AGRICULTURE, RURAL DEVELOPMENT, FOOD
AND DRUG ADMINISTRATION AND RELATED
AGENCIES APPROPRIATIONS FOR FISCAL
YEAR 2009

TUESDAY, APRIL 15, 2008

U.S. SENATE,
SUBCOMMITTEE OF THE COMMITTEE ON APPROPRIATIONS,
Washington, DC.

The subcommittee met at 10 a.m., in room SD-192, Dirksen Sen-
ate Office Building, Hon. Herb Kohl (chairman) presiding.
Present: Senators Kohl, Dorgan, Reed, and Bennett.

DEPARTMENT OF HEALTH AND HUMAN SERVICES

Foop AND DRUG ADMINISTRATION

STATEMENT OF ANDREW C. VON ESCHENBACH, M.D., COMMISSIONER

ACCOMPANIED BY:
JOHN DYER, DEPUTY COMMISSIONER AND CHIEF OPERATING OF-
FICER, FOOD AND DRUG ADMINISTRATION
RICHARD TURMAN, DEPUTY ASSISTANT SECRETARY FOR BUDGET,
DEPARTMENT OF HEALTH AND HUMAN SERVICES

OPENING STATEMENT OF SENATOR HERB KOHL

Senator KOHL. Good morning to one and all. Today we welcome
Dr. von Eschenbach, the FDA Commissioner; Mr. John Dyer, the
Deputy Commissioner for Operations; and Mr. Richard Turman,
the Deputy Assistant Secretary for Budget at HHS. We thank you
for appearing this morning to discuss the FDA’s budget for 2009.

American consumers spend 20 cents of every dollar on products
that are regulated by the FDA. Food, medicine, medical devices,
vaccines, the blood supply, cosmetics, and veterinary products all
fall within FDA jurisdiction. FDA has a responsibility to make sure
that all of these are safe and effective.

As you appreciate better than anyone else, it is, indeed, a
daunting task that grows more complex every year. Unfortunately,
your budget request does not keep pace with these huge respon-
sibilities.

For fiscal year 2009, the administration proposed an increase of
$54 million, or just over 3 percent. It recommends modest increases
for food safety and medical products. While that is a welcome con-
trast compared to cuts proposed for HHS and USDA, I find it hard
to believe that this recommendation will achieve anywhere near
the goals that FDA has set.
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The budget purports to hire over 200 additional FDA inspectors,
as well as staff, but in reality, you do not request enough money
to pay for the staff that you have now. Specifically, the budget
clearly states that FDA needs $60 million more than last year sim-
ply to maintain current staffing levels, but you only request $54
million new dollars.

What this really suggests to me is that any additional money you
claim to be for new food and medical safety activities will really be
used to maintain current staff. There is no new money for food
safety, medical products safety, as well as anything else.

FDA recently published a food protection plan and import safety
action plan. Both documents outline important steps needed to
keep our food supply safe, and those steps will cost money. Serious
work also needs to take place to ensure that the drugs, which FDA
approves are indeed safe, and we need assurances that necessary
follow-up will happen. We have all heard that 80 percent of the
raw ingredients going into our medicines come from overseas. It
would take FDA 13 years to inspect each of these plants just once.

I know that you are aware of these issues and many more, and
I believe you want to move in the right direction. But I also feel
obliged to address your recent complaint that Congress has failed
to give FDA the money it needs. That complaint seems a little spe-
cious to me. Congress gave FDA $90 million more than you sought
for the current year, and we provided $17 million more than you
sought in fiscal year 2007. So I take issue with that complaint and
we look forward to your comments and explanations.

We have developed a good working relationship over the past
several years, and I am sure that will continue this year. Although
we seem to be far apart on how we would interpret this budget
right now, we want to work with you to make sure that your agen-
cy, one that affects every single American every day, has the nec-
essary funding to be effective, as we both think it should be.

We will now turn to Senator Bennett for his opening statement,
and following that, we look forward to hearing from you. Senator
Bennett.

STATEMENT OF SENATOR ROBERT F. BENNETT

Senator BENNETT. Thank you very much, Mr. Chairman. You
have covered many of the points that I wanted to highlight as well.

The FDA’s regulatory authority is vast. It encompasses 80 per-
cent of the food we eat, all animal and human drugs and medical
devices, along with some other products, and 20 percent of all con-
sumer expenditures go for some product that is regulated by the
FDA. That is $1.5 trillion worth of expenditures. So this is a very
important agency.

And, Dr. von Eschenbach, I want to take this occasion—this will
be your last appearance in defense of the budget—to thank you for
the stewardship you have provided at this agency.

We more often hear about problems connected with the agency
than we do about the success in making the United States food and
drug supply the safest in the world, as I believe that it is.

But there have been problems and I expect we will hear about
some of them, the widely reported recall of heparin because of con-
taminated ingredients that came from the supplier in China, the
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recall of peanut butter tainted by salmonella, followed by a massive
pet food recall, also having to do with contaminated ingredients
from China. As we look at those problems, we sometimes, as I say,
lose sight of the fact that overall we do have the safest food and
drug supply in the world.

But I agree with the chairman that we need to pay attention to
the amount of money that is required here and that the budget
that has been submitted to us by the administration appears to me
to be inadequate to meet those challenges. I have sat on your side
of the table. I know the kinds of fights that go on in an executive
agency between what you feel is your best judgment and what
OMB feels is its best judgment and the very difficult position you
get put in when you are sent up here to defend OMB’s number
when in your heart you might prefer a higher one. You need not
comment on that. I will not put you in that box. But I have seen
that kind of thing happen before. And I feel, with the chairman,
it may be our responsibility to fix OMB’s mistake here. I think you
probably have more friends here than you might have at other
places in town.

It is not just money, however. You need leadership. You need
good people. You need to be able to attract the right people and
hold onto the right people. Those are some of the things we will
be talking about.

We have to take into consideration the comments that are made
by the Science Board that concluded—and I quote—FDA can no
longer fulfill its mission without “substantial and sustained addi-
tional appropriations.” That is something that we, I think, have to
pay attention to even if some others do not.

Well, we all benefit from a strong and well-funded FDA. It is an
area where consumers, industry, and the Congress vigorously agree
and where all must work together to see that we get the results
that we want. I look forward to the testimony and working together
with you, Mr. Chairman, to try to solve some of these problems.

Senator KOHL. Thank you, Senator Bennett.

Senator Dorgan, do you have a statement?

Senator DORGAN. No, thank you.

Senator KOHL. We will now ask Dr. von Eschenbach for your
statement.

STATEMENT OF DR. ANDREW VON ESCHENBACH

Dr. vON ESCHENBACH. Chairman Kohl and Senator Bennett, Sen-
ator Dorgan, I am very gratified by your kind remarks and cer-
tainly your support. It is always an honor for me to appear before
you.

But today, it is also a special privilege for me to be accompanied
by FDA leadership that you see sitting behind me, the center direc-
tors and the deputies, who provide the day-in-and-day-out leader-
ship of this incredible agency and who truly epitomize the over
10,000 FDA employees who bring dignity to the title and to the
words “public servant.”

I am pleased to be here today joined by Mr. Turman and Mr.
Dyer to present to you FDA’s fiscal year 2009 budget request.

As you have already indicated, the beginning of the 21st century
has already witnessed FDA facing incredible challenges emanating
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from a rapidly and radically changing world. And these changes
are, in fact, reshaping the way in which we must accomplish our
mission to protect and promote the public health.

REQUEST FOR ADDITIONAL RESOURCES

More than 2 years ago, when I first sat before you, I presented
my initial request for increased resources that FDA needed to ad-
dress these changes and last year requested even more additional
resources. I trust you know that I will not disappoint you in your
expectations that I am here today requesting even further in-
creases in the FDA’s budget.

But I hope you will also recognize that this has never been for
us an exercise simply to ask for more. We have attempted to be
good stewards of these precious resources and have been creating
detailed plans that communicate how FDA will deploy those re-
sources to overcome the challenges we face and to provide regu-
latory oversight for the food and health products we regulate.

These requests for additional resources and these plans, which is
our strategic plan and food protection plan, et cetera, are part of
a trajectory that we have been attempting to create that will con-
tinue to build over time to modernize the Food and Drug Adminis-
tration of the 21st century.

But Congress and the American people expect more than just
plans and budgets. They deserve exceptional performance, and I
believe we have also delivered. The list of recent accomplishments
that appear in my written testimony reflects the universal deter-
mination within FDA to ensure the people we serve that they will
always have access to safe and effective medical products, that we
will safeguard the food that they eat, and address emerging threats
to America’s public health. What we have done and what we must
do is only possible through your support, and we are deeply grate-
ful for the support that you have provided and continue to provide
us.
I come here today asking for more support because the chal-
lenges that we are facing tomorrow compared to yesterday are, for
sure, formidable. Our response to those challenges affects our en-
tire enterprise.

MODERNIZATION OF INFORMATION TECHNOLOGY (IT)

For example, a global supply chain of food and medical products
now requires FDA to expand its presence and reach beyond our
borders. A complex regulatory pathway that is embracing innova-
tive products from their production to consumption now requires us
to modernize our infrastructure, particularly our FDA information
technology. The need to always be a science-based and science-led
agency in our decisionmaking now demands that we create the fa-
cilities that will support that kind of an infrastructure, including
the completion of the construction of the consolidated campus for
FDA at our new campus at White Oak. And I present to you a pic-
ture of that construction of that state-of-the-art facility that is in
process and must, as a part of this trajectory, continue to be sup-
ported and completed.
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BUDGET REQUEST INCREASE

The 2009 budget request builds on the 2008 appropriation by
proposing an additional 5.7 percent increase. That will result in a
total budget of $2.4 billion, of which $1.8 billion would be in budget
authority and $700 million in user fees.

USER FEES

Last year, Congress reauthorized the Food and Drug Administra-
tion Amendments Act which provided direction to the agency with
125 new requirements in the bill’s 11 titles, but it also reauthorized
essential user fee programs for prescription drugs and medical de-
vices.

This year, the successful program to support animal drug review,
the Animal Drug User Fee Act, expires on September 30, 2008, and
this 2009 budget recommends extending that program for an addi-
tional 5 years, and in addition, includes $48 million for four new
proposed user fee programs relating to generic drugs, generic ani-
mal drugs, the reinspection of facilities, and issuing export certifi-
cates for food and animal feed.

FOOD PROTECTION AND IMPORT SAFETY

During 2009, we will continue to implement the food protection
plan and our import safety action plan that we announced in 2007.
And the subcommittee generously provided $56 million for food
protection in 2008, and we are requesting an additional $42 million
in 2009, which will provide an additional 94 full-time equivalent
staff to conduct food protection activities, including 68 to support
our domestic and foreign inspections through our Office of Regu-
latory Affairs. We will continue to expand and support essential
programs to protect and defend our food supply.

RAPID RESPONSE TEAMS

We will also emphasize a priority that you championed, Senator
Kohl, in deploying three more rapid response teams during fiscal
year 2009, in addition to the six that we will deploy in 2008. And
we will also improve the information technology systems that sup-
port risk assessment, research, inspection, and surveillance.

COST OF LIVING AND CRITICAL PATH

And finally, there will be $12 million for the cost-of-living in-
creases for our essential staff.

In 2008, the subcommittee appropriated increases for drug safe-
ty, critical path generic drug review, drug advertising review, and
pandemic preparedness programs at FDA. Thanks to the commit-
ment of this subcommittee, specifically Senator Bennett, we will
commence 50 important critical path activities across all medical
product programs. This is our effort to transform the design, devel-
opment, testing, and use of medical products.

PRODUCT SAFETY

We continue to address our need for product safety and develop-
ment, including our ability to provide increased staff and oversight
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for targeted increases in blood and blood products, human tissue
safety, criminal drug investigations, and device import safety, as
well as animal drug grants under the Minor Use and Minor Species
Animal Health Act.

PREPARED STATEMENT

This $2.4 million contains essential resources on that trajectory
to continue to build the FDA of the 21st century that will protect
and promote the health and safety of the American public. And we
are deeply grateful for your commitment to that continuous, ongo-
ing effort to recreate and redefine and modernize the FDA.

Thank you, Mr. Chairman. I look forward to your questions.

[The statement follows:]

PREPARED STATEMENT OF ANDREW C. VON ESCHENBACH

Introduction

Chairman Kohl and members of the subcommittee I am pleased to present the
President’s fiscal year 2009 budget request for the Food and Drug Administration
(FDA). I am joined by Mr. John Dyer, FDA’s Deputy Commissioner and Chief Oper-
ating Officer, and Mr. Richard Turman, Deputy Assistant Secretary for Budget at
the Department of Health and Human Services.

At the outset, I want to lay out the trajectory reflected in FDA’s budgets during
my tenure. When I first sat before you on behalf of the FDA 2 years ago, I presented
a budget that recognized the need for additional resources so that FDA can accom-
plish its mission. Just as important, FDA also recognized the need to establish plans
that define how to use our resources wisely.

For the past 2 years, we requested additional resources to meet important public
health challenges. We also developed detailed plans that communicate how we will
deploy our resources to overcome the challenges that we face. However, you also ex-
pec(ti performance while we are developing plans for the future, and we have deliv-
ered.

Recent FDA Achievements

Thanks to funding appropriated by this subcommittee, FDA is achieving impor-
tant public health milestones, and we thank you for your support. Since I appeared
before you last year, FDA worked with Congress on the FDA Amendments Act
(FDAAA) to extend key user fee programs including the Prescription Drug User Fee
Act (PDUFA) and the Medical Device User Fee Act (MDUFMA), to reauthorize the
Best Pharmaceuticals for Children Act and the Pediatric Research Equity Act. Dur-
ing the past year FDA also:

—published comprehensive plans for food defense, food safety, and import safety

—negotiated and signed food and medical product safety agreements with China

—expanded FDA’s capacity to detect radiological contamination of food by 150

percent

—launched a national initiative to strengthen State food safety programs

—issued a current good manufacturing practices rule for dietary supplements

—approved a second-generation smallpox vaccine to enhance U.S. preparedness

—approved the first U.S. vaccine for humans against H5N1, the avian influenza

virus

—approved the sixth seasonal influenza vaccine, allowing manufacturers to

produce a record number of flu vaccine doses

—approved a decellularized heart valve, a new drug-eluting stent, and the first

artificial cervical (neck) disk
—approved new treatments for hypertension, Crohn’s disease, cancer, HIV, diabe-
tes, Parkinson’s, Fibromyalgia, leukemia, and blood clotting disorders, including
22 new molecular entities and 18 orphan products

—tentatively approved the 64th anti-retroviral product under the President’s
Emergency Plan for AIDS Relief (PEPFAR)

—issued more than 680 generic drug approvals or tentative approvals during fis-

cal year 2007—a 30 percent increase from the previous year

—approved new tests for blood typing and to detect malaria, West Nile Virus, cer-

tain breast cancers, respiratory viruses, and other infections

—identified Critical Path opportunities for generic drugs and conducted Critical

Path workshops on cancer clinical trials and developing anti-cancer agents
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—proposed new standards and a new UVA rating for sunscreen products

—released a report on science and regulatory issues associated with

nanotechnology

—conducted enforcement actions to protect consumers against unapproved drugs

and devices and from unsafe dietary supplements

—identified 25 drugs products that must submit safety plans under Title 9 of

FDAAA.

These are important public health accomplishments, and they demonstrate FDA’s
performance while we also prepare for the future.

My FDA colleagues and I recognize that we have important work to do in all FDA
program areas. We also have challenges that cut across all FDA programs, such as
expanding FDA’s reach beyond our borders, modernizing our Information Tech-
nology, and working with the General Services Administration to complete our new
campus at White Oak.

FDA’s 2009 Budget Request

The President’s fiscal year 2009 budget request for FDA builds on the fiscal year
2008 appropriation by proposing a 5.7 percent increase. FDA will focus its increased
resources on protecting America’s food supply and improving the safety of human
and animal drugs, medical devices, and biologics—including vaccines, blood prod-
ucts, and human tissues.

This increase will provide FDA with a budget of $2.4 billion, which consists of
$1.8 billion in discretionary budget authority and $0.7 billion in user fees. FDA user
fee programs provide supplemental resources that not only allow FDA to review
manufacturers’ product applications but also ensure that Americans have access to
safe and effective medical products.

As I mentioned, Congress reauthorized user fee programs for prescription drugs
and medical devices last year in FDAAA. This year, the successful program to sup-
port animal drug review, the Animal Drug User Fee Act (ADUFA), expires on Sep-
tember 30, 2008. We have engaged with stakeholders to develop proposals to extend
this program for an additional 5 years. FDA published a draft proposal for ADUFA
IT in the Federal Register and conducted a public meeting with stakeholders on
March 11, 2008.

Finally, our budget includes $48 million for four proposed user fees related to re-
viewing generic drugs, reviewing generic animal drugs, reinspecting facilities, and
issuing export certificates for food and animal feed.

FDA Food Protection Plan Investments

On November 6, 2007, the administration issued the Import Safety Action Plan
(ISAP), a comprehensive, strategic roadmap to strengthen import safety. In conjunc-
tion with this release, FDA released its Food Protection Plan (FPP), a comprehen-
sive initiative to protect America’s food supply.

The FPP is a risk-based, production-to-consumption strategy to assure the safety
of domestic and imported food. FDA’s plan relies on three core elements—preven-
tion, intervention, and response—and calls for ten new legal authorities. The plan
is designed to identify potential food defense and food safety threats and to counter-
act those threats before they harm consumers.

FDA has begun implementing the FPP and ISAP with the resources that the sub-
committee appropriated in fiscal year 2008. In fiscal year 2009, FDA requests an
additional $42 million to protect the food supply and to continue to implement our
plan. These funds will allow FDA to advance important food defense and food safety
priorities. Fiscal year 2009 prevention activities include performing essential food
research, determining the greatest threats of intentional and unintentional contami-
nation to the food supply, and expanding food protection activities beyond our bor-
ders. Our intervention activities include conducting more risk-based inspections and
surveillance and deploying new food defense and food safety screening tools. Fiscal
year 2009 response activities include establishing more rapid response teams,
strengthening emergency response, and improving our ability to conduct food
tracebacks.

