-
year revenue for AGDUFAII will be $38,100,000, which also includes one-time IT
funding in the amount of $850,000 for fiscal year 2014 for a first-year planned total
of $7,328,000.

CONCLUSION

FDA’s ADUFA and AGDUFA legislative proposals represent considerable input
from and agreement of stakeholders, the public, and the Agency. ADUFA and
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AGDUFA are widely regarded as extremely successful programs. The recommenda-
tions we have submitted for reauthorization of these programs will ensure FDA has
a stable workforce to provide the predictable and timely review process that drug
sponsors need to foster innovation. They also will provide for expedited access to
new therapies for food-producing animals and companion animals, while still ensur-
ing that the drugs are safe and effective. FDA looks forward to working with you
and your staff to achieve a timely reauthorization of these important human and
animal health programs.

Thank you for the opportunity to discuss the ADUFA and AGDUFA programs. I
would be happy to answer any questions.

The CHAIRMAN. Thank you very much, Dr. Dunham. And we will
start a round of 5 minute questions.

My first is this: congratulations on reducing the amount of time
for these applications, cut down in half on both ADUFA and
AGDUFA. Can you assure us, and the public, that even with this
reduction in time that safety has not been compromised?

Ms. DUNHAM. Yes, sir. I can assure you that our reviewers are
very experienced, and our whole focus is absolutely to do what FDA
does very well: assure the safety and effectiveness of these drugs
through critical review, making sure the manufacturing and the la-
beling of these products is absolutely correct to ensure that safety.

The CHAIRMAN. But is the reduction in time that is taken due
to the fact that because of the increased funding through the fees,
you have been able to hire more staff, and that has enabled you
to rg}duce that time, but still maintain the safety factor. Is that cor-
rect?

Ms. DuNHAM. That is correct, sir.

The CHAIRMAN. The point I'm trying to make is that the in-
creased funding has allowed you to hire the competent staff in
order to get the job done in a reduced amount of time.

Ms. DUNHAM. In reduced time and not be able to jeopardize any-
thing on safety and effectiveness when we do the reviews. Yes, sir.

The CHAIRMAN. If we did not reauthorize ADUFA by October 1
of this year, and AGDUFA fees if we did not reauthorize these fees,
briefly tell us what repercussions would that have for FDA and ul-
timately for animal and public health.

Ms. DUNHAM. The concern that we would have is that we would
end up going back to the days that we have mentioned before. We
would have longer review times. We would lose approximately
about 100 of the staff that we have had an opportunity to hire
through the ADUFA program, and that really would set us back.
I would be very concerned that we would not be able to continue
providing safe and effective drugs to address the animal health
needs of the Nation.

The CHAIRMAN. And last, just briefly again, how do producers of
food animals benefit from ADUFA and AGDUFA? Briefly, how do
they benefit from this?

Ms. DuNHAM. They are going to benefit because part and parcel
is to make sure we keep all of our animals healthy. And for that,
to be able to access the safe and effective drugs, work with their
veterinarians, as well as the generic animal drug side, which still
allows them access to safe and effective drugs, sometimes at re-
duced cost, is something that helps them with their entire oper-
ation. So ensuring not only the health of the animals, but more im-
portantly, any of the food items from those animals and that is
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their livelihood, of which we have a very important role in pro-
tecting public health and animal health.

The CHAIRMAN. Thank you very much, Dr. Dunham.

I will now yield to Senator Alexander.

STATEMENT OF SENATOR ALEXANDER

Senator ALEXANDER. Thanks, Mr. Chairman.

Just to go back over the point that you made and that the Chair-
man mentioned. You have reduced—you've got a 450-day reduction
time in the average time you spend reviewing new drugs, and you
have eliminated the backlog, is that right?

Ms. DuNHAM. Yes, sir, we have. Over the years that we have
had, this is our second authorization period of ADUFA and it would
be, sorry, this is our third; we have had it two times.

Over the 9 years, we have tremendously accomplished meeting
all of our performance goals and having reduced that backlog, actu-
ally, during the very first authorization of ADUFA, and the same
happened with AGDUFA, our generic drug fee user program. Once
we had an opportunity to really get staff onboard, we managed to
reduce the backlog.

Senator ALEXANDER. How many applications did you have in
backlog when there was a backlog?

Ms. DuNnHAM. We had over 700 that we managed to drop with
that backlog when we had the staff.

Senator ALEXANDER. Go through the time sequence today. If 1
had an application for approval of a new drug, take me through the
time sequence, about the average amount of time it might take.

Ms. DUNHAM. When a sponsor comes to us with their proposal,
there are a number of aspects that have to be reviewed, and we
have broken these down into technical sections. Based upon the
time that it takes the company to come in with each one of these
sections, that will determine the review time.

At the very end, when the entire package is ready to review, we
are now meeting on the ADUFA side the statutory review time of
180 days. And the time that it takes is all dependent upon the com-
plexity of that particular drug that we are reviewing.

Senator ALEXANDER. So you are within the 180 day statutory:

Ms. DUNHAM. Now we are. We were not before, and that is what
this ADUFA fee program has enabled us over these years to meet,
which has been a success story. And it really helps the companies
because now they are going to have reliable performance goals with
our steady increased stability of revenue to meet that, and to un-
derstand what it takes to get us there. And before that, there were
a lot of delays and unknowns, and now we have managed to fine
tune all of that and enhance this.

Senator ALEXANDER. And the 180 days, is it part of the proposal
for the reauthorization?

Ms. DUNHAM. Yes, to sustain those performance review times.

Senator ALEXANDER. What is the greatest difficulty that appli-
cants have in that period before you get all the documents? Do you
get complaints about complexity or difficulty of providing that in-
formation? And if so, what are you doing about that?
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Ms. DUNHAM. Actually, through the program, we have had an op-
portunity to work very closely in enhancing communication, work-
ing very closely with industry.

We have had 10 workshops scheduled; we have completed eight
of them. Whereby you do have an opportunity to really have an ex-
change back and forth from our reviewers to the industry to fine
tune some of the complexities that they are addressing in the re-
view that we would like them to work with us on so that we en-
hance that clarity and expectations, and by doing that, fine tune
so that everything comes through with a goal of one cycle review.
And through those dialogs, we have really had a terrific——

Senator ALEXANDER. One cycle, you mean, so you don’t have to
send it back and start over.

Ms. DunHAM. Right, exactly, and that is the whole purpose of en-
hanced communication. So that you are not caught with surprises,
S0 iilve understand expectations. We do a tremendous amount now
with——

Senator ALEXANDER. Do you catch them doing things wrong, or
do you talk with them ahead of time and say, “Fill it out this way
instead of that way,”?

Ms. DuNHAM. That is the open dialog so that there is a free ex-
change that we can go back and forth to understand if we have hit
an issue or they have had a delay on something. So we know that
and we can work that time into the plan.

Senator ALEXANDER. How many pending applications do you
have or, however you measure, the number of applications that you
are working on today?

Ms. DuNHAM. I would have to get back to you to give you that
exact number. I don’t know off the top of my head.

Senator ALEXANDER. I am just trying to get an idea of how much
business you have in a year or how many applications you review
in a year.

Ms. DuNHAM. Well, we have managed to basically, even over the
past 9 years, we have had about 3,600 drugs and supplements be
approved through ADUFA. And over the last 4 years of the pro-
gram with AGDUFA, we have had about 500. So in that sense,
some can be very complex new applications and innovative drugs,
others can be a lot of supplements that we deal with as well.

Senator ALEXANDER. Well, Mr. Chairman, based upon what I
have heard so far, maybe we ought to put them in charge of some
other parts of the Government as well.

[Laughter.]

The CHAIRMAN. I will second that.

Ms. DunHAM. Thank you very much.

[The prepared statement of Senator Alexander follows:]

PREPARED STATEMENT OF SENATOR ALEXANDER

Mr. Chairman, thank you for holding a hearing today on these
successful programs. It has been 5 years since the last round of
animal drug and animal generic drug user fee negotiations, and I
look forward to hearing about the impact of the fees on animal
drug approvals.