To achieve these objectives and safeguard American consumers, FDA will also im-
prove IT systems that support our research, risk assessment, inspection, and sur-
veillance. Finally, FDA’s fiscal year 2009 food protection initiative includes $12 mil-
lion for the cost of living pay increase for FDA food safety and food defense pro-
grams. These funds allow FDA to retain its professional workforce that conduct food
safety and food defense activities. Overall, our food protection investments for fiscal
year 2009 support an additional 94 full-time equivalent (FTE) staff, including 68
FTE to conduct domestic and foreign inspections through FDA’s field operations in
the Office of Regulatory Affairs.
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Investments for Safe and Effective Medical Products

For fiscal year 2008, Congress appropriated increases for drug safety, Critical
Path, generic drug review, drug advertising review, and pandemic preparedness pro-
grams at FDA. With these increases, FDA will strengthen medical product develop-
ment, safety, and review activities that the subcommittee identified as fiscal year
2008 priorities. I assure you that FDA will be a good steward of the funds you pro-
vide and that we will search for effective solutions to the public health challenges
involving medical products.

For fiscal year 2009, FDA is proposing a $17 million initiative for medical product
safety and development, including funds for the cost of living pay increase. FDA is
also proposing targeted increases for our medical product programs.

With the fiscal year 2009 increase, FDA’s Biologics Program will strengthen its
ability to prevent, detect, and respond to emerging safety threats in blood and blood
products. FDA will also improve tissue safety by expanding our program to educate
industry about tissue processing and tissue safety technologies.

In the Human Drugs Program, FDA will improve import safety by conducting ad-
ditional investigations of criminal drug activity. The volume of drugs imported into
the United States will likely increase by 12 percent during fiscal year 2009, and the
additional import volume creates a need for criminal investigators to support drug
import surveillance.

In the Device and Radiological Health Program, FDA will strengthen import safe-
ty by improving the ability of the ORA field operations to work on import issues
with Customs and Border Protection and other agencies. Finally, in the Animal
Drugs and Feed Program, FDA will provide targeted grants to stimulate the devel-
opment of new animal drugs under the Minor Use and Minor Species Animal
Health Act of 2004.

Implementing FDAAA

In the fall of 2007, Congress enacted legislation reauthorizing prescription drug
and medical device user fees, the Best Pharmaceuticals for Children Act and the Pe-
diatric Research Equity Act. This legislation also grants new authorities to ensure
the safety of the food supply and the safety and effectiveness of medical products—
drugs, devices, and biologics. As I mentioned previously, FDAAA also reauthorized
user fees for prescription drug and medical device review.

Implementing FDAAA is a formidable challenge. The legislation is complex, with
eleven titles containing more than 125 new requirements.

To cope with the breadth of this act, FDA launched a detailed implementation
plan. And, in the spirit of transparency, the details of our progress to implement
FDAAA appear on our website. Within FDA, we established working groups to con-
firm the scope of our FDAAA responsibilities and identify the actions and timetables
necessary to conduct our new work. As you might expect, we are giving our first
attention to FDAAA provisions that have the greatest implications for public health.

The new law is barely 6 months old, but our accomplishments are already tan-
gible. As of today, FDA published 20 Federal Register notices related to FDAAA.
We are methodically working through the new law, giving priority attention to new
standards that will have the greatest public health impact. Achieving all of the
goals and objectives of this landmark legislation will require a sustained effort from
many individuals inside and outside of FDA for years to come.

The Scope of FDA Challenges

FDA will face many challenges in the 21st century. Thanks to the talented profes-
sionals who serve the American public at FDA, we are addressing many daunting
challenges within all areas of our mission. We must modernize our workforce, our
work plans, and the infrastructure that supports our mission to assure that we re-
main the gold standard for food and drug regulation.

In this era of change, FDA has developed strategic plans to respond to high-profile
challenges in priority areas. During the past 2 years, we presented comprehensive
plans to Congress and the American public on food and import safety, and re-
sponded to the Institute of Medicine Report on drug safety.

My colleagues and I at FDA are committed to our mission and committed to the
changes necessary to protect America’s public health. Thanks to your support, the
FDA of the future—the near future—will better protect the public from the threats
that we experience today. At the same time, FDA will better promote the discovery,
development, and delivery of lifesaving products that improve the quality of our
lives.
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The fiscal year 2009 request of $2.4 billion contains essential resources to protect
and promote the health and safety of the American public. The funds that we re-
quest will allow FDA to strengthen the safety of the food supply, to assess, review,
and approve new products, and to better predict—earlier and more accurately—the
safety and effectiveness of drugs, biologics, and medical devices.

With the fiscal year 2009 resources, FDA will work to ensure that Americans
enjoy the benefits of personalized medicine, a safe and wholesome food supply, and
the promise of a better, healthier future. Meeting these challenges is only possible
with your leadership and with the support that you consistently demonstrate for the
mission of the Food and Drug Administration.

Senator KOHL. Thank you, Dr. von Eschenbach.

Dr. von Eschenbach, how do you reconcile your statement about
Congress not providing you with enough funding when, in fact,
over the past 2 years, this committee has provided you with over
$100 million more than you asked for?

INCREASED PRODUCTS AND RESPONSIBILITIES

Dr. voN EsSCHENBACH. Mr. Chairman, with great credit to you
and to other Members of Congress, you have more recently been
very, very generous in your support of the FDA. I think what we
are both faced with is the realization that over the past 2 decades
the FDA has been immersed in this rapidly and radically changing
world that has increased the scale and scope of the portfolio of
products and responsibilities facing the FDA, as well as increasing
complexity in the nature of those products and the nature of their
production and their consumption. And I think it is in the context
of that rapidly and radically changing world that over the past 2
decades the resources required have not kept pace with the needs.

But I certainly commend you and other Members of Congress for
your recent attention to our need to perhaps accelerate our ability
to create that trajectory so that we can, in fact, bring the FDA up
to the level of that we currently anticipate will be needed for this
modern world.

SCIENCE BOARD

Senator KOHL. Dr. von Eschenbach, we would be remiss if we did
not discuss the FDA Science Board’s recommendation for your
budget. Their report states—and I quote—“FDA’s resource short-
falls have resulted in a plethora of inadequacies that threaten our
society including, but not limited to, inadequate inspections of
manufacturers, a dearth of scientists who understand emerging
new science and technologies, inability to speed the development of
new therapies, an import system that is badly broken, a food sup-
ply that grows riskier every year, and an information infrastruc-
ture that was identified as a source of risk in every FDA center
and function.” This is a board full of experienced and knowledge-
able people that was established at your request.

So let us start with the overall number.

Your budget requests a $54 million increase this year, but the
Science Board recommends $375 million. Is your budget adequate?
How do you respond to the Science Board’s recommendations?

Dr. vON ESCHENBACH. Mr. Chairman, I was very gratified by the
report by the Science Board, which I had convened in order to have
an external, objective assessment of FDA’s scientific infrastructure.
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I think what the report has pointed out is the need for change
within FDA. We have attempted to address those changes based on
a strategic plan for implementation of the needed changes over a
period of time.

The resources that are required will continuously need to be in-
creased. I think the board reflects the fact that if we wish to accel-
erate the time line for that modernization effort and the implemen-
tation of many of the changes that are necessary to align the FDA
with the modern rapidly and radically changing world around us,
that level of support would be required.

ADDITIONAL $375 MILLION

Senator KoHL. Could the FDA absorb an additional $375 million
in 1 year?

Dr. voN ESCHENBACH. No, sir. I do not believe it could absorb
that in 1 single year. I do believe, however, that we have now put
in place the trajectory that I indicated before in which we have
plans which define time lines, outcomes, and deliverables so that
there is the rational investment of those additional resources and
the ability to demonstrate a return on that investment to the
American people.

I believe we could absorb significant increases in our budget and
we are prepared to address how they would be applied if they were
to be available. And we are doing that in the context of recognizing
that our budget is one part of a larger portfolio of responsibilities
to the American people that is reflected by both the President and
the Congress.

NECESSARY RESOURCES

Senator KOHL. Is the FDA underfunded, hugely underfunded,
grossly underfunded? What would you tell the American people?

Dr. vON ESCHENBACH. I believe that from the perspective of our
recognition of the changes that are occurring in the world around
us, the need for the FDA to significantly change its strategies as
to how it is addressing those changes, be they the incredible oppor-
tunities that are emanating from the discoveries in science and
technology with new products such as will occur with regard to our
ability to recognize the fruits of nanotechnology and regenerative
medicine, all the way through to the recognition of the threats that
are now emanating from globalization and the fact of our need to
secure integrity of supply chain of these medical products from pro-
duction to consumption, be it food or medical products, all of this
is requiring a change within the Food and Drug Administration
that is both strategic and a change that is also resource-dependent.

So the answer is I believe that we have been eminently success-
ful up to this point in time. We are the world’s gold standard, but
if we wish to continue that record of excellence, we must change
as the world around us is changing and we must change from the
perspective that as our portfolio is expanding, so are the need for
our resources to meet those expectations in that portfolio.

Senator KOHL. So in order to meet those expectations I think
what you have said—I believe what you said—is that in order to
discharge those responsibilities to the American people, the FDA is
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underfunded. Hugely underfunded, grossly underfunded. One could
debate that, but underfunded.

Dr. vON ESCHENBACH. I believe that we need additional re-
sources. I am presenting a budget today that asks for additional re-
sources. I have asked for more additional resources. I believe we
could and would apply any additional resources wisely and effec-
tively, given the fact that, as I indicated in my opening statement,
it is not simply a matter of asking for more. It has rather been our
responsibility to define how we would spend more, spend it wisely
and strategically, and be able to then assure a return on that in-
vestment by enhancing the American people’s access to safer and
more effective medical products and food.

Senator KoHL. Thank you.

Senator Bennett.

FUNDING ABSORPTION

Senator BENNETT. I would like to continue the line of questioning
that the chairman has started down. You said you could not absorb
$375 million in a single year. I think that is probably right. How
much could you absorb? This is not asking you to break with OMB.
This is just a theoretical question that you can answer in a schol-
arly kind of way. How much could you absorb?

Dr. vON ESCHENBACH. I believe that what we have attempted to
do, Senator Bennett, in our planning process, both in our food pro-
tection plan, as well as in our strategic plan, and participating
even in the larger agenda, like our import safety working group,
our drug safety initiatives, across the context of food and medical
products, enhancing safety, as well as rebuilding and recreating the
infrastructure at FDA, we have laid our a series of initiatives, a se-
ries of opportunities. If additional funding was available, depending
upon the level of funding, we would apply it to that portfolio of op-
portunities which we have outlined in these plans. We would do
that initially around those opportunities having to do with assuring
safety of food and of medical products.

BEYOND OUR BORDERS

So, for example, we have embarked upon initiatives now recog-
nizing that FDA must go beyond our borders. And establishing an
FDA presence in geographic regions around the world is a new ini-
tiative to which we could apply new dollars and accelerate our abil-
ity to implement the establishment and support of those offices,
which would enable us to, one, work with our partners in other
parts of the world to build capacity, to assure quality being built
into the production of food and medical products, as well as being
able to enhance the completion of White Oak and our data center.

FUNDING ABSORPTION

Senator BENNETT. I am sure you would go through this orderly
process. I am looking for a number. If we were to, in our wisdom,
decide that OMB was wrong and we needed to add an extra $100
million to the amount that you have taken, just to pull a number
completely out of the air, could you handle that? You said $375 mil-
lion you could not handle. You said you could handle more than
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$54 million. I am looking for something ball park in between as to,
yes, we could comfortably absorb and handle an extra $50 million,
an extra $100 million. You get beyond that, we are looking at fu-
ture years.

It 1s an unfair question, but it is not because if we are moved
to help you, we want to move in an area that is prudent rather
than extravagant.

Dr. vON ESCHENBACH. First of all, I would certainly welcome an
opportunity to present a scenario and portfolio of options given ad-
ditional possible investment. Certainly just as you say, today I do
believe we could absorb the $100 million that you referred to and
do that quite rapidly and quite effectively. As we would get closer
and closer to the larger number that you presented, I think it
would require greater stewardship to be certain that we could im-
plement those dollars as rapidly and as effectively as we need to.

CRITICAL PATH

Senator BENNETT. I appreciate your emphasis on safety, and I
agree with that.

But as you know, I am very much concerned about the critical
path activities. You came to the University of Utah and testified
at a hearing there, and we all got excited about the opportunities
that are there. We provided $7.5 million in 2008, and $2.5 million
was made available for competitive critical path research grants. Is
that one area where you are expecting, even with what you have
asked us for, to make additional resources, or is that an area that
would benefit tremendously if we were to go above the number you
have suggested?

Dr. vON ESCHENBACH. Well, again, I think critical path is an ex-
cellent example of how we have tried to create this trajectory. We
have, within critical path, 50 areas of opportunity for investment.
They are a different grain size. As dollars are available to us, we
can strategically apply them to those initiatives but do that in a
way that is addressing the modernization of our drug development
and medical product development process and also do it in a way
that demonstrates a return on investment.

WARFARIN

Let me give you one quick example of how we have utilized some
of the resources you have already applied. In taking on our ability
to look at the drug warfarin and use pharmacogenomic testing in
order to be able to appropriately define the right dose for the right
patient, that is now a part of FDA’s labeling of that particular
drug. That enabled us to begin to reduce the complications of either
under-dosing patients experiencing clots or overdosing and having
them unnecessarily bleed. And by getting that right dose based on
our understanding of pharmacogenomics, that is projected to result
in the savings of $1 billion per year for our health care system by
the elimination of emergency room visits for the complications of
an inappropriately dosed level of warfarin.

So I see this as a strategic business plan as well as a strategic
opportunity to transform the science, and with additional dollars,
we would expand our investment in a variety of those initiatives
across the critical path.
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INFORMATION TECHNOLOGY

Senator BENNETT. And I see it as a business plan too. Unfortu-
nately, in the way we structure Federal budgets, unlike businesses
that I ran or businesses that the chairman ran before we came
here, we still find things so that we do not recognize that there
would be a billion dollar benefit, but it is in somebody else’s budg-
et. So we do not get credit for it as we think about it here.

Let us talk about IT. You are spending roughly what—10 percent
of your budget—on IT right now, and the results are less than sat-
isfactory. Talk to us about what has to be done to bring your IT
capability up to where it needs to be.

Dr. vON ESCHENBACH. When I arrived at FDA, the two most crit-
ical areas I believe to address was our workforce development and
our information technology infrastructure because we are, in fact,
an information management business. With regard to the informa-
tion technology, we are spending, according to benchmarks, about
$200 million a year on IT. But the problem that we encountered
was it was being spent on woefully inadequate equipment to kind
of attempt to maintain it at huge cost, and we did not have the
modern information systems running on that equipment.

So we have been engaged in a transformation of our entire IT in-
frastructure, moving to modern servers and equipment, increasing
their efficiency from what has been around 30 percent to a 70 per-
cent target, consolidating them so that we have shared activities
across those servers, as well as implementing the Bioinformatics
Board to redefine the programs that need to be operationalized on
that IT infrastructure to create integration across the agency and
information sharing, especially from our field to our centers. That
is now an investment of about $247 million a year.

WHITE OAK AND INFORMATION TECHNOLOGY

White Oak construction includes plans for our implementation
and build-out of a data center at White Oak which will help us to
continue our efforts to put FDA on a complete electronic infrastruc-
ture and move us away from paper.

As we had more dollars to invest, we could accelerate the imple-
mentation of that IT strategic plan.

Senator BENNETT. So that brings us back to White Oak. What is
your time line, and is the construction of White Oak, which is not
just bricks and mortar, as you have just indicated, it is also mas-
sive increases in efficiency as you get the kind of data center that
you are looking to from your IT investment there, proceeding more
slowly because we are not putting enough money into it? Would it
be completed more rapidly if we gave you more money? And what
is your time line for getting it done?

GSA

Dr. voN ESCHENBACH. Well, we obviously are dependent upon
the appropriations that the General Services Administration, GSA,
receives, and they are responsible for the bricks and mortar and
maintaining that development on its time line for full completion
by 2012. If those dollars were to fall off and construction slowed,
that would create serious problems for us in terms of our transition
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into that consolidated facility from what are currently leased and
widely dispersed facilities.

More importantly, as you point out, are opportunities lost with
regard to consolidation. We see White Oak as our opportunity to
integrate our science more effectively by virtue of having modern
state-of-the-art laboratories that are working in an interdependent
fashion.

Senator BENNETT. Would you see savings if White Oak were fin-
ished in 2010? And could it be if more money went to GSA?

Dr. voN ESCHENBACH. I have not done a cost analysis in terms
of savings by virtue of acceleration. I certainly can tell you that
there are huge losses—we would sink a lot of cost if that time line
was slowed down. So how much would we gain back?

Senator BENNETT. Yes.

DATA CENTER

Dr. vON ESCHENBACH. I certainly know by completion of such
things like our data center would have a significant impact across
the entire FDA operation, not just the White Oak campus.

Senator BENNETT. We need to do everything we can to get that
finished in as logical a time as we can.

Thank you very much. Thank you, Mr. Chairman.

Senator KOHL. Thank you, Senator Bennett.

Senator Dorgan.

HEPARIN—FOREIGN INSPECTIONS

Senator DORGAN. Mr. Chairman, thank you very much.

Dr. von Eschenbach, thank you. I want to ask about the issue of
inspections of foreign properties, especially about the issue of hep-
arin, if I might. Heparin is a blood thinner—we are well familiar
with it—commonly used by dialysis patients, recently pulled from
the market after it was linked to some 62 deaths. Baxter Health
Care, which markets heparin in the United States, indicated the
allergic reactions appeared to be caused by a contaminant that was
added in place of the active ingredient in heparin somewhere in the
manufacturing process, they suspect, mostly in China. They have
purchased the active ingredient for heparin from a company called
SPL, which is based in Wisconsin, and they purchased pig intes-
tines from Chinese pig farms and processed the intestines in China
and Wisconsin.

I am going to show you some charts. The Wall Street Journal did
something about this. It published a series of photos of the Yvan
Intestine and Casing factory which processes pig intestines used to
make heparin. Now, I am not tracing this heparin to this place be-
cause none of us can know that or do that. But this shows the
types of unsanitary conditions in which production maybe taking
place. We will go down the list of these photographs. This is a place
that is processing what is an active ingredient in heparin. This is
processing pig intestines.

My understanding is that the FDA inspected 1,222 plants in the
United States in a year and conducted only 17 inspections of plants
in China. Further, when we met with Baxter, we asked Baxter had
the FDA ever inspected the plant in China that is using pig intes-
tines to create the active ingredient in heparin. Baxter said that
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the FDA had scheduled an inspection but actually ended up in-
specting the wrong factory.

So 62 people are dead. We hear about the danger of re-importing
FDA-approved prescription drugs from Canada, which is beyond
me, by the way. They do that routinely in Europe under something
called parallel trading where they move FDA-approved drugs from
country to country. But even though we hear about the danger of
that, including from the FDA I might add, it appears to be the ac-
tive ingredient in heparin, which may well have caused some 60-
some deaths, is coming from areas in China where there have been
no inspection.

So tell me about that, 17 inspections in China, 1,100 inspections
in the United States.

GLOBAL SUPPLY CHAIN

Dr. vON ESCHENBACH. Senator, your question is very perceptive
in that I think the heparin experience points out to us many of the
principles that we have been discussing this morning. Let me try
to succinctly address what is a very complex issue.

We are engaged in now a global supply chain, and FDA, rather
than it being a gatekeeper, is now invested in a strategy of being
engaged in the total life cycle of products from production to con-
sumption. That then requires us to look at that comprehensively
and look at it from the point of view of prevention of problems,
building quality in at the outset, intervention when there is a sus-
picion or concern, and response when there is evidence of an ad-
verse event. So all parts of that equation must be emphasized and
enhanced, our ability to respond rapidly and efficiently, as well as
our ability to intervene but, most importantly, to begin to empha-
size the front end, building quality in at the outset.

Senator DORGAN. But, Dr. von Eschenbach——

Dr. vON ESCHENBACH. Inspections are important, and I com-
pletely concur with our need to enhance our foreign inspections.

But this issue points out the fact that that inspection would not
have detected the contamination of heparin because the contami-
nant is not detectable by our routine testing methods. And it was
apparently, we suspect, done by virtue of economic fraud and,
therefore, we had to devise new testing methods which now are
being used around the entire world by our other agencies to ad-
dress the problem.

ACTIVE INGREDIENTS

Senator DORGAN. A fair point.

But, Dr. von Eschenbach, these plants have not been inspected.
My assumption is even if you could detect the active ingredient and
the problems there, you would not allow this plant to process pig
intestines and send an active ingredient in the U.S. drug supply.
And my understanding is that 40 percent of the active ingredients
in the U.S. drug supply come from China and India, and I just de-
scribed what we have here. Seventeen inspections in all of China
in 1 year, 1,200 inspections in this country.

Now, Senator Bennett asked you the question about the re-
sources needed. Is FDA only doing 17 inspections because they do
not have the resources?
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BEYOND OUR BORDERS

Dr. vON ESCHENBACH. FDA inspects all the factories or all sites
of production for new active pharmaceutical ingredients for which
an application is being submitted. It is the reinspections where we
need to begin to expand our capacity. We are doing that in terms
of, one, our initiative, FDA Beyond our Borders. We are in the
process of working with the Chinese Government and we have
signed memorandums of agreement to work directly with their reg-
ulatory agency. We are anticipating opening five FDA offices
around the world. China will be our first with offices in Beijing,
Guangzhou, which is the source of major food production, and in
Shanghai where we have the port. We will work directly through
that process to enhance inspections but, more importantly, to work
to build, with our Chinese counterparts, systems that will assure
quality in the production of these products long before they actu-
ally come into our supply chain.

FOREIGN INSPECTIONS

Senator DORGAN. This comes from the Congressional Quarterly.
It says the Food and Drug Administration wanted to inspect 3,249
factories overseas and it was able to inspect 212 in all countries.
You were able to inspect 6.5 percent of that which you wanted to
inspect.

Again, my point is if 40 percent of the active ingredients for pre-
scription drugs comes from China and India and we have such a
small amount of inspection going on and you say and everyone says
we are in a global economy. Well, it does not look like we are in
a global inspection system. Obviously, those patients who have died
as a result of the heparin situation paid the price for that.

CANADIAN DRUGS

But I want to make one final point that is related to this. We
are not inspecting these foreign sources of the elements of prescrip-
tion drugs, but here are two pill bottles of Lipitor. As you know,
the FDA itself has been helpful to the pharmaceutical industry in
recent years in saying, well, if U.S. consumers were allowed to re-
import FDA-approved drugs from a Canadian drugstore where they
are sold at fraction of the price, these two bottles—one is the U.S.
bottle; the other is Canada—both made in the same place, put in
the same size bottle, a couple different changes in the label. The
only difference here—the same pill, same bottle, same company,
FDA-approved—is the U.S. consumer gets to pay twice the price.
And yet, the FDA says, in assistance to the administration and the
pharmaceutical industry, there is a problem with allowing the re-
importation of a FDA-approved drug from Canada even while this
occurs, such a miserable level of inspections internationally.

Now, I am not laying this all at your feet, Dr. von Eschenbach
because you have not been there all that long. But I do think it
relates to the questions asked by the chairman and the ranking
member about resources and what are we deciding to do to protect
the health of the American people with respect to these issues.

Dr. vON ESCHENBACH. Senator, I think it is both resources and
a completely different way of doing business. First of all, with re-
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gard to the process, we need to work more effectively and collabo-
ratively with other regulatory agencies in other countries, but also
with regard to the developers and suppliers of these drugs. They
have an integral and important part to play in this as well.

TRACK AND TRACE

We are embarking upon this in a more comprehensive way than
just simply increasing the number of inspections, which we will do,
but we will do that in a risk-based model. We will do that in a very
tiered fashion so that electronically we are able to be aware of all
of the things in a track and trace and then define where we need
to target those specific inspections where we believe there is the
greatest potential for risk.

ACTIVE INGREDIENTS

Senator DORGAN. Now, last year I added report language to an
appropriations bill that directs the FDA to tell us where are drugs
made and where do the active ingredients come from. We have not
yet received that. Is that on its way from the FDA to the Congress?

Dr. voN ESCHENBACH. We are in the process of—again, as we
talked about earlier, our need for revamping and rebuilding of our
information technology infrastructure to be able to create a system
where we have product identification and we can actually track
and determine all things that are coming

UNITED STATES VERSUS CANADA

Senator DORGAN. But is the report on its way to Congress on
where active ingredients come from? That is a requirement.

I have taken more time than I think I am allowed. One final
question if I might.

This issue of United States versus Canada. Canada has an al-
most identical chain of control of prescription drugs, as we do. Most
everyone understands and agrees with that. Europe has had a par-
allel trading program for 20 years. If you are in Spain and want
to buy a prescription drug from Germany, no problem. If you are
in Italy and want to buy it from France, no problem. Why is it that
the FDA seems to think Europe can do something that we cannot
do?

Dr. voN ESCHENBACH. First of all, Senator, the report is in
progress and I cannot tell you exactly when it will be delivered to
Congress. But it is in process and it is being prepared for delivery.

Let me separate this into two issues. One issue is how do we ad-
dress the integrity of the supply chain of the development of that
product. The second is how do we address the issue of the introduc-
tion of counterfeits into the supply chain with regard to reimporta-
tion. They are two completely different problems and require two
completely different approaches because——

Senator DORGAN. Europe has done that for two decades.

Dr. vON ESCHENBACH. I just returned from

Senator DORGAN. If they can do it, we can do it.
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COUNTERFEITS

Dr. vON ESCHENBACH. I have just returned from some inter-
actions with counterparts in which some of the transshipments
through countries are detecting a significant degree of counterfeits
being introduced into that process. We are addressing both of
these, Senator, because they are both of critical importance to as-
suring the product that Americans use, when they take those drugs
home and give them to their children or to themselves, that they
are, in fact, getting the right product.

Senator DORGAN. Mr. Chairman, you have been generous.

Dr. von Eschenbach, would you be worried if a member of your
family were taking a prescription drug that was FDA-approved and
purchased in a Canadian drugstore?

Dr. vON ESCHENBACH. If I purchased it in a Canadian drugstore
and——

Senator DORGAN. A registered pharmacy in Canada. FDA-ap-
proved, registered pharmacy in Canada. Would you be worried
about the efficacy of that drug?

Dr. vON ESCHENBACH. It would depend on the drug, but no, I
would not. But that is different than me having that imported into
the United States through a website.

Senator DORGAN. That was not the question. You said no be-
cause, I assume, that the drugs for your family you would purchase
in a registered Canadian pharmacy you feel has the same chain of
command, almost identical to the United States. Is that——

Dr. vON ESCHENBACH. I have a high degree of respect for the Ca-
nadian system with regard to their own regulation of drugs. Yes,
sir.

Senator DORGAN. Thank you, Dr. von Eschenbach.

Senator KOHL. Senator Reed.

INDOOR TANNING DEVICES

Senator REED. Thank you, Mr. Chairman. Thank you, Commis-
sioner.

By September 27, 2008, the FDA must submit a report to Con-
gress on its labeling requirements for indoor tanning devices. What
is your understanding of the science of the risk of tanning devices
and what progress has FDA made on reviewing these labeling re-
quirements that you are required to promulgate?

Dr. vON ESCHENBACH. We have been actively involved in pre-
paring that report to Congress, Senator. It really looks at the issue
of warning labels, as you have requested. Personally as a mela-
noma survivor, I obviously have great interest and concern about
this even though I am not directly involved in the specifics of this
issue. But we are addressing this and addressing this as a public
health need.

Senator REED. Your last statement presumes that existing sci-
entific evidence suggests this is a public health problem.

Dr. vON ESCHENBACH. The concern is certainly—the concern is
always with regard to potential problems for over-exposure or over-
use.

Senator REED. Some individuals and groups are suggesting that
indoor tanning devices are actually palliative, not dangerous at all.
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For this reason, we are very eager for scientific evidence of their
effects. Can you be more specific as to your progress? I presume if
you are working towards this labeling, that there is some scientific
predicate to labeling. Otherwise, you would come back to us and
say the labeling is unnecessary.

Dr. voN ESCHENBACH. Well, the labeling needs to address the
risks, as well as the benefits that may be associated with the use
of this particular kind of device and the appropriate use of the de-
vice. And I believe that the Center for Devices and Radiologic
Health is addressing this, both from the scientific perspective as
well as from a consumer’s understanding and appreciation of
health messages associated with these products, and we will be
presenting that report to Congress before September.

SUNSCREENS

Senator REED. Thank you very much, Commissioner.

In a related matter, the FDA is in the process of finalizing its
proposed rule on sunscreen products. Can you give us an estimate
of when it will be completed? It has been pending for a while now.

Dr. vON ESCHENBACH. Yes, sir. It was a matter of addressing the
issue of adding the UVA component to the UVB standards with re-
gard to the rule so that we now have two test methods for UVA
and the inclusion of the appropriate warning statements. That pro-
posed rule is in process, and I cannot give you an exact date of
when it will be presented, but it is an issue that is being actively
worked on for finalization.

Senator REED. Can you give an estimate? Within this quarter or
next quarter?

Dr. voN ESCHENBACH. I would be reluctant to give you an esti-
mate and then not be able to assure that, Senator. But I will as-
sure you that this is not something that is being ignored. It is
being given appropriate attention and the expectation is to finish
this.

GENERIC DRUGS

Senator REED. Thank you.

We all recognize that generic drugs play an important role in the
health care system today. I have been told that there are about
1,400-1,500 generic drug applications currently pending, with 570
or so pending over 180 days. Do you need increased funding for
these generic reviews? Do you need something to expedite their ap-
proval?

Dr. vON ESCHENBACH. We are both blessed and challenged by the
success that we have achieved with regard to bringing generic
drugs to the American people. This year we received 880 applica-
tions—in 2007, rather. And we have approved 682, which was a 33
percent increase in 2007 over 2006. So the track record is extraor-
dinary, but because the funnel has increased so significantly, that
has continued to create the backlog issue.

NEW STAFF

Now, we have approached that on a variety of fronts. One is, as
you indicated, applying additional resources. So we have hired ap-
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proximately 40 new staff to address generic drug review. We are
also beginning to attempt to try to prioritize the review process to
get the first generics and also beginning to address things like
process improvement, as well as enhancement of our infrastruc-
ture, specifically IT, work with the people who are creating these
drug applications to get better quality into the applications so that
they go through the regulatory process in a lot more efficient way.
And I think the net effect of all of that would be to continue to en-
hance our productivity and reduce the backlog.
Senator REED. Thank you, Mr. Chairman.

ADDITIONAL STAFF

Senator KOHL. Thank you, Senator Reed.

Dr. von Eschenbach, going back to a comment I made in my
opening statement, you say that your budget provides funding for
increased activities for food safety and medical product safety and
that you will hire several hundred additional staff this year. But
the budget request is not enough to even pay for the staff that you
now have. So how do you equate your intentions with respect to ad-
ditional staff when you do not have money to even pay for the staff
that you now have?

Dr. voN ESCHENBACH. Well, we are on the trajectory to increased
staff. We do, in fact, have to absorb additional costs associated with
that staff over and above what we currently have available to us
in the budget. So it is perhaps slowing it down a little bit, but the
trajectory is still very positive and we are still increasing the num-
ber of staff that we have. It is just we will not do it at the rate
that we had anticipated because of needing to absorb the cost of
living of $34 million that you indicated.

So the simple answer to your question, Senator, is we have to
make accommodations in the pace with which we will bring those
people on board in order to stay within our budget framework, but
it will not be a negative. It will not be a deficit. It will be just not
as rapid an accrual of those numbers as we had anticipated. We
will just have to push it off a little bit.

Senator KOHL. I appreciate that, but what I think I and others
are taking from what you are saying is that the lack of the nec-
essary funding will, in fact, have a severe impact on your ability
to do the things that you are saying you want to do.

Dr. vON ESCHENBACH. There are a very large number of impor-
tant initiatives that we have identified that are part of what I con-
sider to be the essential modernization of the FDA. Depending
upon available resources, we would be able to implement many of
those initiatives in as an effective way as possible. So I do agree
with you from the perspective that there is much to be done and
we are prepared to do it, and with support, we would implement
those programs in a strategic way but also with great stewardship,
recognizing how precious these resources are and how many other
needs there are across the entire Federal Government.

CHINA OFFICE

Senator KOHL. Dr. von Eschenbach, can you provide us with a
status update of the office that you are trying to open in China?
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How many FDA employees do you anticipate working there, and
what do you intend their focus to be?

Dr. voN ESCHENBACH. We anticipate a total of 13 individuals
that will be making up our China office. Eight of those will be full-
time FDA employees. Five of them will be locally employed staff.
That will be give us great opportunity with regard to our ability
to integrate effectively locally.

OTHER FOREIGN OFFICES

We also look forward to offices in India, the Middle East, Latin
America, and Europe. And I have been engaged in conversations
with governments and counterparts, as has Secretary Leavitt, in
all of those areas. It is a balance between their willingness to wel-
come us and accept us at the government level. We have not yet
secured that welcome from China officially, but we certainly have
great interest and enthusiasm on the part of the ministers and gov-
ernment officials in China with whom we have discussed this. So
I anticipate that it will occur.

We really look forward to the China office being fully imple-
mented within this fiscal year, and we are laying the groundwork
and would like very much to begin to develop the other sites as
rapidly as possible.

POST-MARKET SAFETY

Senator KOHL. Dr. von Eschenbach, you noted in your statement
several new medical devices that FDA approved last year. Post-
market safety of medical devices obviously is an important issue for
patients. But the number of staff in the FDA devices program is,
in fact, decreasing this year. So can you comment on how you plan
to continue improving these important devices, as well as ensuring
their safety after they have been approved with the very minimal
funding increases and, in fact, while at the same time losing staff?

Dr. voN ESCHENBACH. We are doing a number of things, Senator,
one of which, as I had indicated earlier, is this ability to create
much greater integration and interdependence across programs.
For example, in this regard, I believe we could effectively enhance
the performance in post-market surveillance, whether it is drugs or
devices, by virtue of our information technology infrastructure and
our ability to do much more effective post-market surveillance. We
look forward to being able to continue to streamline and enhance
the very effective programs that are already underway in the Cen-
ter for Devices and Radiologic Health with regard to working with
the industry in post-market surveillance.

So I think it is a combination of building the trajectory, as I have
indicated before, finding ways to leverage currently ongoing re-
sources or programs like IT, and continue to make strategic invest-
ments, especially as user fees contribute to this opportunity. And
we expect our user fee program to increase. In 2009, there will be
$52.5 million in this particular area. So we do look forward to
growth, but it is going to come in different ways.

Senator KOHL. Senator Bennett.
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CLOSING REMARKS

Senator BENNETT. Thank you very much, Mr. Chairman. I think
all of the issues I have on my list have been covered either by you
or Senator Dorgan or in my previous questions.

So let me again thank Dr. von Eschenbach and his team for their
willingness to serve in what must occasionally be a somewhat con-
tentious atmosphere, and I wish them well.

Senator KOHL. I want to associate myself with Senator Bennett’s
statements. I think it has been a good hearing. I think we have
brought out very clearly, number one, the huge and expanding re-
sponsibilities the FDA has and, number two, the lack of satisfac-
tory funding to carry out your responsibilities. Clearly, there is a
very important job that we need to work together to achieve.

In fact, it is clear to us that you cannot carry out the responsibil-
ities you have in a way that I believe would satisfy you without the
necessary and adequate funding. I think there are plenty of profes-
sional people on your staff, most importantly yourself, who can and
would get the job done with adequate funding, but without the
funding, it is pretty hard to do the job that you need to do.

If you want to respond to that statement, that would be fine. You
could make a comment or two and then we will close the hearing.

Dr. vON ESCHENBACH. I would just close, Mr. Chairman, with
echoing what I know is both your sentiments and Senator Ben-
nett’s sentiments. This country and this agency is truly blessed by
the people of the Food and Drug Administration. I have the privi-
lege every day to witness their sacrifice, their commitment, and
their unbelievable performance, given the nature of the challenges
that they are burdened with every single day. If we were to talk
about resources, it is resources that are not about programs. It is
resources about people. And the Food and Drug Administration’s
most precious asset, this Nation’s most precious asset, are these in-
credible individuals.

We need more of them. We need more of them with new and dif-
ferent skill sets that are going to be aligned with the challenges of
the 21st century, new science that is emerging, new technologies
that are emerging, new complexity in the production and consump-
tion of products. One needs only to go and walk through a super-
market and realize that with the exception of meat and chicken,
every other thing in that supermarket is their responsibility to as-
sure to the American people the quality of those products.