Keeping animals healthy is imperative for public health. And as
we spend this morning learning more about the process and bene-
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fits of these two user fee programs I would like to tell a story about
why the success of these programs is important.

I know a farmer in East Tennessee who buys calves from local
livestock markets to raise on grass and grain. He checks on his
calves two or more times per day. When he detects a calf that is
not feeling well, he pulls him out of the group into another area
where he gives him a drug.

How does this farmer know the calf isn’t feeling well? He says
it is like how you know your child is not feeling well. He says the
calf just doesn’t look “right”. A calf might have droopy ears or his
eyes might not be as bright.

This farmer needs to be able to have access to the proper drug
in order to get his calves back healthy as quickly as possible. My
constituent, along with 17,500 other Tennessee beef cattle farmers,
has been Beef Quality Assurance Certified. This means that they
have the proper training and knowledge to handle and administer
animal drug products. This Tennessean wants to do all that he can
do to produce a safe and wholesome product to feed not only to oth-
ers, but also to his family.

Without access to safe and effective animal medicines that are
also studied for their impact on the food supply, farmers would be
severely hampered in their ability to help animals that become
sick. So when we see the results of this program, such as a 450-
day reduction in the average time the Food and Drug Administra-
tion (FDA) spends reviewing new generic animal drugs over the
last 5 years, and that FDA has eliminated the backlog of 680 appli-
cations, that means improved care for animals and faster access to
animal medicines for this farmer and many like him. Since the ani-
mal drug user fees have been in place many new products have
been approved, including a product to control fever in pigs suffering
from pneumonia and iron supplements for newborn piglets.

When discussing the technical details of the FDA and industry
user fee agreement we need to keep in mind the people affected at
the end of the process: the farmers and animal owners who use
these products to keep their animals healthy and our food supply
safe. We plan to mark up legislation on these agreements soon and
hope to pass this quickly to ensure the staff at the Center for Vet-
erinary Medicine can continue their good work. These are impor-
tant agreements that Congress should reauthorize quickly without
complications that could jeopardize swift passage of the bill. I hope
that we keep the lessons from our last animal drug and animal ge-
neric drug user fee legislation in mind as we work on these impor-
tant agreements. I thank Chairman Harkin for his leadership, com-
mitment and look forward to learning more about the programs’
success from today’s witnesses.

The CHAIRMAN. Thank you.

Senator Burr.

STATEMENT OF SENATOR BURR

Senator BURR. Thank you, Mr. Chairman.

Dr. Dunham, congratulations on not only a great performance,
but the ability to come up and have industry support for a reau-
thorization like this. I am curious, off of the Chairman’s points to
you, how have you been able to accomplish through ADUFA what
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you have, while user fees in other areas of FDA providing addi-
tional FTE’s only increased the review time versus decrease the re-
view time? What is different that you have done than the other
areas at FDA?

Ms. DuNHAM. That is a very good question. I think we have al-
ways struggled to be as expeditious as we can. And this additional
user fee program just made that opportunity of enhancing the won-
derful staff that we have—their dedication is incredible—to be able
to provide them with the tools they need. And having done that,
the energy is there, and working with industry so that we are real-
ly striving to have this be as clear as we possibly can, to under-
stand the challenges.

It has been a win across the board, and it is really through the
availability of the dedicated staff that we have, and the opportune
program you have provided which really helps us to

Senator BURR. If I understand this reauthorization, there are no
additional FTE’s being hired.

Ms. DuNHAM. We are going to continue because we have man-
aged to fine tune the process, and we have now also gone elec-
tronic. And I think that is the biggest boost in enhancing our re-
view times now because we can suffice that so quickly electroni-
cally back and forth. That has given a tremendous advantage to us
on obtaining the data and reviewing the data.

Senator BURR. Part of this agreement requires the industry to
pay $2 million up front in one-time IT funding. What are the spe-
cific goals that you have for that $2 million worth of IT payment?
And what are the benchmarks that the Agency will use to track the
success of these goals?

Ms. DuNHAM. Where we are going to be using the dollars for IT,
as we have mentioned, moving into electronic submission form, a
number of the various codes and software coordination of that doc-
umentation requires us to work with the IT folks to make those
changes in the business process. So that when a reviewer receives
a supplement, you code it in, coordination of the technical sections,
all of that needed to fine tune now with the business operation.

We took advantage of requesting and working with the industry
because now that we are moving electronically, we needed to make
a few changes, literally, that only IT could handle. And it is more
or less just fine tuning the business process side of that, and it is
just changing some of those codes that we have.

Senator BURR. Dr. Carnevale says in his testimony that in-
creases in regulatory costs and burden are contributing to a declin-
ing number of new animal drug approvals. As CVM Director, what
are you and your staff doing to increase the regulatory certainty
and predictability of the Agency and to decrease regulatory costs
and burden, which have had somewhat of a chilling effect on inno-
vation? Or, would you agree with that?

Ms. DuNHAM. I think any time we are facing challenges of fi-
nances that does, and that is really why this user fee program has
acknowledged how to help our industry come forth with, still, the
innovative products that we need. By minimizing, potentially, hav-
ing multiple cycles is a benefit to them, so that you are not going
to have additional costs; that is a win.
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That enhanced communication that we talked about, so there is
clarity of what we are striving to obtain, has really minimized it.
We also have an opportunity for waivers. If we have some small
businesses that are coming onboard, we have worked through the
user fee program to acknowledge that and assist them. So anything
that flags up as a potential barrier to innovation, we put a waiver
in because we understand how important that is to continue to
support them.

On the generic user fee program, we've also got a three-tier pro-
gram. Again, trying to work with our companies, understanding
where they are. Some of them are not multiple, big applications.
And I think that fairness, and listening to them, and working
through that is how we both work together.

That is another reason why, as you asked originally, what is part
of our success story? It is really trying to understand that we all
want to ensure safe and effective drugs, and to understand what
it takes to have the industry come in the front door, and for us to
do those reviews and work with them.

Senator BURR. Part of this agreement deals with conditional ap-
provals, and it is for the Agency to explore in concert with the in-
dustry the feasibility of pursuing statutory revisions that may ex-
pand that use of conditional approvals. Yet, there is not much spec-
ificity in how that is going to happen. Can you sort of explain to
me what the matrix is that we should look at to see if this is suc-
cessful or not?

Ms. DuNHAM. This was actually started with our minor use
minor species animal drug development program whereby, you can
imagine, we may not have sufficient numbers and I will give you
a simple example, going to the zoo animals.

How many elephants would we have, how many tigers if we want
to get this drug reviewed for safety and effectiveness? So we may
be able to get all of the safety done, first and foremost. But the ef-
fectiveness, do we have sufficient numbers of those animals? We
may then allow the company to take a little bit longer to access the
effectiveness data just because they may not have sufficient num-
bers.

Senator BURR. Under a conditional approval?

Ms. DuNHAM. Under a conditional approval, and so the safety
has to be there. The only layer of the conditional approval is fine
tuning the last bit of the effectiveness. And that has been a tre-
mendous asset to help with those products as we have seen them
coming through for minor species.

So the scenario was: is there a venue possibly? Could we look at
that for some areas in our major species? This is just to take a look
and see, is there any possibility that that could be another way of
helping to, again, take a look at the cost of the drug review, the
timing, and some of the more challenging issues, would that work
or not?

There is no guarantee, but it has been a very successful program
on the minor use species side. We thought, they asked. I think it
is very good that we always try to embrace new ideas and let’s see
if this is going to work.

Senator BURR. Great. Thank you.

Thank you, Mr. Chairman.
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Ms. DuNHAM. Thank you.
The CHAIRMAN. Senator Roberts.

STATEMENT OF SENATOR ROBERTS

Senator ROBERTS. Thank you, Mr. Chairman. Thank you for
holding the hearing. Dr. Dunham, I may nominate you for the
Freedom Medal; that’s a pretty prestigious award. I don’t know of
anybody else in the regulatory business—and virtually every agen-
cy that we have in the Government today—who has done a better
job than you in following the law. Mr. Chairman, just let me go
down the list.

First, these folks had public hearings. So people came in from the
antibiotic arena, said what they had to say, made suggestions.
Then these folks had an Advanced Notice of Proposed Rule Making;
the acronym for that is ANPRM. I did not know that, A-N-P-R-M.
I thought it was something that you took.

[Laughter.]

Senator ROBERTS. Which, in this case, is probably a common-
sense pill to get the cost benefit worked out and really let people
know. So that was a heads up.

First you had the hearings. They testified. Then you had a heads
up on Advanced Notice of Proposed Rule Making. Then you had a
notice of proposed rulemaking, which we are into right now. So
after hearing from the public and then giving them an advanced
notice of what you have in mind, now we have a notice of proposed
rulemaking and you are getting feedback. Then you go to the final
rule. OK? And I would tell my colleagues, and I want to thank you,
that this is the way it is supposed to work.

That over a period of time that is appropriate that you tell the
industry, or you ask the industry, “Is this going to work? Is there
a better way we can do it? Maybe we can tweak it, maybe not.” But
you have done all that. As opposed to almost virtually every other
agency that my colleagues and I wrestle with, trying to make some
kind of a cost-benefit criteria apply, even though we have an Exec-
utive order that says that that is the case, it is not happening.

Classic case is with regards to PPACA or the Affordable Care
Act, where the rules have gone to OMB and they are final. But
upon questions, CMS will tell us that, “Well, we’ve talked to all the
providers,” and that is a long list of providers in terms of health
care.

On sub-regulatory guidance, the problem is nobody knows about
the sub-regulatory guidance. You don’t operate that way. You are
going out to the people going to be affected and trying to get a bet-
ter sense in regards to the regulations that you are issuing. That
is why we have a clean bill.

And the sub-regulatory guidelines can now be bulletins. Who has
time to look at bulletins? How do you get a hold of the bulletins
if you are a small, rural hospital in Kansas, Tennessee, Iowa, wher-
ever, North Carolina? You don’t have time. How do you gain access
to the bulletins? Well, it is on their Web site. Well, who is going
to be the bad-news-bearer sitting there at the hospital looking at
bulletins every day?

You have Frequently Asked Questions, I love that, FAQ, fre-
quently asked questions. Boy, there’s a bunch of those. And so,
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they get the questions and then they come back and say, “Here’s
a bunch of frequently asked questions,” but I am not sure that they
really answer the questions.

Then you have a Web site, of course, and then you finally have
guidance documents. So I guess, if you ask guidance on a particular
item, they will send you a document on their Web site and you're
supposed to wade through that.

You don’t have an ambulance driver, a hospice director, a home
health care person, a nurse, a doctor, a hospital, everybody that re-
ceives Medicare, and I am just picking on that because it is an ex-
ample. And then you have regs going over to OMB, and I suspect
that this committee does not know all of the ramifications of those,
we will. But with the Chairman’s leadership, that is for sure, and
we are doing the same thing in the finance committee.

But you, doctor, have done it the right way, and I want to con-
gratulate you for that.

Ms. DuNHAM. Thank you.

Senator ROBERTS. Because we need regulatory framework to pro-
tect the public, and you are doing that, but you are asking the in-
dustry, “How can we do it in the best possible way?” Now that is
a long speech, but I think you deserve a big pat on the back.

Mr. Chairman and Ranking Member, thank you for having a
clean bill, and if we have a clean bill with appropriate comment,
that is what we are supposed to be doing. So thank you both, and
thank you, doctor.

Ms. DuNHAM. Thank you very much. I really appreciate that.

The CHAIRMAN. Thank you, Senator Roberts. Well, I hope we can
keep it a clean bill as it weaves its way through that place over
there in the Capitol called the Senate floor. I hope we can keep it
clean.

Dr. Dunham, thank you very much.

Ms. DunHAM. Thank you very, very much.

The CHAIRMAN. We will call our second panel, Dr. Richard
Carnevale and Dr. Jennifer Johansson.

Mr. CARNEVALE. Good morning.

The CHAIRMAN. The second panel of the committee has invited
Dr. Richard Carnevale, the vice president for Regulatory, Scientific,
and International Affairs with the Animal Health Institute, an ani-
mal pharmaceutical trade association. Dr. Carnevale has worked
for 35 years in the animal health and food safety industry, and has
previously held positions with both the FDA and USDA, and holds
a doctorate in veterinary medicine from the University of Pennsyl-
vania.

Also Jennifer Johansson, the vice chair of the Generic Animal
Drug Alliance. In addition to her role with GADA, Ms. Johansson
is the senior vice president of Putney Generic Veterinary Pharma-
ceuticals where she leads their regulatory affairs efforts. Ms.
Johansson has 16 years of experience in the pharmaceutical and
research industry including physicians in a human specialty phar-
maceutical company in private legal practice, and is a laboratory
researcher at NIH.

We thank you both for being here. Your statements will be made
a part of the record in their entirety. We will start with you, Dr.
Carnevale. Welcome. Please proceed.
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STATEMENT OF RICHARD A. CARNEVALE, V.M.D., VICE PRESI-
DENT, REGULATORY, SCIENTIFIC AND INTERNATIONAL AF-
FAIRS, ANIMAL HEALTH INSTITUTE, WASHINGTON, DC

Mr. CARNEVALE. Good morning. Thank you, Mr. Chairman and
members of the committee. Thank you for holding this hearing on
this important piece of legislation, and 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 School of Veteri-
nary Medicine. And I am here today on behalf of the Animal
Health Institute, the 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. Animal health products also
give veterinarians, and livestock, and poultry producers the nec-
essary tools to protect the health and well-being of food-producing
animals.

Veterinarians work hard to prevent disease in animals, but it is
important for them to have medicines available when needed to
treat a disease or disease threat. The FDA animal drug approval
process looks much like the human drug approval process. Animal
drug companies submit data packages to demonstrate safety, effi-
cacy, and the ability to meet the same stringent FDA manufac-
turing standards.

It is a costly process requiring as much as $100 million, and 7
to 10 years to bring an animal drug to market. The market for ani-
mal drugs, however, is nothing like the market for human drugs.
Our products are used to treat seven different major species of ani-
mals and many more minor species. A blockbuster animal drug is
considered one with sales of around $100 million with the vast ma-
jority of animal health products averaging about $1 million or less
in gross sales. There is no Medicare or Medicaid, and except in rare
cases, no employer-supported health insurance. The cost of animal
drugs is primarily borne fully by the animal owner.

Passage of this legislation will have important benefits. FDA-
CVM benefits by having additional resource needs to meet its mis-
sion of protecting public health. Animal health sponsors benefit
from a stable and predictable review process allowing them to
make more informed decisions about the investment risks of re-
search and development dollars.

Veterinarians benefit from having new and innovative medical
advances available to treat, control, and prevent diseases in their
patients. And livestock and poultry producers and the veterinar-
ians on whose advice they rely, also have the tools needed to keep
food animals healthy.

And pet owners, let’s not forget them, will benefit by having their
animals live longer and healthier lives, increasing their enjoyment
of these companions.

And finally consumers reap the food safety benefits that come as
a result of the availability of additional tools to keep food animals
healthy.

AHI believes that the funding agreed to by the industry over the
next 5 years is based on an objective assessment of Agency re-
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source needs, and will allow the Agency to maintain all current
standards, and also improve performance in key areas. The agree-
ment calls for approximately $118 million in funding over the 5
years and uses a variable rather than a fixed inflation factor.

The financial agreement seeks to reduce the impact that fees
may have on small businesses and smaller product markets by re-
ducing the total percentage of fees coming from new animal drug
applications and supplements from 25 percent to 20 percent. This
agreement also includes a provision for FDA to make up potential
fee shortfalls that may be experienced by allowing for adjustments
to levied fees in the out years of the program.