Every dollar that you choose to invest is, I believe, my responsi-
bility to use to nurture and support that workforce. We need a fel-
lowship program that will be able to create the intellectual capital
of tomorrow. We need career development for the people that are
already there. We are going to hire over 700 new people, which I
believe is a wise use of the resources that you will make available
to us.

But if I was to leave you with one final word, it would be I do
not believe that there is any greater investment the American peo-
ple could make than to invest in the people who make up the Food
and Drug Administration.
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ADDITIONAL COMMITTEE QUESTIONS

Senator KOHL. Thank you very much. That is a fine statement.
You made a fine appearance here this morning. We thank you, as
well as Mr. Dyer and Mr. Turman for being here. And at this time
we will close the hearing.

[The following questions were not asked at the hearing, but were
submitted to the Department for response subsequent to the hear-
ing:]

QUESTIONS SUBMITTED BY SENATOR HERB KOHL
FDA SCIENCE BOARD RECOMMENDATIONS

Question. If additional funding was provided to FDA this year above your request
level, what are the top 3 most pressing needs you would address?

Answer. On November 6, 2007, the administration released its Action Plan for Im-
port Safety. The Action Plan for Import Safety recognizes FDA’s central role in en-
suring the safety of America’s food supply and the safety and effectiveness of med-
ical products, regardless of where the food and medical products are produced.

Implementing the Action Plan for Import Safety is a top FDA objective, and FDA
has three priorities to achieve that objective: FDA Beyond Our Borders, building a
modern IT infrastructure, and risk-based science.

Beyond Our Borders is a core element of the Action Plan for Import Safety. Be-
yond Our Borders includes establishing offices in China, India, and other locations.
The FDA Beyond Our Borders initiative also relies on greater collaboration with for-
eign regulators, the use of third parties to provide information about the compliance
of regulated industry with FDA standards, and greater FDA direction to regulated
industry to ensure that their global activities meet FDA standards.

FDA foreign inspections and import exams are also an essential part of the Be-
yond Our Borders Initiative. In addition to providing greater deterrence, FDA will
better target inspections to firms and products that pose the greatest risk to con-
sumers.

Consistent with recommendations in the Action Plan for Import Safety, FDA must
modernize its IT systems. Improving FDA’s IT will help the agency target inspec-
tions to foreign firms whose products pose the greatest risk. IT improvements will
allow FDA to better predict the firms and products that pose the highest risk im-
ports.

Under the Action Plan for Import Safety, FDA must also strengthen its capacity
to conduct the science that supports risk-based inspections. FDA risk-based science
is essential to assure that imports are safe. and to assure that FDA scientists stay
ahead of those who accidentally or intentionally defeat FDA oversight of imports.
The Action Plan for Import Safety requires a strong FDA program of risk-based
science and laboratory support so that FDA can ensure the safety of imports for pa-
tients and consumers.

Question. Please provide a professional judgment budget, regardless of constraints
faced by FDA due to DHHS or OMB, on additional funding needed by the Agency
that could reasonably be expended, in fiscal year 20009.

Answer. The following document is an assessment of immediate resource needs
based on a professional judgment analysis, without regard to the competing prior-
ities that FDA, the President, and the President’s advisors must consider as budget
submissions to the Congress are developed. As the response indicates, the amounts
identified are in addition to amounts appropriated to FDA in fiscal year 2008.

[The information is attached.]

FDA FISCAL YEAR 2009 PROFESSIONAL JUDGMENT ESTIMATE

[Dollars in millions]

Fiscal year 2009 FTE

Food Protection $125 259
Safer Drugs, Devices, and Biologics 100 160
Modernizing FDA Science and Workforce 50 71

Total 275 490
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The amounts identified in this document support three strategic investment
areas—protecting our food supply, assuring safer drugs, devices, and biologics, and
modernizing the essential infrastructure of FDA’s science and workforce. The
amounts are in addition to amounts appropriated to FDA in fiscal year 2008. Invest-
ing in these three strategic areas will permit FDA to rapidly achieve important pub-
lic health goals that cut across strategic components of the Agency.

This document responds to the request for the FDA’s professional judgment con-
cerning resource needs. The document and was developed without regard to the
competing priorities that the President and his advisors must consider as budget
submissions to the Congress are developed.
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PAY COSTS

Question. If you plan to “absorb” the pay costs that you haven’t actually paid for
in the budget, what will you cut to do it?

Answer. The fiscal year 2009 President’s Budget for FDA includes an increase of
$25 million for the cost-of-living increase for FDA employees. The cost-of-living in-
crease allows FDA to retain the professional workforce that performs FDA’s public
health mission. FDA will cover its fiscal year 2009 cost increases through a com-
bination of strategies, reducing operating costs, and adjusting its hiring plan.

OVERSEAS STAFFING

Question. I understand that FDA has also expressed interest in opening other
overseas offices to deal with the large and continually growing number of imported
products—including one in India. Again, however, I don’t see this reflected in the
gu;iget. Is this something you are considering? If so, where, and what would the cost

e?

Answer. FDA has agreements in place and we are making final arrangements for
offices in China. FDA is also planning to establish additional offices in India, and
is exploring the possibility of opening offices in three additional regions. The Presi-
dent’s fiscal year 2009 budget provides $3.1 million to establish the office in China.
We have not developed specific estimates for additional offices by location because
developing these estimates requires significant discussions with the host countries
and the Department of State. The cost to establish additional foreign offices will de-
pend on the office location, the activities that FDA staff will perform at the location,
and the number of staff that FDA assigns to the location.

FOOD PROTECTION PLAN

Question. Last year, we provided you with a $56 million increase for food safety,
and attached some very specific directives, including hiring additional inspectors,
forming rapid response teams, and contracting with the National Academy of
Sciences on a food safety study. You talked in your statement about what you have
planned for 2009—can you provide us with specifics on how the money we've al-
ready given you has been spent?

Answer. With the funding provided in the January 1, 2008 increase, FDA has un-
dertaken additional food safety activities. These funds were used to support plan-
ning and the initial stages of implementation of several Food Protection Plan initia-
tives. These initiatives include the FDA hiring surge, the Food Protection Plan, and
the Import Safety Action Plan.

FDA was granted direct hire authority in April 2008 and will hire 161 new FTEs
to work in food safety. The Office of Regulatory Affairs—ORA—completed a 3-year
plan to increase State inspections and will hire an additional 77 new FTEs with the
fiscal year 2008 appropriation and an additional 53 new FTE with the funds from
the Consolidated Appropriations Act, 2008, which will be available on July 1, 2008
to conduct food field exams, inspections, and sample collections. These investigators
will conduct critical activities such as import food field exams and assist senior in-
vestigators in performing high risk food inspections.

The Center for Food Safety and Applied Nutrition, known as CFSAN, hired one
new FTE with the fiscal year 2008 appropriation and will hire an additional 28 new
FTEs with the funds from the Consolidated Appropriations Act, 2008, which will be
available on July 1, 2008 to assist with food safety work aimed at developing guid-
ance to minimize microbial food safety hazards, developing best practices for preven-
tive controls that rapidly determine the source of food contamination, developing
risk ranking models for imported and domestic foods, providing technical assistance
to foreign countries on Good Agricultural Practices, and continuing research to im-
prove surveillance, sampling and traceback activities and other tools to rapidly de-
tect and minimize the public health impact of foodborne pathogens, toxins, and
other contaminants that threatens the U.S. food supply.

In addition, CFSAN is working with the Western Center for Food Safety at the
University of California Davis to focus on the interface between food protection and
the agricultural production of commodities. FDA has met with the National Acad-
emy of Sciences and discussed a statement of work for a comprehensive study of
the gaps in public health protection provided by the United States’ food safety sys-
tem. In addition, FDA issued a Request for Applications for forming rapid response
teams. Also, the Office of Crisis Management will hire two new FTEs with the fiscal
year 2008 appropriation to assist FDA in quickly responding to food safety threats.

Question. You said as part of your statement that during the past year that FDA
has expanded its capacity to detect radiological contamination of food by 150 per-
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cent. We discussed at length last year the importance of being able to identify con-
taminants in the food supply as quickly as possible and provided money for those
activities—can you further discuss your achievements in that regard?

Answer. In fiscal year 2007, FDA, through the Food Emergency Response Net-
work, also known as FERN, awarded cooperative agreement grants to three addi-
tional State FERN radiological laboratories. These three labs increased the number
of FDA’s FERN cooperative agreement radiological laboratories to five. This is the
basis of the statistic that FDA expanded its capacity to detect radiological contami-
nation of food by 150 percent.

These five labs are geographically distributed and uniformly equipped with the
latest detection equipment for responding to radiological contamination in foods.
The cooperative agreements also provide funds to purchase reagents, supplies, and
personnel. The model used for the development of these laboratories follows that of
the FERN chemistry cooperative agreement labs. State FERN chemistry labs are
fully equipped and trained to run FDA’s FERN chemistry methods that are used
to screen large numbers of samples. FDA used the FERN chemistry cooperative
agreement labs very successfully to identify melamine contamination. FERN labs
screened large numbers of plant protein samples in a short time frame.

The radiological labs participate in Federal and State surveillance sampling pro-
grams to monitor the food supply, and are involved in developing and validating
contamination detection methods. Using FERN rapid screening methods, the labs
also serve to dramatically increase the surge capacity of the laboratory network to
respond to terrorist attack or a national emergency involving the food supply. The
increased capacity to rapidly test large numbers of samples of foods that may be
radiologically contaminated allows FDA’s FERN laboratories to respond quickly to
food supply events to protect public health and mitigate disruption of the distribu-
tion of important foods.

FIELD EXAMS/SAMPLES

Question. The budget States that FDA plans to perform additional 20,000 import
field exams for food this year, but at the same time, the percent of import lines
physically examined is going to decrease from the 2007 level. I know the number
of import lines is growing rapidly, but this is a perfect example of your budget not
keeping up with your mission. What does a “field exam” actually entail, and why
is the percentage of imports physically examined actually decreasing?

Answer. As displayed in the fiscal year 2009 Congressional Justification (CJ), im-
port physical exams are the total of import field exams and import laboratory sam-
ple analyses. A field exam is a visual examination of food to determine whether it
complies with FDA requirements. The field exam involves actual physical examina-
tion of the food for admissibility factors such as storage or in transit damage, inad-
equate refrigeration, rodent or insect activity, lead in dinnerware, odor, and compli-
ance with labeling requirement. A field exam cannot be used to test for micro-
biological or chemical contamination. As a result, FDA also conducts import sam-
pling and analysis to test for such contamination.

In fiscal year 2009, FDA plans to perform an additional 20,000 import food field
exams and an additional 75 food import lab sample analyses. In addition, FDA elec-
tronically screens all FDA-regulated products offered for import into the United
States for a variety of risk factors. FDA electronically screens 100 percent of human
food and animal feed prior notice submissions which are required for all food and
feed imports.

In fiscal year 2007, the percent of import lines examined was 1.28 percent. For
fiscal year 2008, FDA estimates that it will examine 1.13 percent of import lines.
For fiscal year 2009, the estimate rises to 1.26 percent. Between fiscal year 2007
and fiscal year 2009, FDA is experiencing a decline in the percent of import lines
physically examined at the same time that the number of import field exams is in-
creasing due to the rapidly rising volume of food imports.

FDA will continue to focus resources on products that pose the highest potential
risks to the United States. The benefit of physical exams comes from the quality
and targeting of review activities, not from the volume of imports analyzed. The
quality of import screening is a better measure of FDA’s import strategy than sim-
ply focusing on the number of items physically examined.

THIRD PARTY CERTIFICATIONS

Question. The Food Protection Plan mentions in several places FDA’s interest in
expanding third-party certifications for domestic and international inspections and
examinations. How would these work, and why is it cheaper than having FDA em-
ployees actually do the work?
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Answer. The universe of domestic and foreign food establishments subject to FDA
inspection is immense and is expected to see continued rapid growth. Third party
certification programs, when correctly designed and implemented, allow FDA to ac-
credit independent third parties, or to recognize entities that accredit third parties.
FDA plans to use information gathered from third party inspections to evaluate
compliance with FDA requirements and to allocate inspection resources more effec-
tively. This would allow FDA to gather more information about manufacturers, es-
pecially foreign manufacturers, in a much more resource efficient way. Using third
party certification programs allows FDA to leverage and benefit from the inspections
conducted by others. FDA is working to develop standards that a certification orga-
nization must meet to receive FDA recognition.

GENERIC DRUGS

Question. In your statement, you note that in fiscal year 2007, generic drug ap-
provals or tentative approvals increased by 30 percent over the previous year, even
though it’s taking longer, on average, to approve a generic. If the generic drug user
fees you propose in your budget are not adopted by the authorizing committee, how
much of an increase in funding for generic drug approval do you think would be nec-
essary to continue making gains?

Answer. The increased resources recently provided by Congress have enabled FDA
to hire more scientific review staff and achieve a 33 percent increase in the number
of approvals and tentative approvals—from a total of 510 in fiscal year 2006 to 682
in fiscal year 2007.

In both fiscal year 2008 and fiscal year 2009, we hope to remain near the fiscal
year 2007 performance level with a target of 700 ANDA approvals and tentative ap-
provals, a slight increase over the 682 approval actions in fiscal year 2007.

A key performance measure of our generic application review process is the total
number of ANDA actions, which include “approvals,” “tentative approvals,” “not
approvables,” and “approvable” actions. Under the fiscal year 2009 President’s budg-
et, we expect to be able to increase the number of total ANDA actions to 1900, an
increase of 7 percent over fiscal year 2008 and fiscal year 2007.

We expect to be able to continue making performance gains in the generic drug
review process with additional funding. Additional resources, like those envisioned
under a user fee program, would give us additional staff enabling us to decrease
ANDA action time, possibly resulting in more actions taken on ANDAs in a given
year. Under such a program we would establish a new performance measurement
structure around review performance targets, similar to the user fee program for
new drug applications. We would also plan to use resources to increase our capacity
to address other critical activities that are part of a complete generic drug review.
This includes the scientific and legal components, and conduct of pre-approval in-
spections to ensure that manufacturing processes and facilities—often located in for-
eign countries—will deliver drug products that meet our quality standards. We rec-
ognize, however, that it would take a few years to ramp up such a program in order
for us to see significant performance gains.

MEDICAL PRODUCT SAFETY

Question. Could you update us on your progress in this area?

Answer. FDA plans to use the funding increase for the Medical Product Safety
and Development Initiative to support priority activities in the Biologics, Human
Drugs, Device and Radiological Health, and Animal Drugs and Feed Programs.

In the Biologics Program, the resources in this initiative will allow FDA to
strengthen essential infrastructure, including laboratory capacity and review exper-
tise to prevent, detect, and respond to emerging safety threats in blood and blood
products.

In the Biologics Program, the resources in this initiative will also allow FDA to
strengthen medical and microbiologic review and acquire greater epidemiologic ex-
pertise to conduct adverse event analysis and safety investigations. FDA will also
improve tissue safety by conducting workshops to educate industry about tissue
processing and tissue safety technologies.

In the Device and Radiological Health Program, FDA will strengthen import safe-
ty by improving the ability of the ORA field operations to work on import issues
with Customs and Border Protection and other agencies. FDA will also leverage in-
(fiormation from other sources to conduct stronger risk-based entry review of medical

evices.

In the Animal Drugs and Feed Program, the resources in this initiative will allow
FDA to provide grants to stimulate development of new animal drugs under the
Minor Use and Minor Species Animal Health Act of 2004.
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DRUG SAFETY—IMPORTS

Question. In your statement, you note that the volume of drugs imported into the
United States will likely increase by 12 percent during fiscal year 2009, but your
budget for the Human Drugs Program—not including user fees—is only increasing
by 1.3 percent. If you add in user fees, the increase 1s 8.5 percent. And this money
is mostly for approving drugs, not monitoring them. How will you keep up?

Answer. FDA will continue to apply a risk-based approach to identify drug pro-
duction and distribution activities of greatest concern, and focus resources on those
activities. In addition, FDA is working to design an integrated drug registration and
listing system that provides comprehensive, accurate, and up-to-date information.
This system must cover each entity that produces and distributes drugs, each drug
product that these entities produce and distribute, and each participant in the prod-
uct’s chain of custody—from manufacturing, through shipping and importation, to
final distribution. Every participant in the drug production and distribution system,
including excipient and component suppliers, active pharmaceutical ingredient sup-
pliers, and finished dosage manufacturers must be known to FDA and responsible
for the supply chain that precedes them and the quality of their products.

MERCURY TESTING

Question. Although FDA laboratory tests for element violations, including mer-
cury, have declined by about 30 percent between 2003 and 2006, and the number
of positive tests has declined to zero in 2005 and 2006, FDA issued a warning on
eating fish, especially tuna fish, because of mercury contamination.

Why did FDA alert consumers to mercury poisoning risks in fish and at the same
time reduce the number of tests for mercury and other metal in imported fish?

Answer. FDA’s advisory to pregnant women, women who might become pregnant,
nursing mothers, and young children is designed to ensure that fetuses and young
children are not excessively exposed to methylmercury. According to the Centers for
Disease Control and Prevention National Health and Nutrition Examination Sur-
vey, also known as NHANES, more than 95 percent of women of childbearing age
are exposed to methylmercury below thresholds of safety designed to protect the
fetus. Per NHANES, the remaining women still retain margins of safety. In effect,
the advisory recommends that, as a matter of prudence, these remaining women in-
crease their margins of safety. FDA is completing a risk assessment to better under-
stand the risk to these individuals and to the population as a whole.

Because NHANES data identify the extent to which Americans are exposed to
methylmercury, FDA’s sampling program is primarily designed to learn the range
of methylmercury concentrations in commercial fish species, including the highest
and lowest concentrations and the mean concentration. We can then compare new
results against these known values. In recent years, all our samples have been with-
in the known ranges.

FDA uses sampling results to predict how exposures to methylmercury would be
affected by changes in fish consumption. After the consumer advisory published in
2004, FDA increased its annual sampling levels to ensure the safety of fish con-
sumption. After FDA completed this testing, and based on the results of this testing,
FDA testing levels returned to levels that reflected the rate of sampling that FDA
conducted prior to issuing the advisory.

FOOD PROTECTION PLAN

Question. On February 7, 2008, FSIS officials wrote to officials at FDA offering
to free up FSIS inspection dollars to assist in the FDA Food Protection Plan. How
did FDA respond to this letter?