FDA has consistently met all timeframes for all sentinel submis-
sions identified in the goals letter that was submitted to Congress
the past two ADUFA’s, and we are confident that the Agency will
continue to do so over the next 5 fiscal years.

The new agreement continues all current submission review
timeframes mandated in ADUFA II. However, the new agreement
adds important enhancements to the review process.

Animal drugs generally go through a phased review process,
which is different from human drugs whereby each specific area
called technical sections of the new animal drug application are
submitted and reviewed independently. Once the technical sections
for safety, efficacy, manufacturing, and environmental impact are
complete, an administrative NADA is filed referencing those sec-
tions, and approval of the product occurs within 60 days.

If technical sections can be completed more rapidly, it will lead
to earlier filing of the administrative NADA, and therefore reduce
overall time to the marketing of safe and effective animal medi-
cines. This will be accomplished under the new agreement by FDA
agreeing to significantly shorten the review times of the second
pass submissions that ordinarily are reviewed in the same time-
frame as the original or first pass submissions. Now that will occur
when certain criteria in the goals letter are met.

Depending on the type of submission, this can result in up to a
4-month or 120-day decreased review time, which is very important
and could be critical in moving an important medicine to market
sooner. The new agreement also commits the Agency to work with
the industry to examine longer term goals. First, AHI and FDA will
enter into discussions on how to more broadly extend the condi-
tional approval process currently available for all practical pur-
poses only to minor species to major species applications.

Second, FDA will enter into a discussion with the animal drug
and feed industry, and State regulatory authorities overseeing ani-
mal feed, to determine how requirements for combination medi-
cated feed approvals might be modified.

This could have a significant future importance with the advent
of the FDA proposal to move more antimicrobials used in feed to
a Veterinary Feed Directive program by allowing veterinarians to
more efficiently write VFD orders for antibiotics to be mixed into
feed with other non-VFD drugs. Eliminating the requirement for
combination feed approvals could pave the way for a smoother im-
plementation of the VFD program, and ensure that antimicrobials
that are added to feed are being used for therapeutic purposes only
under the order of a veterinarian.
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Mr. Chairman, CVM has a rigorous science-based approval proc-
ess that provides to the American public the products necessary to
protect public health by protecting animal health. Every year, sci-
entists 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 con-
tinue to need new medicines to protect animal and human health.

The reauthorization of ADUFA will continue to provide the Agen-
cy the resources necessary to maintain and improve this approval
process, provide new and innovative 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.

Thank you, Mr. Chairman. I would be happy to take questions.

[The prepared statement of Mr. Carnevale follows:]

PREPARED STATEMENT OF RICHARD A. CARNEVALE, V.M.D.
SUMMARY

The Animal Health Institute (AHI) is the trade association representing research-
based companies that make medicines for animals, both companion animals and
farm animals.

Passage of the Animal Drug User Fee Act will assist FDA’s Center for Veterinary
Medicine by providing additional resources to meet its mission of protecting public
health. Animal health sponsors benefit from a stable and predictable review process,
allowing them to make more informed decisions about the investment risks of re-
search and development dollars. Veterinarian and animal owners benefit from a
critical supply of new and innovative medicines to keep animals healthy. Consumers
reap the food safety benefits that come as a result of the availability of additional
tools to keep food animals healthy.

The funding agreement, based on an objective assessment of agency resource
needs, calls for approximately $118 million in funding over the 5 years, and uses
a variable rather than fixed inflation factor. The financial agreement seeks to re-
duce the impact that fees may have on small businesses and smaller product mar-
kets by reducing the total percentage of fees coming from new animal drug applica-
tions and supplements from 25 percent to 20 percent. The agreement also includes
a provision for FDA to make up potential fee shortfalls that may be experienced by
allowing for adjustments to levied fees in the out years of the program.

The new agreement continues all current submission review timeframes man-
dated in ADUFA II. One enhancement added by this agreement is to significantly
shorten the review times of the second pass submissions that ordinarily are re-
viewed in the same timeframe as the original or first pass submissions, when cer-
tain criteria in the goals letter are met. Depending on the type of submission this
can result in up to a 4-month (120 day) decreased review time and could be critical
in moving an important animal medicine to the market sooner.

The new agreement also commits the agency to work with industry to examine
longer term goals: First, AHI and FDA will enter into discussions on how to more
broadly extend the conditional approval process currently available only to minor
species to major species applications. Second, FDA will enter into discussion with
the animal drug and animal feed industry and State regulatory authorities over-
seeing animal feed to determine how requirements for combination medicated feed
approvals might be modified. Eliminating the requirement for combination feed ap-
provals could pave the way for a smoother implementation of the VFD program and
ensure that antimicrobials added to feed are being used for therapeutic purposes
only under the order of a veterinarian.

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. AHI urges Congress to move a clean
ADUFA bill in a timely manner so this program can continue without interruption.
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Mr. Chairman and members of the committee, 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 medi-
cines 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 (AHI), 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
global 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. 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 re-
quiring greater attention to their health needs. As medical breakthroughs from
human medicine 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 or disease threat.

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.

One significant challenge we face in animal health is the declining number of new
animal drug approvals. The data we collected in preparation for ADUFA III clearly
showed that while we significantly increased the amount of user fees going to the
agency in ADUFA II, the workload has substantially declined. There are likely
many reasons for this, but a big reason is the ever-increasing regulatory cost and
burden. In a market as fractured as the animal health market, this increased regu-
latory burden results in fewer live-saving and extending drugs being brought to
market. We hope Congress will consider ways to incentivize animal health research
and provide for a regulatory environment that increases the availability of animal
health products.

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 10 years ago. The Animal Drug
User Fee Act of 2003 (ADUFA I) made it possible for our companies to bolster fund-
ing at CVM so that they could meet performance standards to improve the efficiency
and predictability of the animal drug approval process and ADUFA II, passed in
2008, continued that progress.

Passage of this important legislation will have several benefits:

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.
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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.

AHI believes that the funding agreed to by the industry over the next 5 years is
based on an objective assessment of agency resource needs and will allow the agency
to maintain all current standards and also improve performance in key areas. The
agreement calls for approximately $118 million in funding over the 5 years, depend-
ing on inflation. The funding agreement going forward differs from the funding pro-
vided over the last 5 years. AHI has agreed to an annual fee level adjusted by a
variable rather than the fixed annual inflation factor utilized in ADUFA II. The
variable rate will be more closely aligned with actual cost increases that FDA might
realize from year to year.

The financial agreement seeks to reduce the impact that fees may have on small
businesses and smaller product markets by reducing the total percentage of fees
coming from new animal drug applications and supplements from 25 percent to 20
percent. This should result in a substantial reduction in an individual application
fee in fiscal year 2014 and beyond. The 5 percent reduction is then distributed
among the three remaining fee areas—sponsor, product and establishment. Since
smaller companies have fewer products and facilities, they are hit hardest by the
application fee. The agreement also includes a provision for FDA to make up poten-
tial fee shortfalls that may be experienced by allowing for adjustments to levied fees
in the out years of the program.

FDA has consistently met timeframes for all sentinel submissions identified in the
goals letter submitted to Congress and we are confident that the agency will con-
tinue to do so over the next 5 fiscal years. The new agreement continues all current
submission review timeframes mandated in ADUFA II. However, the new agree-
ment adds important enhancements to the review process.

The process for reviewing and approving animal drugs has evolved over the years
and is somewhat different than that for human medicines. Animal drugs generally
go through a phased review process whereby each specific area called technical sec-
tions of the new animal drug application is submitted and reviewed independently.
Once the technical sections for safety, efficacy, manufacturing, and environmental
impact are complete an administrative NADA is filed referencing those sections and
approval of the product occurs within 60 days.

If technical sections can be completed more rapidly it will lead to earlier filing
of the administrative NADA and, therefore, reduce overall time to market of safe
and effective animal medicines. This will be accomplished under the new agreement
by FDA agreeing to significantly shorten the review times of the second pass sub-
missions that ordinarily are reviewed in the same timeframe as the original or first
pass submissions, when certain criteria in the goals letter are met. Depending on
the type of submission this can result in up to a 4-month (120 day) decreased review
time and could be critical in moving an important animal medicine to the market
sooner.

The new agreement also commits the agency to work with industry to examine
longer term goals.

AHI and FDA will enter into discussions on how to more broadly extend the con-
ditional approval process currently available only to minor species to major species
applications. The Minor Use/ Minor Species Act of 2004 provided a new mechanism
for the approval of animal drugs. For minor species or minor uses, a sponsor can
submit an application to FDA allowing the firm to market the product while con-
tinuing to collect effectiveness data to satisfy the “substantial evidence” requirement
under the FD&C Act, as long as enough data has been submitted to allow the agen-
cy to determine there is a “reasonable expectation” of efficacy before it goes on the
market. Of course, the application must still meet all requirements for animal,
human, and environmental safety, manufacturing quality, and be properly labeled
prior to marketing. The conditional approval lasts for 5 years after which time the
product is fully approved or withdrawn from the market if the sponsor fails to dem-
onstrate substantial evidence.

AHI believes that a strong case can be made to extend this provision to certain
drugs proposed for major species other than those specifically for minor use. This
allows earlier marketing of important products that can be studied and thoroughly
tested for effectiveness because the sponsor is adding revenue to fund such studies.
The data gathered under a conditional approval will be much more robust and allow
the agency to have better confidence in the safety and effectiveness of the product
before it issues final approval. The advantage to FDA is that it can easily terminate
the marketing of a product if the sponsor fails to complete the data commitment.
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There is no increased risk to animal for public health since safety will be assured
prior to marketing. Additionally, conditional approvals are currently in place at
USDA, which regulates animal vaccines and at EPA, which regulates flea and tick
products for animals. Conditional approvals could be one mechanism to address the
current decline in animal drug submissions and bring much-needed new product de-
velopment to the market for major species.

The other policy issue that will be discussed under the new agreement will be the
issue of combination medicated feed new animal drug approvals. It is common prac-
tice in the field to combine two or more drugs in a medicated feed being given to
cattle, pigs, or poultry. For the past 40-plus years FDA has required that two or
more approved drugs added to an animal feed must first also be approved by the
agency before they can be mixed concurrently. There is a long history of FDA re-
quiring this and dates back to a policy first established in the 1960s that considered
animal feeds containing an animal drug to be a finished drug formulation. A pro-
ducer or feed manufacturer can only combine approved animal drugs in feed if an
application for that combination has been approved by FDA. Therefore, an animal
drug sponsor obtaining an approval for a drug to be added to animal feed is respon-
sible for filing additional new animal drug applications providing for the concurrent
mixing in the feed of the newly approved drug with other approved drugs. These
are essentially administrative NADA’s that simply reference the approvals of the
other products but still require submission of some limited data and new labeling.

This has been an onerous requirement since it can significantly delay the ability
of a sponsor to market a new product because the sponsor may not submit the other
application for review and approval by FDA until the new drug is first approved.
Some relief was realized in 1996 at the passage of the Animal Drug Availability Act,
which lessened the requirements for the approval of these combination applications,
but did not eliminate the need to submit an NADA for these combinations. Experi-
ence has shown since the ADAA that few problems can be identified by the mixing
of two or more approved drugs concurrently in the feed in the way of interference
\évith the active ingredients or with changes to animal safety or human food resi-

ues.

FDA has agreed to enter into discussion with the animal drug and animal feed
industry and State regulatory authorities overseeing animal feed manufacturers
over the next 3 years to determine how these requirements might be modified. This
could have significant future importance with the advent of the FDA proposal to
move more antimicrobials used in feed to a Veterinary Feed Directive program by
allowing for veterinarians to more efficiently write VFD orders for antibiotics to be
mixed into feed with other non-VFD drugs. Eliminating the requirement for com-
bination feed approvals could pave the way for a smoother implementation of the
VFD program and ensure that antimicrobials added to feed are being used for thera-
peutic purposes only under the order of a veterinarian.

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.

Again, thank you for holding this hearing and I would be happy to answer any
questions.

The CHAIRMAN. Thank you, Dr. Carnevale.
Now, Ms. Johansson, welcome. Please proceed.

STATEMENT OF JENNIFER JOHANSSON, J.D., VICE CHAIR,
GENERIC ANIMAL DRUG ALLIANCE, BEL AIR, MD

Ms. JOHANSSON. Good morning. I am Jennifer Spokes Johansson,
and I serve as the vice chair of the Generic Animal Drug Alliance,
or GADA.

The GADA is an independent professional trade organization
that represents the interests of generic animal drug companies.



22

Our members are focused on the development, FDA approval, and
marketing of high quality generic drugs for livestock and pets.

I would like to thank the committee for inviting me to testify
today on behalf of GADA in support of the reauthorization of
AGDUFA, the Animal Generic Drug User Fee Act.

Just like with human drugs, generic animal drugs provide sig-
nificant benefits to the public by providing cost-effective alter-
natives to their pioneer drug counterparts. Lower cost generic ani-
mal drug options help contribute to the safety of the Nation’s food
supply, the treatment of diseases in animals that can be trans-
mitted to humans, and the ability of pet owners to provide care to
their pet family members.

However, the potential cost savings to consumers from generic
animal drugs cannot be achieved without broad availability of such
drugs. Therefore, it is critical that the CVM review and approval
process for generic drugs is both efficient and predictable.

AGDUFA was a successful first step in achieving these goals.
Prior to the implementation of AGDUFA, a single CVM review of
a generic application could take longer than 2 years. In most cases,
multiple review cycles are needed, so if an application required
three review cycles, it could take more than 6 years for that appli-
cation to receive approval.

In the time it took to get the application approved, the entire
market for the generic drug could change, making it no longer cost-
effective to market the drug. This created a disincentive for compa-
nies to pursue generic animal drug approvals and denied the public
cost-effective generics to treat their livestock and pets.

During the time of AGDUFA, CVM eliminated the application
backlog and reduced the review time goal for a single review of an
application to the current 270 days. In addition, CVM implemented
several process enhancements and increased communications with
industry.

While user fees are a significant cost to a small industry, we be-
lieve the fees have not created too much of an impediment to pur-
suing generic animal drug applications. In fact, we believe user
fees serve as a desired gating mechanism to ensure sponsors are
serious about their intent to pursue applications to approval. Fur-
thermore, we believe the shorter review times and predictability of
the review timeline are helping contribute to the growth of our in-
dustry. This growth is evidenced by the significant increase in our
GADA membership, as well as an increase in the number of appli-
cation sponsors paying user fees.

AGDUPFA II, as agreed upon, will continue the shortened applica-
tion review times from AGDUFA. While GADA would like CVM to
achieve the statutory 180-day review times, the additional fees for
CVM to obtain the resources needed to reach that goal are not a
viable option for the generics industry.

The animal generics industry is comprised of small companies
and product markets that are much smaller than those for human
drugs. Therefore, we believe it is important that the review of ge-
neric drug applications be primarily funded by congressional appro-
priations. For this to be achieved, appropriations must continue at
a level that enables FDA to meet its public health mission, and the
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important public policy goal of providing generic drug options for
farmers and pet owners.

Financially, we believe AGDUFA II strikes a balance between
the much-needed revenue stream for CVM and the realities of a
small, but growing, generics industry. However, another important
industry goal for AGDUFA II was to implement additional review
process enhancements that recognize high quality submissions and
shorten overall time to approval.

The proposed AGDUFA II enhancements will make the approval
process easier to navigate, will help generic companies better meet
CVM’s approval expectations, and should help reduce the number
of review cycles. We expect this will enable more generic products
to come to market sooner.

In conclusion, it is extremely important to the generic animal
drug industry that AGDUFA be reauthorized. Without timely reau-
thorization of AGDUFA, we likely will return to the pre-AGDUFA
days when lengthy application reviews served as a disincentive to
companies pursuing generic animal drugs. Reauthorization of
AGDUFA is critical to continuing to make the pursuit of generic
animal drug approvals viable and to continuing to increase the
number of safe and effective generic animal drugs on the market.