Answer. On February 7, 2008, FSIS officials wrote to officials at FDA and stated,
“FSIS personnel may be available to help provide coverage as an effective govern-
mental presence in the riskiest FDA plants.” In a February 21, 2008 letter, FSIS
officials clarified, “this statement was not meant to suggest the FSIS employees
would definitely be available to do this work. In point of fact, we have no reason
to believe at this time, that any of the initiatives that we are undertaking will result
in employees being available to provide inspection at FDA plants.” In light of the
clarification that FSIS provided, FDA did not respond to the letter in writing. In-
stead, FDA is conducting regular monthly meetings with FSIS on how to best lever-
age resources and work cooperatively to ensure a safe food supply for all Americans.

ESTRIOL

Question. On January 9, 2008, FDA announced that it was banning the use of es-
triol in compounded estrogens prescribed for decades by doctors for the treatment
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of menopause symptoms in women. Please provide the committee with documenta-
tion of specific adverse events from the use of estriol during the past three decades,
as well as details of specific scientific and medical research supporting the FDA’s
decision to ban estriol.

Answer. FDA has not banned estriol. Our January 9, 2008 action was aimed at
false and misleading claims of certain compounding pharmacies that offer estriol
products without a valid investigational new drug application, also known as an
IND. Except in rare instances, compounding pharmacies do not report adverse
events to FDA. However, the absence of evidence of a risk does not demonstrate the
absence of the risk. One of the reasons we are encouraging IND submissions for es-
triol products is so that we will receive any adverse event information for these
products.

Question. How many women are potentially affected by the FDA decision to ban
estriol? What does the FDA estimate it will cost these women to return to their doc-
tors and get a prescription for an alternative treatment?

Answer. FDA does not know how many women are potentially affected by FDA’s
decision to require health care practitioners to obtain INDs for compound estriol
products. This is due, in part, to the fact that FDA has imperfect information about
both the number of compounding pharmacies and the scope of pharmacy
compounding operations. In general, there is no requirement for pharmacies to reg-
ister or list with FDA.

We do not have information about the costs that women incur in connection with
compounded or approved estrogen therapies. However, because healthcare providers
can continue to treat patients under an FDA-sanctioned IND, FDA does not believe
there is a need for women to return to their health care providers for alternative
new prescriptions and treatments when they are receiving estrogen therapy under
an FDA-sanctioned IND.

Question. 1 understand that the FDA action on estriol will not restrict access to
this medication as a doctor can continue to prescribe estriol if he or she files an in-
vestigational new drug application (IND). FDA has further indicated that it is devel-
oping a simplified or streamlined IND for doctors. Can you give the committee spe-
cific information on this issue, including detailed information on the proposed sim-
plified process, including if the development of this simplified process would be sub-
ject to notice and comment rulemaking?

Answer. Your understanding is correct. No drug containing estriol has been ap-
proved by FDA, and the safety and effectiveness of estriol is unknown. Therefore,
physicians may not prescribe estriol, and pharmacies may not compound drugs
under a physician’s prescription that contain estriol, unless they have an FDA-sanc-
tioned IND application.

An IND is an application submitted by a physician who both initiates and con-
ducts an investigation, and under whose immediate direction the investigational
drug is administered or dispensed. A physician might submit an IND to propose
studying an unapproved drug, or for an approved product to study use in a new in-
dication or in a new patient population.

Regulations describing the IND requirements can be found at 21 CFR 312, and
detailed instructions for IND applications can be found on the FDA website. FDA
also provides pre-IND consultations and assistance in developing applications.

An IND must generally contain information in three broad areas: Animal Phar-
macology and Toxicology Studies, Manufacturing Information, and Clinical Protocol
and Investigator information. In the clinical protocol section, the Investigator must
also give a commitment to obtain informed consent from the research subjects, ob-
tain review of the study by an institutional review board and agree to adhere to
the IND regulations.

We would like to clarify that there is no official streamlined or simplified IND
process; however, we use our discretion in determining how much and what type
of information is appropriate for an application. For example, in the case of estriol,
preclinical animal toxicology and pharmacology data might not be necessary because
the product has already been used in humans. INDs can cover research involving
several patients, so that a physician need not submit separate INDs for individual
patients. These types of decisions in evaluating IND applications would not be made
through the rule-making process.

Question. If the FDA’s assertion is correct, and an IND process can be developed
that is simple and that will not discourage physicians from writing prescriptions
containing estriol, can you estimate how many doctors would submit the simplified
IND? Since the FDA is required to review every application for an IND, can you
also estimate the cost and time required for the FDA to review these submissions,
and the effect this would have on the agency’s ability to process other INDs?
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Answer. As FDA does not know how many women are potentially affected by
FDA’s decision, we cannot estimate how many doctors would submit an IND. With-
out knowing how many INDs the FDA will receive we cannot estimate the total cost
and time required for the FDA to review these submissions, nor how it would affect
FDA'’s ability to process other INDs.

Question. INDs require well-controlled, randomized clinical studies including a
placebo or control arm. Is the FDA suggesting that some women would receive a
placebo without their knowledge?

Answer. INDs do not require that well-controlled, randomized clinical studies be
conducted. One of the objectives of the IND requirement is to help assure the safety
and rights of subjects. There are various ways for conducting clinical trials, and not
all methods require use of placebo controls. FDA is not suggesting that a woman
would receive a placebo, and certainly not without informed consent which would
inform her of that possibility.

REPORTS

Question. Please provide monthly updates on the status of all outstanding reports
requested as part of the report accompanying Public Law 110-161.

Answer. I will be happy to provide a status report of all outstanding reports.

[The information follows:]

REPORT STATUS
BSE Transmitted to Congress 5.20.08
Diacetyl Transmitted to Congress 3.25.08
Folic Transmitted to Congress 5.20.08
Food Safety Quarterly (1st Q) In Clearance Process
Food Safety Quarterly (2nd Q) HHS Awaiting FDA Draft
Foreign Drugs (Interim) In Clearance Process
Foreign Drugs (Final) In Clearance Process
Front Label Symbols In Clearance Process
GAO Recommendations In Clearance Process
Ketek In Clearance Process
Mammography I0M Recommendations In Clearance Process
Med Guide Not due until Dec 08
Methamphetamine Transmitted to Congress 4.22.08
Microbial Resistance Transmitted to Congress 1.2.08
National Research Initiative In Clearance Process
0IG Recommendations In Clearance Process
Post Marketing Studies In Clearance Process
Removing Food Safety from GAO High Risk List ........cc.cccco.... In Clearance Process
Women’s Health (Quarter 1) Transmitted to Congress 4.14.08
Women's Health (Quarter 2) HHS Awaiting FDA Draft

POST-MARKET SURVEILLANCE OF SILICONE BREAST IMPLANTS

Question. When the FDA approved the use of silicone breast implants in 2006, I
understand that it included a requirement that all women who receive these im-
plants must participate in a post-approval study to ensure that these implants were
safe. However, I understand that participation in these studies is now discretionary.
What is the status of the post-market safety studies of silicone breast implants, and
what authority does FDA have to require that manufacturers conduct the studies?

Answer. When the FDA approved the use of silicone breast implants in 2006, FDA
required Mentor Corporation and Inamed Corporation, which is now named
Allergan, to conduct post approval studies, also known as PAS, to answer particular
questions. FDA allowed the companies the opportunity to develop different study de-
signs and other protocol elements to meet this requirement. The goals were to de-
sign studies that would minimize bias in the study results and in which the subject
enrollment goals could be achieved. The participation could be voluntary or manda-
tory. The companies proposed the specific study designs to answer those questions
and submitted them for FDA approval. Allergan proposed, and FDA approved, a
study with voluntary participation. Mentor originally proposed, and FDA approved,
a stéldy where participation was mandatory in order for women to obtain the Mentor
product.

In April 2007 FDA approved Mentor’s request to amend the MemoryGel™ Large
Post-Approval Study protocol to allow for voluntary instead of mandatory participa-
tion of study subjects to address concerns regarding enrollment.
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The status of Allergan’s and Mentor’s postmarket studies of silicone breast im-
plants and conditions is summarized in a table that I would be happy to provide
for the record.

[The information follows:]

STATUS OF ALLERGAN'S AND MENTOR CORPORATION'S SILICONE GEL-FILLED BREAST IMPLANT

POSTMARKET STUDIES AND CONDITIONS

Approval Condition

Allergan

Mentor

Core Post-Approval Study ......

Large Post-Approval Study ....

Device Failure Studies ...........
Focus Group Study ................
Informed Decision Process .....

Adjunct Study .....cooeereinee

Reporting status: On time 2
Study Status: On time3 ......
Reporting status: On time !
Study Status: Overdue® (12-month patient
enrollment target was not met).
Reporting status: On time?2 ....
Study Status: On time3 ......
Reporting status: On time 2
Study Status: On time3
Reporting status: On time?2 ...
Study Status: On time3 ......
Reporting status: On time 2
Study Status: On time3

Reporting status: On time 2
Study Status: On time3
Reporting status: On time !
Study Status: On time3

Reporting status: On time 2
Study Status: On time 3
Reporting status: On time 2
Study Status: On time 3
Reporting status: On time 2
Study Status: On time 3
Reporting status: On time 2
Study Status: On time 3

1Reporting status for Larger Post-Approval Study is “On time” if 15-month report was received by the February 16, 2008 due date.

2Reporting status is “on time” if 12-month report for a post-approval study other than the Larger Post-Approval Study was received by
November 17, 2007 due date.

3Study progress status for a post-approval study condition is “On time” if patient enrollment and follow-up targets have been met and
“Overdue” if the interim enrollment target was not met.

FDA may require that manufacturers conduct studies under 21 CFR section
814.82 or 21 CFR Part 822.

MDUFMA

Question. As you know, the President’s budget calls for increased funding for the
medical device user fee program, and the Congress has provided inflationary in-
creases to fully fund the program in the past. How the agency is doing in regards
to meeting the performance goals associated with the user fee program with the
funding it has gotten to date?

Answer. FDA continues to succeed in improving the process for the review of med-
ical device applications and meeting the performance goals first established under
the Medical Device User Fee and Modernization Act of 2002, known as MDUFMA.
Title II of the Food and Drug Administration Amendments Act of 2007 continued
MDUFMA performance goals.

MDUFMA requires close collaboration with stakeholders and increased commu-
nication with applicants. FDA is working to clarify its regulatory requirements and
make its decisions more transparent through new guidance, educational materials,
and meetings. We continually seek to enhance the efficiency and flexibility of our
review processes. These efforts help applicants improve the quality of their submis-
sions, and help FDA provide timelier, better-focused reviews. Our ultimate objective
is to make important new medical devices available to patients and healthcare pro-
viders earlier, while continuing to ensure the quality, safety, and effectiveness of
those devices.

I would be happy to provide for the record a table that summarizes FDA’s per-
formance on the goals established for the fiscal year 2003-fiscal year 2007 receipt
cohorts, showing results achieved through March 31, 2008. The goals applicable to
the fiscal year 2008 receipt cohort have been in place for only 6 months, so it is
too early for statistical measures to provide useful insights into our progress to-
wards achieving those goals. FDA has, however, taken action to ensure that we are
well positioned to achieve the goals for fiscal year 2008-fiscal year 2012. FDA is de-
veloping and implementing a new interactive review process that will contribute to
better communication with applicants and more rapid resolution of review ques-
tions.

[The information follows:]
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Question. What criteria does the agency use to determine the allocation and pri-
ority for the distribution of any increase in staff across FDA components, including
offices, divisions, or branches resulting from the medical device user fees and re-
lated Congressional appropriations?

Answer. The Food and Drug Administration Amendments Act of 2007, known as
FDAAA, was signed into law on September 27, 2007. FDAAA reauthorized FDA’s
authority to collect fees from the medical device industry under the Medical Device
User Fee and Modernization Act, also known as MDUFMA. The activities that com-
prise the medical device review process are defined in MDUFMA. Medical device re-
view components within FDA receive increased allocations from device user fee col-
lections, as defined by MDUFMA.

FDA allocates medical device user fees and other medical device appropriations
to best achieve FDA’s public health objectives, device performance goals, and other
expectations established under MDUFMA, as amended. The allocation between the
Center for Devices and Radiological Health (CDRH) and the Center for Biologics
Evaluation and Research (CBER) is based on the workload balance between the two
centers. FDA estimates the percent of the device review workload performed by
CDRH and CBER, and allocates MDUFMA resources accordingly. Field resources
are allocated among FDA district offices by the Office of Regulatory Affairs accord-
ing to each district’s projected workload. The Centers and ORA apportion their indi-
vidual resource allocations to their offices, divisions, and branches.

ADDITIONAL TOOLS

Question. Despite the increased funding the FDA has received over the last 5
years in appropriations and user fees to hire more FTEs, we know the demands on
staff remain very high. I am aware that there are additional tools, such as third
party reviews, third party inspections, and the CDRH fellowship program to aug-
ment the work of the Agency. Can you discuss benefits and/or shortfalls of these
programs?

Answer. These three programs—third-party review of 510(k) premarket notifica-
tions, third-party establishment inspections, and the Medical Device Fellowship Pro-
gram—provide FDA with important tools that can help us better achieve our public
health objectives.

The purpose of the program permitting third-party review of certain 510(k) pre-
market notifications is to improve the efficiency and timeliness of FDA’s 510(k) proc-
ess. This is the process by which most medical devices receive marketing clearance
in the United States. Under the program, FDA has accredited third-parties that are
authorized to conduct the primary review of 510(k)s for eligible devices. Persons who
are required to submit 510(k)s for these devices may elect to contract with an Ac-
credited Person and submit a 510(k) directly to the Accredited Person. The Accred-
ited Person conducts the primary review of the 510(k), then forwards its review, rec-
ommendation, and the 510(k) to FDA. By law, FDA must issue a final determination
within 30 days after receiving the recommendation of an Accredited Person. 510(k)
submitters who do not wish to use an Accredited Person may submit their 510(k)s
directly to FDA. FDA data shows that third-party reviews are somewhat more rapid
than an FDA review in some instances. Third-party 510(k)s submitted to FDA are
also exempt from any medical device user fee that would otherwise apply.

As of April 15, 2008, FDA has accredited 16 third-party organizations to conduct
quality systems inspections of certain medical device establishments. Individuals
from eight of these organizations have completed FDA’s training requirements and
FDA has cleared these individuals to conduct independent inspections. Through
April 15, 2008, accredited organizations have conducted six inspections. Although
few inspections have been conducted to date, changes specified by the Food and
Drug Administration Amendments Act of 2007, also known as FDAAA, have the po-
tential to eliminate certain obstacles to manufacturers’ participation in FDA’s pro-
grams for inspections by accredited third parties.

CDRH established the Medical Device Fellowship Program, also known as MDFP,
to increase the range and depth of collaborations between CDRH and the outside
scientific community. The MDFP offers short and long-term fellowship opportunities
for individuals interested in learning about the regulatory process and sharing their
knowledge and experience in the many specialized fields that concern medical de-
vices. Physicians with clinical or surgical expertise, engineers in biomedical, me-
chanical, electrical and software areas, and individuals from many other scientific
disciplines have participated in the fellowship program. Opportunities are available
for students in many other areas as well. This collaboration improves FDA’s review
processes, postmarket surveillance, and science base, all of which contribute to ef-
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forts to ensure patients and health care professionals have timely and continued ac-
cess to safe and effective medical devices.

GUIDANCE DEVELOPMENT

Question. The rules and processes for FDA regulatory decision-making are nec-
essarily complex. Since it is not possible for FDA and Congress to anticipate every
situation in statute and regulation, the issuance of guidance documents by FDA is
essential to helping industry keep abreast of current agency thinking. Given that
lack of adequate guidance often results in the need for meetings with submitters,
extra rounds of submissions, and other inefficiencies, do you believe that putting up-
front resources into guidance development will reap efficiency and provide industry
with broad access to FDA thinking on a timely and meaningful basis?

Answer. The agency makes extensive use of guidances to the extent possible.
FDA’s Good Guidance Practices have been in effect for more than 7 years. Under
Good Guidance Practices, FDA centers made available draft and final guidance doc-
uments, for comment and use, covering a broad spectrum of topics. These guidances
include technical guidances that may recommend the best means for producing clin-
ical trial data. FDA guidances also include non-technical guidances, called Level 1
guidances that provide more complex scientific information or provide initial inter-
pretations of statutory and regulatory requirements. During 2007, we published 95
Federal Register Notices alerting the public to the availability of draft and final
guidances. While the recommendations in the guidances are not legally binding,
these recommendations do provide the agency’s current thinking on an issue to in-
dustry and the public. FDA believes that the guidances that we issue are very use-
ful and that resources that FDA devotes to developing guidances are a worthwhile
investment.

QUESTIONS SUBMITTED BY SENATOR DIANNE FEINSTEIN
FOOD SAFETY GAPS

Question. As you are well aware, gaps in our food safety system have been ex-
posed and people have become sick and worse have died from contaminated prod-
ucts like spinach and peanut butter. Yet, the Food and Drug Administration has
only asked for a slight increase in funding for fiscal year 2009. With the increase
in food imports, and the changing structure of our food supply system in the United
States, I am concerned that the Food and Drug Administration (FDA) is neither pre-
pared nor taking steps to adapt to the changes to be effective in protecting our food
supply.

Dr. von Eschenbach, can you tell me how many inspectors are currently employed
at the Food and Drug Administration? What percentage is that of the total FDA
workforce?

Answer. In fiscal year 2008, the Office of Regulatory Affairs, also known as ORA,
currently estimates that it will have 1,218 investigators. Investigators represent ap-
proximately 12 percent of the total 9,975 FTE FDA workforce in fiscal year 2008.

In fiscal year 2009, ORA currently estimates that it will have 1,300 investigators.
Investigators represent approximately 12 percent of the total 10,501 FTE FDA
workforce in fiscal year 2009. It should be noted that the ORA hiring initiative is
on-going in fiscal year 2008 and that ORA is still developing hiring plans based on
the fiscal year 2009 requested increase. As a result, these figures are estimates and
may change as hiring is completed.

Question. Can you tell me how many inspectors currently employed at the Food
and Drug Administration are dedicated solely to food inspection?

Answer. In fiscal year 2008, ORA estimates 587 investigators will perform work
in the Foods Program. Many field investigators are cross-trained and may perform
work in multiple programs as work priorities change or emergencies arise. For fiscal
year 2009, ORA currently estimates that approximately 650 investigators will per-
form work in the Foods program. It should be noted that the ORA hiring initiative
is on-going in fiscal year 2008 and that ORA is still developing hiring plans based
on the fiscal year 2009 requested increase. Consequently, these figures are esti-
mates and may change as hiring is completed. Additional field staff in the foods pro-
gram will support the fiscal year 2009 performance increases of 20,000 additional
import food field exams and 50 additional foreign food inspections.

Question. Where are the FDA inspectors located? Please be specific.

Answer. ORA field staff are dispersed throughout the United States. More than
85 percent of ORA’s staff works in five Regional Offices, 20 District Offices, 13 Lab-
oratories, and 168 Resident Posts and Border Stations. As a separate entity within
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ORA, Office of Criminal Investigations personnel are located throughout the field
organization in 30 Field Offices, Resident Offices, and Domiciles, which are located
throughout the U.S. FDA maintains offices and staff in Washington, D.C., the U.S.
Virgin Islands, Puerto Rico, and in all States except Wyoming.

I would be happy to provide a table that highlights this information. The informa-
tion provided in the following table specifically provides ORA’s geographic distribu-
tion of facilities which includes the locations of FDA investigators nationwide.

[The information is attached.]
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Question. Who inspects FDA regulated products if no FDA inspector is present at
a port where products are being imported?

Answer. FDA has commissioned approximately 9,900 Customs and Border Protec-
tion, also known as CBP, employees to inspect food shipments that require prior no-
tice data submission under the provisions of the Bioterrorism Act if FDA is not
present to do so. However, regarding the admissibility of all FDA regulated com-
modities, much of FDA’s work in screening and inspecting import shipments occurs
at locations other than ports of entry.

Entry data for shipments of FDA-regulated products are transmitted electroni-
cally by CBP to FDA. FDA screens each entry line electronically against certain cri-
teria for admissibility. Many of the shipments of FDA-regulated products are des-
ignated by the electronic screening system for admissibility review by FDA employ-
ees.

Entry reviewers often request additional documentation from the importers to de-
termine if a product should be allowed entry or should be set up for examination.
The reviewers allocate inspectional resources to best cover products that appear to
pose the highest risk. The remaining products are allowed to proceed without exam-
ination.

With the exception of truck ports, most entry reviewers are located in district of-
fices and resident posts, not at the port of entry. They may review entries for a
dozen or more ports. The entry reviewers issue assignments to investigators re-
questing a field examination and/or sampling to be conducted on specific import en-
tries.

If the shipment arrives when FDA is not present, unless specifically instructed
to hold the shipment at the port for FDA’s examination, CBP will issue a conditional
release of the cargo and allow it to move to its destination. Such movement is done
under bond and is permitted under Section 801(b) of the Food, Drug, and Cosmetic
Act. If FDA decides to physically examine these goods, the work will be performed
at the destination of the goods.

Question. If non-FDA inspectors are conducting inspections, what and how much
training have they been given to inspect food?

Answer. By the phrase non-FDA inspectors, we assume that you are referring to
inspections conducted by State personnel under contract with FDA. State personnel
that conduct these inspections attend ORA sponsored inspection training courses
with ORA personnel and receive the same training courses as ORA investigators.
State personnel also receive on-the-job training by FDA. For example, State per-
sonnel join FDA investigators on FDA inspections as observers. To conduct inspec-
tions on behalf of FDA, State personnel attend the same training courses, partici-
pate in joint training inspections, and then perform an inspection in which they are
audited by FDA. After State inspectors pass the initial field audit, they are re-au-
dited over a 3-year cycle. In addition, State personnel have access to online training
courses developed by ORA-University. These courses serve as classroom courses and
continuing education.

FDA is also implementing the Manufactured Food Regulatory Program Standards
under which the State will assess its program against a set of uniform standards.
The uniform standards are the key elements of a State program, such as regulatory
foundation, staff training, risk based inspections, quality assurance, foodborne ill-
ness/defense preparedness and rapid response, compliance and enforcement, edu-
cation and outreach, resource management, and laboratory resources.

In addition to receiving FDA provided training, the State inspectors must also
meet their individual State requirements to conduct food inspections.

Question. According to the Congressional Research Service, the FDA inspects only
about 1 percent of all FDA regulated imports. Does this 1 percent include both
paper and physical inspections? If not, how much of FDA regulated imports get
physical inspections?

Answer. As displayed in the fiscal year 2009 Congressional Justification, or Cd,
import physical exams are the total of import field exams and import laboratory
sample analyses. A field examination is a visual examination of the product to de-
termine whether the product complies with FDA requirements. It involves actual
physical examination of the product for admissibility factors such as storage or in
transit damage, inadequate refrigeration, rodent or insect activity, lead in dinner-
ware, odor and label compliance. A field exam cannot be used to test for micro-
biological or chemical contamination. As a result, FDA also conducts sampling and
analysis to test for such contamination. Based on the fiscal year 2009 CJ, 0.82 per-
cent of imports will be physically examined in fiscal year 2009.

In addition, FDA electronically screens all FDA-regulated products offered for im-
port into the United States. FDA also electronically screens 100 percent of human
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food and animal feed import prior notice submissions and, as targeted, based on
risk, performs intensive manual reviews on a subset of those prior notices.

FDA will continue to focus resources on products that pose the highest potential
bioterrorism risks to the United States. The benefit of physical exams comes from
the quality and targeting of review activities, not from the volume of imports ana-
lyzed. The quality of import screening is a better measure of FDA’s import strategy
than simply focusing on the items physically examined.

Prior Notice Security Reviews are only performed on human food and animal feed
imported products and are performed as a requirement of the Bioterrorism Act
which requires human food and animal feed importers to give FDA “prior notice”
of their imported product being offered for entry into the U.S. Prior Notice Security
Reviews are performed by Prior Notice Center Reviewers using electronic databases,
law enforcement data and other information sources to determine whether or not
the shipment poses a significant security risk to the United States food supply. A
significant difference between a field exam and the Prior Notice Security Review is
that the Prior Notice Security Review is conducted on food and animal feed products
“only” while a field exam is conducted on all FDA regulated products. Field exams
are physical examinations of an imported product while Prior Notice Security Re-
views use electronic data bases to assess security threats.

Question. What is the budget in FDA for food safety oversight and how is that
broken down between the budget spent on domestic and imported food safety over-
sight and inspection?

Answer. Rather than trying to inspect all imports, FDA recommends targeted
risk-based inspections to focus resources where they are most needed and will pro-
vide the greatest benefit to American consumers. ORA resources for food safety
oversight in the fiscal year 2009 Congressional Justification include $358.1 million
in the Field Foods program and $37 million in the Field Animal Drugs and Feeds
program. These figures represent ORA’s food protection resources for both human
and animal food. In the Field Foods program, approximately 45 percent of these re-
sources are allocated to domestic food safety oversight and inspection. The remain-
ing 55 percent are allocated to import and foreign food safety oversight and inspec-
tion. In the Field Animal Drugs and Feeds program, approximately 78 percent of
these resources are allocated to domestic food safety oversight and inspection. The
remaining 22 percent of these resources are allocated to import and foreign food
safety oversight and inspection.

Question. How many inspectors are needed to handle the volume of foods being
imported? What would that cost?

Answer. The fiscal year 2009 Congressional Justification estimates that ORA will
physically examine approximately 1.26 percent of food imports. The physical exam
percentage is a combination of import field exams and import laboratory samples
analyzed. In fiscal year 2009, ORA estimates allocating approximately 305 FTE and
$50 million to perform the import food field exams and collect food import samples
for analyses. This estimate does not include laboratory resources to analyze the im-
port samples. Also, this figure does not include resources to electronically review the
imported products that are not physically examined, as well as resources for the
Prior Notice Center. Finally, these numbers do not include Center or Agency over-
head costs.

Funding increases requested in the fiscal year 2009 CJ will allow ORA to perform
an additional 20,000 import food field exams, as well as 50 additional foreign food
inspections, and an additional 75 food import lab sample analyses.

Question. How many inspectors are needed by product line to handle the volume
of all FDA regulated imports?

Answer. Rather than trying to inspect all imports, FDA recommends targeted
risk-based inspections to focus resources where they are most needed and will pro-
vide the greatest benefit to American consumers. Because FDA recommends a tar-
geted risk-based approach to inspections rather than inspecting 100 percent of FDA-
regulated products, we have not estimated the cost of inspecting all imported foods.
The fiscal year 2009 Congressional Justification (CJ) estimates that ORA will phys-
ically examine approximately 0.82 percent of all FDA-regulated imported products.
This includes foods, cosmetics, human drugs, biologics, animal drugs and feeds, and
medical device and radiological health imported products. The physical exam per-
centage is a combination of import field exams and import laboratory samples ana-
lyzed. In fiscal year 2009, ORA estimates allocating approximately 351 FTE and
$57.5 million to perform the import field exams and collect import samples for anal-
yses across all field program areas. This estimate does not include laboratory re-
sources to analyze the import samples. Also, this figure does not include resources
to electronically review the imported products that are not physically examined, as
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well as resources for the Prior Notice Center. Finally, these numbers do not include
Center or Agency overhead costs.

Question. What level of funding is needed to handle all the volume of FDA regu-
lated imports?

Answer. Rather than trying to inspect all imports, FDA recommends targeted
risk-based inspections to focus resources where they are most needed and will pro-
vide the greatest benefit to American consumers. Because FDA recommends a tar-
geted risk-based approach to inspections rather than inspecting 100 percent of FDA-
regulated products, we have not estimated the cost of inspecting all FDA-regulated
imports. The fiscal year 2009 Congressional Justification estimates that ORA will
physically examine approximately 0.82 percent of all FDA-regulated imported prod-
ucts. This includes foods, cosmetics, human drugs, biologics, animal drugs and feeds,
and medical device and radiological health imported products. The physical exam
percentage is a combination of import field exams and import laboratory samples
analyzed. In fiscal year 2009, ORA estimates allocating approximately 351 FTE and
$57.5 million to perform the import field exams and collect import samples for anal-
yses across all field program areas. This estimate does not include laboratory re-
sources to analyze the import samples. Also, this figure does not include resources
to electronically review the imported products that are not physically examined, as
well as resources for the Prior Notice Center. Finally, these numbers do not include
Center or Agency overhead costs.

Funding increases requested for fiscal year 2009 in the Field Drugs Program will
increase the Office of Criminal Investigations capacity to investigate criminal import
violations. Funding increases requested in the Field Device Program will be directed
towards the improvement of strategic information-sharing between FDA and regu-
latory partners, such as U.S. Customs and Border Protection. This activity directly
supports intervention recommendations made by the Interagency Working Group on
Import Safety in the Import Safety Action Plan.

Question. What level of funding is needed to handle all other FDA regulated ac-
tivities outside of imports?

Answer. Rather than trying to inspect all imports, FDA recommends targeted
risk-based inspections to focus resources where they are most needed and will pro-
vide the greatest benefit to American consumers. Because FDA recommends a tar-
geted risk-based approach to inspections rather than inspecting 100 percent of FDA-
regulated products, we have not estimated the cost of inspecting FDA-regulated
products that are not imported. With the requested funding in the fiscal year 2009
Congressional Justification, the Office of Regulatory Affairs estimates that it will al-
locate $200.7 million and 1,224 FTE for FDA domestic inspections in fiscal year
2009 and award $15.7 million to the States for State contract inspections. These re-
sources will allow ORA to inspect approximately 24 percent of the domestic inven-
tory for which the Field has a recurring inspectional obligation. The domestic inven-
tory estimate includes firms in all five field program areas: Foods, Human Drugs,
Biologics, Animal Drugs and Feeds, and Devices and Radiological Health. The in-
ventory estimate includes firm types such as manufacturers, repackers, relabelers,
warehouses, blood banks, and bioresearch monitoring facilities. This estimate does
not include mammography facilities because all mammography facilities are in-
spected annually using user fee funds. Finally, these funding estimates do not in-
clude Center or Agency overhead costs.

Question. Why does the OASIS database not accurately track volume or make it
easily to ascertain the volume of goods coming from a given country?

Answer. There are three primary ways to measure the amounts of imported goods:
declared value, quantity, as measured by weight, volume, or piece count, and count
of entry lines. None of these measures is ideal. Importers are not required to pro-
vide FDA with either the value or the quantity of goods in an entry line, and often
they do not. When quantity data are provided, entry filers sometimes make signifi-
cant errors. Those errors can badly distort aggregate data. Entry lines can be count-
ed precisely, but the value and quantity of the goods in any given line can vary
enormously.

FDA uses the count of entry lines as the best available option. For the reasons
given above, aggregation of data on declared value or quantity is not feasible.

Question. To protect the public from food borne illness from both domestic and im-
ported products, what is the FDA doing to change the way it does business?

Answer. In November 2007, FDA released the Food Protection Plan, also known
as the FPP, to address both food safety and food defense for domestic and imported
products. The plan is integrated with the Administration’s Import Safety Action
Plan. The FPP is an integrated strategy that focuses on risks over a product’s life
cycle from production to consumption. The FPP targets resources to achieve max-
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imum risk reduction and address both unintentional and deliberate contamination.
The FPP relies on science and modern technology systems.

FDA was granted direct hire authority in April 2008 and will hire 161 new FTEs
to work in food safety. The Office of Regulatory Affairs has completed a 3-year plan
to increase State inspections and will hire 77 new FTEs with the fiscal year 2008
appropriation and an additional 53 new FTE with funds from the Consolidated Ap-
propriations Act, 2008, which will be available on July 1, 2008 to conduct food field
exams, inspections, and sample collections. The Center for Food Safety and Applied
Nutrition will hire one new FTE with the fiscal year 2008 appropriation and will
hire an additional 28 new FTEs with the funds from the Consolidated Appropria-
tions Act, 2008, which will be available on July 1, 2008 to assist with food safety
work aimed at protecting the Nation’s imported and domestic food supply from both
unintentional and deliberate contamination. The Office of Crisis Management will
hire two new FTEs with the fiscal year 2008 appropriation to assist FDA in quickly
responding to food safety threats. In addition, FDA is focusing on the interface be-
tween food protection and the agricultural production of commodities. FDA officials
have also met with the National Academy of Science and discussed a statement of
work for a comprehensive study of the gaps in public health protection provided by
the United State’s food safety system.

BREAST IMPLANTS

Question. The Food and Drug Administration approved silicone gel breast im-
plants, manufactured by Mentor, in November 2006. This approval came with rig-
orogs post approval conditions, including mandatory enrollment in longitudinal
studies.

Following the approval of silicone gel breast implants manufactured by Allegan,
the FDA made this enrollment in longitudinal studies optional.

What is the reason for this change? What specific data was presented to justify
this change?

Answer. In November 2006, both Allergan and Mentor Corporation received FDA
approval to market their silicone gel-filled breast implants in the United States,
subject to requirements to conduct post approval studies, also known as PAS, to an-
swer particular questions. FDA allowed the companies the opportunity to develop
different study designs and other protocol elements to meet this requirement. The
goals were to design studies that would minimize bias in the study results and in
which the subject enrollment goals could be achieved. The participation could be vol-
untary or mandatory. The companies proposed the specific study designs to answer
those questions and submitted them for FDA approval. Allergan proposed, and FDA
approved, a study with voluntary participation, while Mentor originally proposed,
and FDA approved, a study where participation was mandatory in order for women
to obtain the Mentor product.

In April 2007 FDA approved Mentor’s request to amend the MemoryGel™ Large
Post-Approval Study protocol to allow for voluntary instead of mandatory participa-
tion of study subjects. Mentor’s request reported that the company received many
complaints from Institutional Review Boards—IRBs, hospitals, and other institu-
tions, questioning the appropriateness of requiring patients to become subjects in
a PAS in order to receive an approved device. Mentor indicated that mandatory PAS
participation might not be consistent with standard PAS practice, and that several
complainants indicated that in keeping with good clinical practice, patient participa-
tion should be voluntary. The concerns had also made it difficult for Mentor to ob-
tain the IRB approval required to commence the study at a number of sites, slowing
overall progress of the study.

Based on FDA’s assessment of the supplement and principles of good study de-
sign, FDA approved the amendment to the MemoryGel™ Large Post-Approval
Study protocol which changed the enrollment type from mandatory to voluntary and
thus allows women access to this approved device without requiring participation
in a research study. The change increases participation of women who meet the PAS
inclusion criteria by eliminating barriers to IRB approval and patient enrollment.

The key points underlying FDA’s decision are as follows. First, there is no sci-
entific rationale for requiring mandatory subject participation. Mandatory and vol-
untary subject participation were acceptable alternative approaches to design the
PAS. Second, participation in the post-approval study for Allergan’s comparable sili-
cone gel-filled breast implants is voluntary. Third, Mentor’s request to allow vol-
untary participation of women who receive the MemoryGel™ implant is acceptable
as an alternative study design and is justified to allow women access to this ap-
proved device without requiring participation in a research study and to potentially
increase participation of women who meet the PAS inclusion criteria. Fourth, IRB
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participation and support is critical for the success of the Post-Approval Studies Pro-
gram. In the silicone breast implant studies, the role of IRBs is even more impor-
tant because the studies are long-term and involve tens of thousands of subjects.

Question. How many patients are currently enrolled in longitudinal studies of sili-
cone gel breast implants made by Allegan and Mentor? What percentage of women
Wh(é ha{\)re received implants since the November 2006 approval are enrolled in these
studies?

Answer. FDA believes this information about enrollment in ongoing studies is con-
fidential commercial information protected from public disclosure by statute and
regulation. It cannot be disclosed for the record absent permission from the compa-
nies. We apologize for any inconvenience this may cause. FDA does not have infor-
mation regarding the percentage of women who have received implants since the
November 2006 approval that are enrolled in these studies.

Quegtion. What other changes have been made to the post approval study require-
ments?

Answer. In May 2007, FDA approved a protocol change for the Large Post-Ap-
proval Study, requested by Mentor, that allows the company to enroll Canadian pa-
tients who receive the MemoryGel silicone breast implant in addition to the U.S.
study participants. The November 17, 2006, approval order states that Mentor will
enroll in this study. Mentor requested this protocol change to meet Health Canada’s
post-approval conditions for the MemoryGel Silicone gel-filled Breast Implant. Men-
tor will use the FDA MemoryGel PAS protocol for the Canadian MemoryGel partici-
pants. The sponsor plans to perform the analysis twice, once on all study partici-
pants and a second time based only on U.S. study participants.