Thank you.

[The prepared statement of Ms. Johansson follows:]

PREPARED STATEMENT OF JENNIFER JOHANSSON, J.D.
SUMMARY

GADA is an independent professional trade organization that represents the in-
terests of generic animal drug companies. Our members are focused on the develop-
ment, FDA approval, and marketing of high quality generic drugs for livestock and
pets.

Generic animal drugs provide significant benefits to the public by providing cost-
effective alternatives to pioneer animal drugs, just like the benefits that human ge-
neric drugs provide to patients and payers. Lower cost generic options help increase
access to much-needed therapies for animals and contribute to the safety of the Na-
tion’s food supply, the ability of pet owners to provide care to their beloved pet fam-
ily members, and the treatment of diseases in animals that can be transmitted to
humans. The potential cost savings to consumers with generic animal drugs cannot
be achieved without broad availability of such drugs. Therefore, it is crucial that we
continue to explore ways to get generic animal drugs to market by providing an effi-
cient CVM review process for approving generic animal drugs.

AGDUFA successfully reduced ANADA review cycle times, which improved the ef-
ficiency and predictability of the generic review process. Under AGDUFA, CVM
eliminated the review backlog and reduced the review time for a single review of
an ANADA from 700 days or more to the current 270-day goal. In addition, CVM
implemented multiple process enhancements and CVM-industry communications in-
creased, including with the addition of quarterly CVM-industry meetings. While
user fees are a significant cost to a small industry, we believe the fees have not cre-
ated too much of an impediment to pursuing generic animal drug applications. In
fact, we believe user fees serve as a necessary gating mechanism to ensure sponsors
are serious about their intent to pursue applications to approval. Furthermore, the
shorter review times and predictability of the review timeline help contribute to
growth of our industry and to growing employment, including in areas of the coun-
try with fewer industries to create jobs.

AGDUFA 1I as agreed upon will continue the shorter ANADA review times and
introduce additional important review process enhancements. The proposed legisla-
tion strikes a balance between a robust revenue stream for CVM and the realities
of a small but growing generics industry. We expect this will enable more generic
products to come to market sooner and create incentives for more development by
generic companies, as well as more innovation by pioneer companies. Thus, reau-
thorization of AGDUFA is crucial to continuing to make the pursuit of generic ani-
mal drug approvals viable, to promoting a healthy generics industry, and to con-
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tinuing to increase the number of generic animal drugs on the market, bringing safe
and effective cost-effective drug alternatives to our Nation’s farmers and pet owners.

GENERIC ANIMAL DRUG ALLIANCE,
BEL AIrR, MD 21015,
February 25, 2013.

U.S. Senate,
Committee on Health, Education, Labor, and Pensions,
Washington, DC 20510-6300.

DEAR HONORABLE MEMBERS: Thank you for the opportunity to provide testimony
to the U.S. Senate Committee on Health, Education, Labor, and Pensions on behalf
of the Generic Animal Drug Alliance (“GADA”) in support of reauthorization of the
Animal Generic Drug User Fee Act of 2008 (“AGDUFA” and “AGDUFA II”). GADA
is an independent professional trade organization that represents the interests of
generic animal drug companies. Our members are focused on the development, FDA
approval, and marketing of high quality generic drugs for livestock and pets. We
seek to provide more options to ranchers, farmers, and pet owners for affordable
medical care for animals.

GADA is the only trade organization that represents the interests of generic ani-
mal drug companies in the United States. We represent the majority of sponsors
who hold investigational files for Abbreviated New Animal Drug Applications
(“ANADASs”) and ANADAs pending approval by FDA’s Center for Veterinary Medi-
cine (“CVM”). Our member companies also hold more than half of the currently ap-
proved ANADAs.

GENERIC ANIMAL DRUGS ARE AN IMPORTANT ALTERNATIVE TO PIONEER ANIMAL DRUGS

Generic animal drugs provide significant benefits to the public by providing cost-
effective alternatives to pioneer animal drugs, just like the benefits that human ge-
neric drugs provide to patients and payers. Lower cost generic options help increase
access to much-needed therapies for animals and contribute to the safety of the Na-
tion’s food supply, the ability of pet owners to provide care to their beloved pet fam-
ﬂy members, and the treatment of diseases in animals that can be transmitted to

umans.

Generic animal drugs are demonstrated safe and effective and go through a rig-
orous CVM approval process. They must meet the same high quality standards as
pioneer animal drugs and are manufactured in FDA-inspected facilities, just like
human drugs. However, generic animal drug options are not nearly as prevalent as
their human generic counterparts. For example, a survey conducted by one of our
member companies of Animal Drugs@FDA showed that only 7 percent of CVM ap-
proved drugs for dogs and cats have a CVM approved generic equivalent.

The potential cost savings to consumers from generic animal drugs cannot be
achieved without broad availability of such drugs. Human generic drugs have dem-
onstrated the value of generic alternatives to the public; in 2011 alone, human ge-
neric drugs saved consumers and the Nation’s health care system $192 billion.! Fur-
thermore, greater availability of generic animal drugs means that veterinarians and
consumers can make animal care decisions focused on medical reasons without hav-
ing to forego treatments due to costs that are often higher than what human pa-
tients pay for drug treatment. Therefore, it is crucial that we continue to explore
ways to get generic animal drugs to market by providing an efficient CVM review
process for approving generic animal drugs.

AGDUFA I SUCCESSFULLY REDUCED ANADA REVIEW CYCLE TIMES

To encourage a robust generic animal drug industry that provides options for the
health of livestock and pets, the ANADA approval process must be efficient and pre-
dictable. Prior to the implementation of AGDUFA, companies wishing to pursue ge-
neric animal drug applications had no certainty as to how long a single CVM review
of their application would take, other than that it might take longer than 2 years.
In most cases, the first review yields deficiencies and multiple review cycles are re-
quired. For each additional review the application goes to the back of the queue for
another lengthy review cycle. In the time it took to get an application approved, the
entire market for a generic drug could change, making it no longer cost-effective to

1Generic Pharmaceutical Association Report, “Saving $1 Trillion Over 10 Years: Generic Drug
Savings in the U.S. (Fourth Annual Edition, 2012).”
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market the drug and denying the public cost-effective generics to treat their live-
stock and pets.

An unpredictable application review timeline can prove fatal to the generic animal
drug industry. Generic animal drug companies tend to be smaller and have fewer
resources than their pioneer company counterparts. In the pre-AGDUFA environ-
ment, it was difficult for companies to survive and there was extreme disincentive
for new companies to pursue approval of generic animal drugs.

GADA believes AGDUFA was a success in improving the efficiency and predict-
ability of the generic review process. Since enactment of AGDUFA, CVM eliminated
the review backlog and reduced the review time for a single review of an ANADA
from 700 days or more to the current 270 day goal. In addition, CVM implemented
multiple process enhancements and CVM-industry communications increased, in-
cluding the addition of quarterly CVM-industry meetings.

The establishment of review time goals created a more predictable review timeline
that allows sponsors to plan for product review, approval, and launch. This helps
generic animal drug options get to market more efficiently. The shorter review times
also apply to post-approval manufacturing change reviews, making it easier for
manufacturers to improve and modernize their manufacturing processes. Protocol
reviews under investigational files also have reduced review times, which help
shorten the development time prior to seeking drug approval.

While we believe AGDUFA introduced improvements to the ANADA review proc-
ess, immediately after the implementation of AGDUFA the number of ANADA sub-
missions and reactivations significantly decreased. GADA believes this apparent de-
crease may be because more sponsors are pursuing ANADAs through a phased ap-
proval process and those numbers are not reflected in the number of ANADAs sub-
mitted. Also, we believe the addition of user fees created a gating mechanism to en-
sure that sponsors only submit ANADAs if they are serious about pursuing high
quality, approvable ANADASs for products that they will bring to market.