Question. Are Mentor and Allergan currently in full compliance with the post ap-
proval requirements?

Answer. The status of Allergan’s and Mentor’s postmarket studies of silicone
breast implants and conditions is summarized in a table that I am pleased to pro-
vide for the record. Both Mentor Corporation and Allergan started enrolling patients
in February 2007 as required by their respective approval orders and both firms
have complied with the reporting requirements. The table below identifies the sta-
tus of individual approval conditions that Allergan and Mentor must meet.

[The information follows:]

STATUS OF ALLERGAN'S AND MENTOR CORPORATION'S SILICONE GEL-FILLED BREAST IMPLANT
POSTMARKET STUDIES AND CONDITIONS

Approval Condition Allergan Mentor

Core Post-Approval Study ...... Reporting status: On time?2 ...
Study Status: On time3 ...... . | Study Status: On time3
Large Post-Approval Study .... | Reporting status: On time! ..... | Reporting status: On time!
Study Status: Overdue3 (12-month patient | Study Status: On time3
enrollment target was not met).

Reporting status: On time 2

Device Failure Studies ........... Reporting status: On time? ... Reporting status: On time 2
Study Status: On time3 ...... Study Status: On time 3

Focus Group Study ................ Reporting status: On time 2 Reporting status: On time 2
Study Status: On time3 ...... Study Status: On time3

Informed Decision Process ..... Reporting status: On time? ... Reporting status: On time 2
Study Status: On time3 Study Status: On time3

Adjunct Study .....oooeereriennne Reporting status: On time 2
Study Status: On time 3

Reporting status: On time 2
Study Status: On time3

1Reporting status for Larger Post-Approval Study is “On time” if 15-month report was received by the February 16, 2008 due date.

2Reporting status is “on time” if 12-month report for a post-approval study other than the Larger Post-Approval Study was received by
November 17, 2007 due date.

3Study progress status for a post-approval study condition is “On time” if patient enrollment and follow-up targets have been met and
“Overdue” if the interim enrollment target was not met.

Question. Based on the post approval data already reported by Mentor and
Allergan, what findings has the FDA made regarding the safety of silicone gel
breast implants?

Answer. FDA’s review of the 12-month reports submitted by Allergan and Mentor
for the six conditions of approval indicates that the results regarding the safety of
the silicone gel breast implants presented in these reports are consistent with the
data available at the time of approval. The studies are continuing to allow FDA to
evaluate long-term device safety.

Question. Does the FDA have the necessary resources to enforce these post-ap-
proval requirements?
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Answer. In 2005, CDRH transferred the responsibility for post-approval study
oversight from the premarket staff of the Office of Device Evaluation and the Office
of In Vitro Diagnostics to the postmarket staff of the Office of Surveillance and Bio-
metrics, also known as OSB.

The fiscal year 2003—-2005 cohort approval commitments for the silicone breast
implants focuses on three areas: ensuring the timeliness of the study execution, en-
suring that the FDA-approved protocols are properly implemented, and making sure
that the studies are progressing well and provide meaningful results that can guide
regulatory actions.

OSB has two project managers who are fully dedicated to overseeing manufac-
turer compliance with post-approval study commitments. They enable OSB to ac-
knowledge receipt of study reports, monitor compliance with reporting requirements,
and contact the manufacturer when the reports are not received as scheduled.

In 2006, OSB instituted an automated tracking system to monitor PAS study com-
mitments. The project managers use this tracking system to make sure manufactur-
ers send PAS study progress reports on time and that we review these reports in
a timely manner.

Two OSB epidemiologists serve as the lead reviewers for post-approval commit-
ments and review the study reports to make sure the studies are progressing well.
A multi-disciplinary post market team of scientists is available as consultants to the
epidemiologists.

The FDA Post-Approval Studies Website went live in April 2007. The site docu-
ments the status of PAS studies for the two implants. A user can search for infor-
mation by the device name or manufacturer and view a description of the study,
the reporting schedule, and status of the studies—such as whether the study is On
Time or Overdue. The site is maintained by the project managers for Post-Approval
gtudies and updated once a month. I would be happy to provide the website ad-

ress.

[The information follows:]

http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma  pas.cfm.

QUESTIONS SUBMITTED BY SENATOR ROBERT F. BENNETT
HEPARIN AND DRUG FACILITY INSPECTIONS

Question. Dr. von Eschenbach, the recent recall of the blood thinning drug Hep-
arin has opened our eyes to some possible gaps in the agency’s inspection processes.
The recall has been particularly troubling because FDA has tied 62 deaths directly
to the use of contaminated Heparin. The Chinese company that prepared the con-
taminated ingredient should have been inspected by FDA before product approval,
but it was not. FDA stated that the agency thought the company had been in-
spected, but realized after the recall started that it had not received the required
pre-approval inspection. The reason the company was not inspected is because the
company’s name is similar to another facility in China that had passed FDA inspec-
tion. FDA admits that the agency confused the names of the facilities on the drug
application.

Can you help me understand how something like this could happen? I understand
that manufacturers of active drug ingredients must be inspected prior to drug ap-
proval, how does FDA miss one?

Answer. Under section 505 of the Federal Food, Drug, and Cosmetic Act, prior to
approval of a new drug application, abbreviated new drug application, or certain
manufacturing supplements, FDA determines that the methods used in, and the fa-
cilities and controls used for, the manufacture, processing, and packing of the appli-
cant’s drug are adequate to preserve the drug’s identity, strength, quality, and pu-
rity. Our policy has been, and continues to be that we approve drugs after verifying
that this standard is met based upon a recent inspection of the manufacturing facil-
ity or facilities named in the application. If we have a recent, satisfactory inspection
on record for a given facility named in the application, we generally will not conduct
a new pre-approval inspection of that facility prior to approving the application.
However, even if there is a recent inspection, we will inspect again if we determine
that the circumstances warrant it.

In this situation, FDA learned in January 2008 that Baxter received FDA ap-
proval to use the active pharmaceutical ingredient (API) manufacturer, Changzhou
SPL in Changzhou, China, although FDA did not conduct a pre-approval inspection
of the plant. The plant subsequently shipped product to Baxter. As FDA has ac-
knowledged, FDA’s failure to inspect the plant was the result of human error. FDA
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staff entering data into a database confused the name of the Changzhou plant with
another plant that had a similar name and had been previously inspected.

Question. What are you doing to make sure this doesn’t happen again?

Answer. Process improvements in CDER are already underway that will prevent
future data entry errors like this. These improvements include additional training
for those who perform data entry on which inspection assignments hinge, hiring
new staff dedicated to this data entry, and putting procedures in place that will pro-
vide FDA with the necessary data from drug manufacturers in a user-friendly way.
In addition, efforts are underway to centralize all FDA’s Information Technology, or
IT, systems to meet the challenges of the FDA in the 21st century. Coupled with
resource planning and development activities, FDA’s Office of Information Manage-
ment has undertaken detailed succession planning to ensure that the IT organiza-
tion that FDA is building for the 21st century remains reliable in support of FDA’s
mission and is sufficiently flexible to accommodate the science and technology ad-
vances of the future.

Question. In media calls, the agency stated that the mix-up occurred because the
company in question has a name similar to another Chinese company that had pre-
viously passed FDA inspection. From what I've heard, it appears that manufactur-
ers of active drug ingredients are identified by name and not by some standardized
system, for instance, numerically. Why? Do you think they should be identified
using a standardized system?

Answer. A unique numerical identifier for each registered facility can be helpful
for assuring FDA that the firm is the same entity of record in FDA databases, that
the physical location of the facility is valid, and that the firm is still engaged in
FDA-regulated business. Unique identifiers already in use at FDA, such as the Firm
Establishment Indicator number, or FEI, could be used for these validation pur-
poses. However, the FEI falls short of providing high-quality validation because it
is not implemented with a rigorous validation protocol. For example, inter-agency
computer applications can lead to the creation of new FEIs during importations
when information is conflicting or missing. Having a unique identifier is useful only
if the software and policy procedures use it for rigorous validation.

Although FDA has an ongoing effort to strengthen its own identity validation soft-
ware, there are benefits of partnering with third party organizations that are in the
business of uniquely identifying and collecting business information on companies.
First, the commercial firms succeed by maintaining high-quality firm identifiers (in-
cluding address) and business information. When a firm terminates business, the
identifier is no longer valid. Second, the third party business databases offer rapid
validation tools electronically. Finally, the third party databases provide business
relationships not routinely visible to FDA that are often an aid during supply chain
and other investigations.

FDA INTERNATIONAL OFFICES

Question. Currently, close to 15 percent of the food consumed in the United States
is imported and the percentage is rising every year. In addition, the volume of pre-
scription drugs imported into the United States is expected to increase by 12 per-
cent during fiscal year 2009. It is clear that the global marketplace is having a sig-
nificant impact on the products regulated by FDA. And, FDA currently does not
have any staff located abroad.

In the fiscal year 2009 budget, FDA States that it will establish an office in China
to better protect consumers from unsafe products. In addition, the fiscal year 2008
appropriations bill provided funding to increase domestic and import food inspectors,
including international inspectors. I understand you’ve been working with the Chi-
nese government to have employees stationed there.

What is the status of these discussions? When do you believe the first FDA em-
ployees will be stationed in China? And, how many employees do you expect will
be stationed there?

Answer. The discussions with the Chinese Government concerning stationing FDA
employees there are being handled by the U.S. Embassy. However, Secretary
Leavitt and I have had discussions with their Chinese counterparts, who have sig-
naled support. At this point, we are waiting for the Ministry of Foreign Affairs to
endorse the proposal.

FDA has received approval from the Department of State to station eight employ-
ees in China. FDA expects that it will station the first FDA employee, the Country
Director for the FDA Office, in Beijing by the end of calendar year 2008. FDA also
plans to make additional hires for China offices during 2009.
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Question. You have mentioned in public statements that China is not the only
country FDA would like to place employees. In what other countries are you looking
to locate employees, and have you begun negotiations with those countries?

Answer. FDA has agreements in place and we are making final arrangements for
offices in China. FDA has conducted general discussions about FDA foreign offices
with India and Jordan.

OVERALL FDA FUNDING

Question. Many people have said that FDA needs more money, including FDA’s
own Science Board. Specifically, the Science Board said that “FDA can no longer ful-
fill its mission without substantial and sustained additional appropriations.” The
Science Board suggested that an increase of $375 million in fiscal year 2009 is nec-
essary to help FDA fulfill its mission.

Dr. von Eschenbach, you appear to agree with the notion that FDA needs more
money. In an interview with the Wall Street Journal earlier this year, you said “to
do what [FDA] needs to do requires substantially more dollars than what has been
invested in the FDA thus far.” You also go on to state you wanted more out of the
budget process this year than what finally ended up in the budget request.

While $375 million in 1 year may be more than we can come up with, this sub-
committee is determined to help FDA in any way it can.

What do you think of the Science Board’s assessment?

Answer. On December 3, 2007, the FDA Science Board accepted the report of its
subcommittee entitled, “FDA Science and Mission at Risk.” The subcommittee re-
port reveals a number of areas that recommend increased investment. FDA takes
this report seriously. The need to improve science at FDA is not in question. Nor
is there any question that we must make a significant investment in improving the
science.

FDA is keenly aware that we must develop comprehensive solutions to face an
ever-changing scientific and technological landscape. We look forward to working
with Congress and other stakeholders to strengthen the scientific base at FDA and
ensure that in the next 100 years, FDA retains its reputation and preeminence as
the gold standard through the use of cutting edge science and technology.

?Question. Does FDA need more money than is requested in the President’s budg-

et?
Answer. FDA’s fiscal year 2009 budget request of an additional $50.7 million in
budget authority and $78.9 million in user fees for programs to protect America’s
food supply and for medical product safety and development reflects the competing
priorities the President and the President’s advisors must consider as budget sub-
missions to the Congress are developed. In light of these competing priorities, FDA’s
fiscal year 2009 budget request is the amount designated to allow FDA to achieve
its public health priorities.

Question. How much would you suggest is necessary in fiscal year 2009 to help
FDA meet its demands and which program areas would benefit most from addi-
tional resources?

Answer. The following document is an assessment of immediate resource needs
based on a professional judgment analysis, without regard to the competing prior-
ities that the agency, the President, and the President’s advisors must consider as
budget submissions to the Congress are developed. As the response indicates, the
amounts identified are in addition to amounts appropriated to FDA in fiscal year
2008.

[The information is attached.]

FDA FISCAL YEAR 2009 PROFESSIONAL JUDGMENT ESTIMATE

[Dollars in millions]

Fiscal year 2009 FTE
Food Protection $125 259
Safer Drugs, Devices, and Biologics 100 160
Modernizing FDA Science and Workforce 50 71
Total 275 490

The amounts identified in this document support three strategic investment
areas—protecting our food supply, assuring safer drugs, devices, and biologics, and
modernizing the essential infrastructure of FDA’s science and workforce. The
amounts are in addition to amounts appropriated to FDA in fiscal year 2008. Invest-
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ing in these three strategic areas will permit FDA to rapidly achieve important pub-
lic health goals that cut across strategic components of the Agency.

This document responds to the request for the FDA’s professional judgment con-
cerning resource needs. The document and was developed without regard to the
competing priorities that the President and his advisors must consider as budget
submissions to the Congress are developed.
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PAY COSTS

Question. The budget request includes a net increase request of $54 million in
budget authority. The increase is supposed to fund pay costs and increases in food
safety and medical product safety. However, the budget also states that the pay and
benefits need for fiscal year 2009 is slightly more than $59 million, approximately
$5 million more than the request.

It is apparent that maintaining current staff levels will consume your entire re-
quest amount in fiscal year 2009. Since this is the case, how will you accomplish
the food safety and medical product safety activities promised in the budget? Will
you be forced to cut back in other areas?

Answer. The fiscal year 2009 President’s Budget provides staff for FDA to perform
its public health mission and provide inspectors, medical and consumer safety offi-
cers, food safety technologists, medical product reviewers, postmarket safety experts,
and other public health experts to safeguard the American public and implement
the food and medical product safety activities outlined in the budget.

The President’s fiscal year 2009 budget contains $25 million to pay the cost of liv-
ing increase for FDA employees. FDA will cover fiscal year 2009 cost increases
through a combination of strategies, including reducing operating costs and the de-
sign of its hiring plan.

IT INVESTMENTS

Question. Dr. von Eschenbach, in a recent speech to the Food and Drug Law Insti-
tute you mentioned that FDA’s information technology infrastructure is “adequately
funded at $200 million a year, but [it] remains antiquated, unreliable, and beset by
high-cost maintenance.” You said that FDA’s IT infrastructure is essentially “a quilt
of patched-together hardware, and fragmented software packages.”

In addition, one of the findings in the recent Science Board report was that “FDA
lacks information technology capability and capacity to support monitoring of drug
and food safety and is particularly challenged in the regulation of products based
on new science.” The Science Board goes on to recommend the development and exe-
cution of a comprehensive IT modernization plan.

FDA’s budget for fiscal year 2008 is about $2.2 billion. According to your numbers,
the agency is spending about 10 percent of its budget on IT.

How is it possible that your IT systems are in such shambles if the agency is reg-
ularly spending about 10 percent of your budget on IT? Based on your statement,
you appear to agree that $200 million a year is “adequate”.

Answer. We concur that FDA faces many challenges maintaining its current man-
agement information system while also upgrading its IT services to meet the chal-
lenges of the 21st century. However, FDA has made great strides since fiscal year
2004, and has accelerated its progress during fiscal year 2007 to centralize FDA-
wide IT resources. FDA activities will result in strengthening FDA’s base oper-
ations, eliminating duplicative systems, standardizing processes and procedures,
and generally improving the efficiency of FDA IT systems.

Starting in 2004, the FDA Business Framework established and implemented the
Bioinformatics Board, also known as the BIB. The BIB provides strategic direction,
coordinates FDA business processes, and harmonizes information management ini-
tiatives. The BIB governance structure operates with five Business Review Boards
to harmonize FDA business processes across strategic lines of business. The five
Business Review Boards address Pre-Market Activity, Post-Market Safety, Product
Quality and Compliance, Administrative Services, and Scientific Computing and
Computational Science.

FDA progress coordinating the management of information systems matured in
2007 with the creation of the Chief Operating Officer position and the elevation of
the Chief Information Officer. These actions signified the importance and criticality
of Information Management at FDA. At the same time, the Business Review Board
identified 5-year goals and strategic objectives for five FDA-wide Information Tech-
nology initiatives.

The first initiative is the Information and Computing Technologies for the 21st
Century, which is designed to provide modernized servers and analysis mechanisms
to meet Bioinformatics requirements.

The second initiative is updating MedWatch, which is a system created to provide
a portal for adverse event reporting and consumer complaints.

The third initiative is the Harmonized Inventory Project, an exciting endeavor to
clean up legacy data and provide one source of truth for registration and listing in-
formation.

The fourth initiative is the creation of a Common Electronic Document Room to
facilitate data sharing across all of the FDA business lines.
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Finally, the FDA Advanced Submission Tracking and Review System, upon com-
pletion, will move data across applications throughout the continuum of the product
lifecycle, from pre-approval through consumption, creating a close loop system en-
compassing all FDA business lines.

In summary, these initiatives not only lay the foundation for integrating disparate
existing systems across the FDA, but they also align with recently enacted legisla-
tion and action plans.

Continuing in 2008 and beyond, FDA will achieve business driven IT that is man-
aged as an FDA IT investment portfolio. FDA will standardize approaches to devel-
oping systems to increase interoperability, minimize redundancy by centralizing IT
and obtain economies of scale across FDA. FDA will deliver the systems and
functionality to implement FDA Amendments Act, Import Safety Action Plan, and
the Food Protection Plan.

These advances at FDA have raised Information Technology to a corporate level
resource that is being directed, governed, and managed across FDA by the
Bioinformatics Board and the CIO. This approach enables business driven IT sup-
port and services that allow FDA to achieve its mission of promoting and protecting
public health.

Question. If you were to prioritize areas where IT investment could be made, what
would those areas be and how much would you invest?

Answer. FDA’s Business Review Board identified 5-year goals and strategic objec-
tives for five FDA-wide Information Technology initiatives. The five initiatives are
Information and Computing Technologies for the 21st Century, MedWatch, the Har-
monized Inventory Project, a Common Electronic Document Room, and the FDA Ad-
vanced Submission Tracking and Review System. These are long-term IT projects
and FDA is still evaluating the resource requirements to accomplish these IT prior-
ities.