While we also saw a significant decrease in the number of generic drugs that are
drug listed with FDA, we believe this is due to sponsors “cleaning up” their drug
listings so as not to list products they do not market. Furthermore, we believe spon-
sors reduced their redundant private labels, as maintaining multiple private labels
for the same product is a common practice in the animal drug industry. Thus, the
reduction in the number of listed drugs does not reflect a reduction in the number
of product alternatives on the market.

Since the implementation of AGDUFA, we also have seen indications that applica-
tions are on the rise and our industry is growing. During the term of AGDUFA
there was an increase in the number of investigational study submissions and in
the number of generic animal drug sponsors. As the only industry association for
generic animal drugs, we have seen our membership increase by 53 percent since
the passage of AGDUFA, including with some new sponsors planning to develop ge-
neric animal drugs and submit ANADAs.

During the term of AGDUFA, we have also seen new companies form to pursue
generic animal drugs and already-established companies in the fields of new animal
drugs and human drugs enter the generic animal drug industry. Thus, while user
fees are a significant cost to a small industry, we believe the fees have not created
a significant impediment to pursuing generic animal drug applications. Instead, we
believe the shorter review times and predictability of the review timeline help con-
tribute to growth of our industry and to growing employment, including in areas of
the country with fewer industries to create jobs.

AGDUFA II WILL CONTINUE SHORTER ANADA REVIEW TIMES AND INTRODUCE MORE
REVIEW PROCESS ENHANCEMENTS

Entering into AGDUFAII negotiations, the generic animal drug industry had
three primary goals: (1) keep user fee costs from increasing beyond the generic in-
dustry’s ability to pay; (2) keep review times at least as good as in Year 5 of
AGDUFA, and (3) implement more process enhancements to help reduce overall
time to approval of drug applications.

The agreed upon AGDUFAII proposed legislation includes 5-year industry fees of
$38,100,000 and strikes a balance between a robust revenue stream for CVM and
the realities of a small but growing generics industry. The agreed upon increase in
fees from AGDUFAI are to account for inflation and estimated reductions in con-
gressional appropriations.

GADA recognizes that user fees are intended to supplement congressional appro-
priations. The generic animal drug industry is comprised of small companies and
the product markets are smaller than for human drugs. Therefore, we believe it is
important that the review of drug applications be primarily funded via congressional
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appropriations and that appropriations continue at a level that enables FDA to meet
its public health mission and the important public policy goal of providing generic
drug options for farmers and pet owners.

Since the number of ANADA submissions each year is less predictable than the
number of marketed products and application sponsors, under AGDUFA II the ap-
plication fee will contribute a smaller percentage of total revenue than in AGDUFA
I. This will provide more predictability to the amount of funding collected by CVM,
which benefits both CVM and industry. This will also help keep the application fee
as a gating mechanism to ensure submission of high quality applications, while
helping prevent the application fee from becoming too high and serving as a signifi-
cant disincentive for companies to submit applications. In exchange, the product fee
and sponsor fee, which are primarily paid by established sponsors with products on
the market and are therefore more predictable, will contribute an increased percent-
age of fees to the total user fee revenue.

GADA was not concerned predominantly with reducing the review times for single
review cycles because the current 270-day review goal is a marked improvement
over pre-AGDUFA timelines. While GADA would like CVM to achieve the statutory
180-day review times, the industry recognizes that the additional fees for CVM to
obtain the resources needed to reach such goal are not a viable option for the
generics industry. Therefore, the industry believes that maintaining the existing
timelines is an acceptable compromise while the industry grows and becomes fur-
ther established.

An important industry goal for AGDUFA II was implementing substantial process
enhancements that will reward high quality submissions. The enhancements will
make the approval process easier to navigate for new and established sponsors, and
will help reduce the overall time to approval, thus allowing more safe and effective
generic products to reach the market sooner. For example, one enhancement allows
for a second, shortened review cycle of 90 or 190 days, as opposed to 270 days, when
deficiencies are not substantial.

Another enhancement, the two-phased Chemistry, Manufacturing, and Controls
(“CMC”) technical section process, enables sponsors to submit certain parts of their
CMC section to an investigational file before the entire section is complete, thereby
receiving earlier CVM feedback and avoiding deficiencies later in the review process
that can delay approval. A third enhancement allows sponsors making significant
post-approval changes to their application that receive non-substantial deficiencies
to their supplement to implement their changes 30 days after submitting their defi-
ciency responses, rather than waiting for another 270-day review cycle.

These and other improvements introduce efficiencies to the ANADA review proc-
ess and help generic drug company sponsors better meet CVM’s approval expecta-
tions. It is our hope that these enhancements, along with the current 270-day single
cycle review timelines, will help reduce the number of review cycles and shorten the
overall time to approval for ANADASs to get generic animal drug options to market
sooner.

REAUTHORIZATION OF AGDUFA SUPPORTS A HEALTHY GENERICS INDUSTRY TO GET
MORE GENERIC ANIMAL DRUGS TO THE MARKET SOONER

It is extremely important to the generic animal drug industry that AGDUFA be
reauthorized. Prior to its original implementation the industry feared it would not
survive, as review times dragged out and few drugs and companies made it to the
end of the approval process. Furthermore, there were few incentives for new compa-
nies to pursue generic animal drugs and thus, the industry could only be sustained,
and the benefits of cost-saving, high-quality generic drugs for livestock and pets re-
alized, if the few existing companies remained.

AGDUFA has introduced shorter, predictable timelines for ANADA reviews, mak-
ing it easier for companies to pursue generic animal drug applications. Furthermore,
it has brought review process improvements and efficiencies. AGDUFA II will con-
tinue these shortened review timelines and bring more process enhancements that
will help reduce the overall time to approval. We expect that this will enable more
generic products to come to market sooner and incentivize more development by ge-
neric companies, as well as more innovation by pioneer companies. Thus, reauthor-
ization of AGDUFA is crucial to continuing to make the pursuit of generic animal
drug approvals viable, to promoting a healthy generics industry, and to continuing
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to increase the number of generic animal drugs on the market, bringing safe and
effective cost-effective drug alternatives to our Nation’s farmers and pet owners.
Sincerely,
THE GENERIC ANIMAL DRUG ALLIANCE,
Generic Animal Drug Alliance Member Companies: AgriLabs, Ltd., St. Joseph,
MO; AmPharmCo, Inc., Fort Worth, TX; Aratana Therapeutics, Inc., Kansas City,
MO; Argenta Limited, Metuchen, NJ; Bimeda North America, Inc., Oakbrook
Terrace, IL; Ceva Animal Health, Inc., Lenexa, KS; First Priority, Inc., Elgin, IL;
GDL International, St. Joseph, MO; Herschel J. Gaddy & Associates, St. Joseph,
MO; Lloyd, Inc., Shenandoah, IA; Med-Pharmex, Inc., Pomona, CA; Norbrook,
Inc., Lenexa, KS; Nutramax Laboratories, Inc., Edgewood, MD; Pegasus
Laboratories, Inc., Pensacola, FL; Pharmgate, LLC, Ramsey, NJ; Piedmont Animal
Health, Greensboro, NC; Putney, Inc., Portland, ME; Rochem International, Inc.,
Ronkonkoma, NY; Sparhawk Laboratories, Inc., Lenexa, KS; Teva Animal Health,
a wholly owned subsidiary of Bayer HealthCare, LLC, St. Joseph, MO; Vetoquinol
USA Inc., Fort Worth, TX; VetPharm, Inc., East Rochester, NY; World Gen LLC,
Paramus, NJ.

The CHAIRMAN. Thank you very much, Ms. Johansson.

We will now start a 5-minute round of questions. Dr. Carnevale,
I will start with you.

Again, just for the record, if ADUFA were not reauthorized, what
do you think would be the impact on animal health? How would
it affect ranchers, farmers, and pet owners if we did not reauthor-
ize it by October 1?

Mr. CARNEVALE. Well, Senator, clearly FDA would have to lose
a number of resources that they have now, a number of staff that
they have hired on to do those reviews faster. So clearly, the review
times would slip back, as Dr. Dunham had mentioned earlier, back
to what they had been before.

The process will slow down even more than it is now, and it is
a very rigorous review process, and we understand that we are al-
ways working to try to shorten that time. Without those resources,
those times will just dramatically increase.

And as far as farmers and ranchers, there are very few drugs
that are approved now. It is very difficult to get a drug through the
process and when it does go through, it is very important to those
farmers and ranchers. So unfortunately, this will probably decrease
an incentive to develop those drugs if the process is taking longer
than it does today.

The CHAIRMAN. Thank you.

Ms. Johansson, again for the record, tell me what role do generic
drugs for animals play in animal health? How do they help ranch-
ers, farmers, and pet owners?

Ms. JOHANSSON. Generic drugs give alternative to the brand
drugs or the pioneer drugs that are equivalent. They are equivalent
in safety and effectiveness and quality, but they are lower cost op-
tions. So this provides a cost benefit for farmers, for pet owners,
for ranchers. And often may enable a treatment that a pet owner
or a rancher could not afford in the first place.

The CHAIRMAN. The same question I asked of Dr. Carnevale—
what would be the effect if AGDUFA were not reauthorized? What
would be the impact on ranchers, farmers, and pet owners if it
were not reauthorized in time?

Ms. JoHANSSON. Right. As Dr. Carnevale mentioned, FDA would
have to reduce their staffing and then they would not be able to
review the applications in a timely manner. This would mean that
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less options, whether it be pioneer drugs or generic drugs, would
be available to ranchers, farmers, and pet owners.

In the generics industry, we just had our first AGDFUA legisla-
tion 5 years ago. So just 5 years ago, we really were in that world
where it was taking 700 days or more for a review. And it was not
incentivizing companies to pursue those generic drug options.

The CHAIRMAN. Thank you both very much.

I will yield to Senator Alexander.

Senator ALEXANDER. Mr. Carnevale, give us a little historical
perspective on the importance of animal health to human health.
My memory of history is that, throughout world history and in our
country, many epidemics have been spread by unhealthy animals.
In the early days of, what, North America, the arrival of the Euro-
peans with animals kind of led to small pox. It wiped out whole
populations. Is that where all of this begins, this concern about the
relationship of healthy animals to healthy people?

Mr. CARNEVALE. Yes, well fortunately, we don’t have outbreaks
like small pox any longer, but clearly, there is a nexus between
animal and human health. Diseases are spread, as we all know, be-
tween animals and humans. And the fact is, the healthier that we
can keep our animals, the healthier we can keep humans, particu-
larly with the food supply.

It has been shown that animals that are not healthy that might
go to slaughter with some clinical disease, the meat from those ani-
mals may be more tainted with bacteria than those animals that
are kept healthy.

There is a long history of maintaining that animal health
through vaccines. Vaccines are very important as well as animal
drugs. Both of those go hand in hand to keep our food animals
healthy, so that they don’t spread those diseases to humans.

Of course, there have been other measures besides the use of
technologies. There has been the way we have raised animals with
good biosecurity techniques to keep them from being infected by
pathogenic organisms that could transfer to humans. But the whole
arena of agriculture, including the use of the technologies we are
talking about here, has improved to maintain that separation of
animal disease from human disease.

Senator ALEXANDER. We don’t have to go back very far to find
the time, maybe it was the 1930’s, that say when there were al-
most no, well, there wasn’t the pharmaceutical industry really.
There were almost no drugs for human health. How far back do we
have to go to find the development of drugs for animal health?

1\/1111" CARNEVALE. I would say probably in the 1950s is when we
really——

Senator ALEXANDER. Not before then?

Mr. CARNEVALE. Probably not before then, I mean, I think there
were probably remedies out there. There was no organized drug
business, but I think probably in the 1950s, antibiotics started to
become used in animals, and so, it is a fairly new industry.

Senator ALEXANDER. Ms. Johansson, you mentioned the 270-day
timeline, and it sounded like what you were saying was that it was
too expensive to aim for 180-day timeline, to try to take that 700
day period and get it down to 180. Is that right? That would just
cost too much in user fees to do that, was that the consensus?
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Ms. JOHANSSON. Well, to take the 270-day time period.

Senator ALEXANDER. Yes.

Ms. JOHANSSON. And bring it down to 180 days.

Senator ALEXANDER. Yes.

Ms. JOHANSSON. Right, would cost too much in user fees.

Senator ALEXANDER. Yes. Thank you, Mr. Chairman.

The CHAIRMAN. Thank you, Senator Alexander.

Senator Roberts.

Senator ROBERTS. Thank you, Mr. Chairman. I have a very gen-
eral question, and the answer to it is yes, if I can find it here.

Dr. Carnevale, I have been getting feedback, all of us who are
privileged to represent agriculture States and the animal drug com-
munity, that while there may be some minor tweaks or changes to
the user fee programs that various folks would recommend gen-
erally, that my impression is that you support a clean bill, and we
have a clean bill. And as the Chairman indicated, we hope that we
can be successful on the Senate floor, and that we would have your
support. Is that correct?

Mr. CARNEVALE. That’s correct, Senator.

Senator ROBERTS. All right. Let me veer off into another concern
that I have that also involves a thank you to you and all of the vet-
erinary associations from all of our States.

As a former member of the Intelligence Committee and I was
chairman for a while, I was always worried about a possible attack
on our food supply, and obviously, that deals with the animal in-
dustry. And we had several exercises and in one, I was privileged—
if that is the proper word for it—to play the role of the president.
I emphasize that there wasn’t anybody else in town, so they had
to get somebody, but I think it was because of my experience on
the agriculture committee and on the intelligence committee.

We went under attack—this was an exercise—and there have
been numerous exercises like this. Following those exercises, and
I won’t go into any detail, but some very difficult, we went through
what would happen in regards to an attack like hoof and mouth,
and what would happen to the animal industry, and it was pretty
bad.

That was some years ago. I think we have a much better under-
standing of that. That threat still exists. It could be easy to do by
any terrorist group, but the veterinarians in Kansas, at least, and
this comes down to county level, have done an excellent job of
doing training to be first responders if anything like that would
happen. And they know the criteria that they are supposed to fol-
low and they have repeatedly gone to meetings statewide and even
national meetings on this subject.

I just want to thank your Center for what you have been doing,
and I hope you have been doing in regards to any possible threat
to our food supply. And the fact that one of the first responders is
your local veterinarian, who also, by the way, has a lot of trust
wherever that person may be practicing.

Do you have any comment?

Mr. CARNEVALE. No. Thank you for that. I think our industry has
been very forward-looking in trying to provide the vaccines that are
needed for those kinds of threats and I know that is at the top of
their mind.
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Ever since 9/11, as you said, we have been going through those
exercises. And I would only say that we are very fortunate in this
country to have as safe a food supply as we do, and I think people
take it for granted because those threats, as well as common
threats from bacteria and viruses that do not come from terrorism,
are also a threat to the food supply. And I think the farmers, the
ranchers, the veterinarians, the animal drug industry all do a mar-
velous job of keeping our food supply safe.

But those threats are there and you are right. We have been very
lucky, but I think we have also prepared very well, and I think our
industry has helped with those preparations in trying to make sure
the vaccines for those viral diseases that could come from terrorism
are out there and ready to be used if necessary. So thank you for
that, Senator.

Senator ROBERTS. I appreciate that.

Thank you, Mr. Chairman.

The CHAIRMAN. Thank you very much, Senator Roberts.

Thank you all very much. Thank you, Dr. Carnevale. Thank you,
Ms. Johansson for your involvement in this effort. Hopefully, as
you have heard from all of us and we have heard from you, we
hope to keep this a clean bill and get it moved expeditiously
through the Senate, and hopefully the same thing will happen on
the House side. Thank you all very much.

The record will remain open for 10 days for further submissions
by other Senators.

The CHAIRMAN. And with that, the committee will stand ad-
journed.

Thank you.

[Whereupon, at 10:58 a.m., the hearing was adjourned.]
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