CRITICAL PATH ACTIVITIES

Question. Last year, you joined us in Utah for a subcommittee hearing on FDA’s
critical path initiative. During the hearing we discussed ways that FDA can work
with universities and non-profit organizations to optimize drug dosing for certain
patients, thus minimizing adverse events and helping people get the drug that is
right for them. In the fiscal year 2008 appropriations bill, the Committee provided
$7.5 million for the critical path initiative, of which $2.5 million was made available
for competitive critical path research grants.

Could you update us on your progress in this area?

Answer. FDA has awarded more than $3 million in grants and contracts so far
this year to external organizations to support a variety of critical path activities, in-
cluding efforts in support of personalized medicine.

For example, we renewed and extended our contract with the Critical Path Insti-
tute, C-Path. As you know, C-Path was co-founded by the University of Arizona and
Stanford Research Institute, International, as a neutral ground for supporting col-
laborations on education and training in applied research and regulatory sciences.
FDA and C-Path executed a memorandum of understanding that lays out the gen-
eral parameters for these collaborations. One of these collaborations, the Predictive
Safety Testing Consortium—PSTC—was announced in March 2006 to develop and
qualify preclinical safety biomarkers. Although that effort will continue, significant
progress already has been made. FDA and our European counterpart, the European
Medicines Agency (EMEA) currently are reviewing the validity of seven new tests,
or biomarkers, to detect drug-induced kidney damage. The PSTC was able to bring
together 190 international scientists to share scientific data and generate a novel
simultaneous submission to both regulatory bodies.

We look forward to the possibility of further transatlantic cooperation for safer
medical products. We hope for similar, continued advancements from our five work-
ing groups: Kidney Toxicity, Liver Toxicity, Blood Vessel Toxicity, Carcinogenicity,
and Muscle Toxicity.

Question. Are there any particularly promising critical path projects that you
would like the Committee to know about?

Answer. We would like to share four important projects with you today.

FDA is developing and implementing a single electronic portal for the receipt of
all adverse event reports coming into the Agency—MedWatchPLUS. A 5-year con-
tract was awarded to SRA International, Inc. in early 2008 for the integration of
the MedWatchPlus portal and the FDA Adverse Event Reporting System, our new
harmonized adverse events reporting system. This effort is critical for public health;
it will greatly improve the quality and consistency of the adverse event reports that
we receive. We are also working on a related effort with the National Institutes of
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Health to develop an electronic reporting questionnaire that will greatly reduce the
burden on the healthcare community and the public when they report to us through
the new portal.

FDA is working to explore the possibility of collaborating to create a national, in-
tegrated, electronic system for monitoring medical product postmarket safety. This
Sentinel System would enable FDA to capitalize on the capabilities of multiple, ex-
isting data systems to augment the Agency’s current postmarket monitoring capa-
bility.

C-Path is helping launch a large collaboration dedicated to advancing progress
against major diseases, initially Alzheimer’s and Parkinson’s. The Coalition Against
Major Diseases, CAMD, will enable FDA, industry, academic scientists, government
agencies, and healthcare providers to share pooled data on the natural history of
diseases. With these data we will generate a quantitative disease progression model
that can be made available for all to use in designing clinical trials to more effi-
ciently evaluate new therapies. This effort will be similar to our collective attack
on HIV/AIDS.

Finally, the Clinical Trials Transformation Initiative, CTTI, is a collaborative en-
deavor with Duke University and other academic and industrial Critical Path part-
ners. The aim is to improve the efficiency and safety of clinical trials by incor-
porating new information technology and monitoring systems.

FOOD SAFETY RESEARCH

Question. In the fiscal year 2008 appropriations bill, the Committee provided $3
million for food safety research under the National Research Initiative at USDA. We
directed the Department of Agriculture and FDA to work together to develop food
safety research priorities that benefit both USDA and FDA.

How is this effort progressing? Have you identified research priorities and started
the process of awarding research grants?

Answer. The FDA and USDA’s Cooperative State Research, Education, and Exten-
sion Service, also known as CSREES, have met on several occasions to discuss
FDA’s broad food safety research priorities in relation to how these priorities would
benefit USDA. FDA’s priorities from these discussions are incorporated in two of the
current priorities that CSREES announced in their request for proposal, also known
as an RFP. Fiscal year 2008 research priorities will address human enteric viruses
or microbial toxins in the areas associated with seafood and in the areas of fresh
fruits, nuts, and vegetables.

For fiscal year 2008, CSREES’ Food Safety Program’s review panel met April 22
through 24, 2008, to rank proposals received. One FDA scientist participated as a
member of the review panel. Awards will be made based on normal CSREES extra-
mural and contract procedures. FDA has had additional discussions with CSREES
regarding establishing a more formal process for seeking FDA’s input into the devel-
opment of next year’s RFPs, and FDA is currently moving forward with those ar-
rangements.

Question. What are the food safety research priorities for FDA?

Answer. FDA’s Food Protection Plan emphasizes the need to know the science un-
derpinning how and where food becomes contaminated and the associated risks. The
Food Protection Plan also highlights the use of science to determine optimal inter-
ventions to reduce the likelihood of contamination and harm. The Center for Food
Safety and Applied Nutrition, known as CFSAN, the Center for Veterinary Medi-
cine, known as CVM, and the National Center for Toxicological Research, known as
NCTR, work collaboratively to advance research in the food safety arena.

The following information describes the CFSAN food safety research priorities.
FDA periodically updates its research priorities to reflect the changing needs of food
programs. CFSAN is currently updating its research priorities since the center suc-
cessfully completed a cycle of research focused on food defense issues. The center
is initiating research to support our Food Protection Plan. These priorities include
addressing issues related to the prevention, intervention and response components
of the Food Protection Plan. Priority regulatory activities that will require substan-
tial research support are likely to include work in chemical and microbiological sam-
pling and detection methods, interventions to prevent the contamination of produce
and dairy products, assessing the safety of dietary supplements, research to support
dietary guidelines, conducting of evidenced-based evaluation of health claims, and
developing and disseminating guidance to stakeholders for food safety concerns.
CFSAN will address these research needs through intramural and extramural re-
search, Centers of Excellence partnership programs, and our established inter-
actions with research agencies such as USDA’s Cooperative State Research, Edu-
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cation, and Extension Service, USDA’s Agricultural Research Service, and the Na-
tional Institutes of Health.

The following information describes the CVM food safety research priorities. In
the area of antimicrobial safety, CVM is developing rapid methods such as
microarray and biomarkers to screen foodborne pathogens for genetic relatedness.
CVM is also developing rapid methods to screen for the carriage of resistance genes
in order to measure the migration of resistance genes from the animal production
environment to humans where they can cause intestinal illness. This information
will help assess the risk associated with antimicrobial use in food-producing ani-
mals. CVM’s National Antimicrobial Resistance Monitoring System, or NARMS, pro-
vides ongoing monitoring data on the antimicrobial susceptibility patterns in com-
mon foodborne bacteria. This information can be used to alert the veterinary med-
ical community and regulatory officials about emerging resistance problems that
may compromise drug efficacy.

In the area of animal feed safety, CVM is developing and validating methods for
detecting prohibited proteins from the United States and European Union sources
in animal feeds. The methods will provide Federal and State investigators with
rapid and sensitive tools for enforcing the FDA Feed Ban, thus preventing the
spread of BSE in cattle and the possible outbreak of variant Creutzfeldt-Jakob dis-
ease in humans. We are also conducting residue depletion and toxicity studies asso-
ciated with melamine and cyanuric acid in animal feeds. Information from these in-
vestigations will aid in assuring the safety of animals consuming contaminated feed
and humans consuming animal products.

In the area of drug residues and chemical contaminants, CVM is developing meth-
ods for use in Federal and State regulatory laboratories to detect illegal drug resi-
dues in animal-derived foods such as aquaculture products and honey. Methods are
being developed to detect illegal residues, natural toxins, and dangerous contami-
nants in animal feeds. Significant progress has been made in developing methods
to detect melamine and cyanuric acid in feeds, and to develop methods capable of
testing for a variety of contaminants in distillers’ grains, a byproduct of the ethanol
industry frequently used as a component of animal feeds.

NCTR provides research that supports FDA’s food safety priorities in three spe-
cific areas. NCTR is conducting research to develop, validate, and implement test
methods to rapidly detect chemical and microbial contamination of food. The results
of this research are evaluated for application in the FDA Office of Regulatory Affairs
field laboratories as well as in commercial food facilities. NCTR research also as-
sesses the biological activity of food contaminants. This research includes deter-
mining the toxic effects of the contaminants, evaluating methods to neutralize the
contaminant, and investigating pathways of antimicrobial resistance. NCTR devel-
ops tools that assist FDA to identify high-risk products, and thereby facilitate opti-
mal use of inspection resources. These tools include statistical models and methods
to evaluate the risk potential of imported and domestic products. NCTR is also col-
laborating to develop a database that contains genetic information about bacterial
strains that can be used to differentiate between pathogens and nonpathogens and
facilitate tracing pathways of contamination.

GENERIC DRUG CITIZEN PETITIONS

Question. Dr. von Eschenbach, you've mentioned in public statements that one
significant challenge posed by the Food and Drug Administration Amendments Act
is the 180-day deadline for FDA to take final action on certain citizen petitions re-
lated to the approval of generic drugs. You've stated that meeting this new deadline
will require significant new efforts and additional resources.

For the past 2 years, this subcommittee has provided FDA with more money than
was requested in the budget for generic drug review. Is it possible to use these re-
sources to assist with the review of citizen’s petitions?

Answer. FDA recognizes the value of the subcommittee’s interest and support for
the Generic Drug Review program, as represented by the additional resources pro-
vided for generic drug review during the last 2 years. The increased funding has
been instrumental in ensuring that FDA can continue its performance in expanding
the availability of high-quality generic drug products and providing consumers and
healthcare providers with information on the safety and effectiveness of generic
drugs.

The staff hired with the new funding that FDA received in recent years is not
specifically focusing on reviewing citizen petitions. However, increased staff helps to
ensure that the Office of Generic Drugs has the expertise necessary to reviewing
citizen petitions.
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Question. Do you have an estimate of how much would be necessary to meet this
new deadline? If so, how much?

Answer. Review of Citizen Petitions subject to Section 914 of the Food and Drug
Administration Amendments Act of 2007 involves the work of experts in several of-
fices throughout FDA, including CDER’s Office of Regulatory Policy, Office of Ge-
neric Drugs, and the Office of New Drugs, as well as the Office of Chief Counsel.
We estimate that a total of 40 additional FTEs would be needed to adequately staff
all of these offices for this purpose.

IMPLEMENTATION OF THE FDA AMENDMENTS ACT OF 2007

Question. Congress passed, and the President signed into law, the Food and Drug
Administration Amendments Act last September. The act is very broad. It reauthor-
ized and expanded FDA’s drug and device user fees and included provisions related
to food safety, drug safety, research on pediatric products, and advisory committees.
According to FDA’s implementation plan, the act included 125 separate clauses or
provisions that require action.

How are the agency’s implementation plans progressing? What would you con-
sider the greatest implementation challenge for the agency?

Answer. FDA efforts to implement the Food and Drug Administration Amend-
ments Act, also known as FDAAA, are proceeding well. After FDAAA passed last
year, we determined that there were approximately 125 provisions which FDA need-
ed to implement or would have a role in implementing. These provisions, however,
represent many more individual tasks. For example, one provision may take thirty
individual tasks to accomplish while another provision may require only two or
three tasks. As we implement the provisions, additional tasks are added as the full
impact of a provision is not always obvious at the outset of implementation.

There are several challenges in implementing FDAAA. The complexity and
breadth of the provisions coupled with various specific deadlines pose an enormous
challenge to FDA—one that I believe agency employees are doing their best to meet.

Question. Are you meeting the deadlines set forth in the legislation?

Answer. At the current time we have been able to meet almost all of the specific
deadlines required by FDAAA.

MEDICAL DEVICE REVIEW PERFORMANCE

Question. As you know, I've been very interested in the medical device user fee
program and I have asked many questions about the performance of the program
since it was enacted. In addition, this subcommittee has shown a significant amount
of support for this program by providing inflationary increases to fully fund the pro-
gram.

Can you tell us how the agency is doing in regards to meeting the performance
goals associated with the user fee program?

Answer. FDA continues to succeed in improving the process for the review of med-
ical device applications and meeting the performance goals first established under
the Medical Device User Fee and Modernization Act of 2002, known as MDUFMA.
Title II of the Food and Drug Administration Amendments Act of 2007 continued
MDUFMA performance goals.

MDUFMA requires close collaboration with stakeholders and increased commu-
nication with applicants. FDA is working to clarify its regulatory requirements and
make its decisions more transparent through new guidance, educational materials,
and meetings. We continually seek to enhance the efficiency and flexibility of our
review processes. These efforts help applicants improve the quality of their submis-
sions, and help FDA provide more timely, better-focused reviews. Our ultimate ob-
jective is to make important new medical devices available to patients and
healthcare providers earlier, while continuing to ensure the quality, safety, and ef-
fectiveness of those devices.

I would be happy to provide for the record a table that summarizes FDA’s per-
formance on the goals established for the fiscal year 2003-fiscal year 2007 receipt
cohorts, showing results achieved through March 31, 2008. The goals applicable to
the fiscal year 2008 receipt cohort have been in place for only 6 months, so it is
too early for statistical measures to provide useful insights into our progress to-
wards achieving those goals. FDA has, however, taken action to ensure that we are
well positioned to achieve the goals for fiscal year 2008-fiscal year 2012. FDA is de-
veloping and implementing a new interactive review process that will contribute to
better communication with applicants and more rapid resolution of review ques-
tions.

[The information follows:]
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Question. What criteria does the agency use to determine the allocation and pri-
ority for the distribution of any increase in staff across FDA components, including
offices, divisions, or branches resulting from the medical device user fees and re-
lated Congressional appropriations?

Answer. The Food and Drug Administration Amendments Act of 2007, known as
FDAAA, was signed into law on September 27, 2007. FDAAA reauthorized FDA’s
authority to collect fees from the medical device industry under the Medical Device
User Fee and Modernization Act, also known as MDUFMA. The activities that com-
prise the medical device review process are defined in MDUFMA. Medical device re-
view components within FDA that conduct activities that are included in the review
process, as defined by MDUFMA, receive increased allocations from device user fee
collections.

FDA allocates medical device user fees and other medical device appropriations
to best achieve FDA’s public health objectives, device performance goals, and other
expectations established under MDUFMA, as amended. The allocation between the
Center for Devices and Radiological Health, or CDRH, and the Center for Biologics
Evaluation and Research, or CBER, is based on the workload balance between the
two centers. FDA estimates the percent of the device review workload performed by
CDRH and CBER, and allocates MDUFMA resources accordingly. Field resources
are allocated among FDA district offices by the Office of Regulatory Affairs accord-
ing to each district’s projected workload. The Centers and ORA apportion their indi-
vidual resource allocations to their offices, divisions, and branches.

Question. Even though the devices center has received significant increases over
the past few years, I understand that the demands on staff are very high. Are there
additional tools, such as third party reviews, third party inspections, or fellowship
programs available to augment the work of the center? Please discuss the benefits
of these programs and why they are important.

Answer. These three programs—third-party review of 510(k) premarket notifica-
tions, third-party establishment inspections, and the Medical Device Fellowship Pro-
gram—provide FDA with important tools that can help us better achieve our public
health objectives.

The purpose of the program permitting third-party review of certain 510(k) pre-
market notifications is to improve the efficiency and timeliness of FDA’s 510(k) proc-
ess. This is the process by which most medical devices receive marketing clearance
in the United States. Under the program, FDA has accredited third-parties that are
authorized to conduct the primary review of 510(k)s for eligible devices. Persons who
are required to submit 510(k)s for these devices may elect to contract with an Ac-
credited Person and submit a 510(k) directly to the Accredited Person. The Accred-
ited Person conducts the primary review of the 510(k), then forwards its review, rec-
ommendation, and the 510(k) to FDA. By law, FDA must issue a final determination
within 30 days after receiving the recommendation of an Accredited Person. 510(k)
submitters who do not wish to use an Accredited Person may submit their 510(k)s
directly to FDA. FDA data shows that third-party reviews are somewhat more rapid
than an FDA review in some instances. Third-party 510(k)s submitted to FDA are
also exempt from any medical device user fee that would otherwise apply.

As of April 15, 2008, FDA has accredited 16 third-party organizations to conduct
quality systems inspections of certain medical device establishments. Individuals
from eight of these organizations have completed FDA’s training requirements and
FDA has cleared these individuals to conduct independent inspections. Through
April 15, 2008, accredited organizations have conducted six inspections. Although
few inspections have been conducted to date, changes specified by the Food and
Drug Administration Amendments Act of 2007, also known as FDAAA, have the po-
tential to eliminate certain obstacles to manufacturers’ participation in FDA’s pro-
grams for inspections by accredited third parties.

CDRH established the Medical Device Fellowship Program, also known as MDFP,
to increase the range and depth of collaborations between CDRH and the outside
scientific community. The MDFP offers short and long-term fellowship opportunities
for individuals interested in learning about the regulatory process and sharing their
knowledge and experience in the many specialized fields that concern medical de-
vices. Physicians with clinical or surgical expertise, engineers in biomedical, me-
chanical, electrical and software areas, and individuals from many other scientific
disciplines have participated in the fellowship program. Opportunities are available
for students in many other areas as well. This collaboration improves FDA’s review
processes, postmarket surveillance, and science base, all of which contribute to ef-
forts to ensure patients and health care professionals have timely and continued ac-
cess to safe and effective medical devices.
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ROLE OF PHYSICIANS IN MEDICAL DEVICE DEVELOPMENT

Question. As you know, I've been very interested in the medical device user fee
program and I have asked many questions about the performance of the program
since it was enacted. In addition, this subcommittee has shown a significant amount
of support for this program by providing inflationary increases to fully fund the pro-
gram.

The role of physicians in medical device development and utilization is often not
well understood. Can you comment on the role that physicians play in the develop-
ment of new technologies? Does FDA ever require device companies to train physi-
cians in the use of new technologies?

Answer. A physician may play any number of roles in product development and
use, including developer, researcher, investigator, instructor, as well as end user.
For example, a physician may identify a problem in medical care, which could ini-
tiate the development of a new device. Physicians may also be involved in the con-
duct of research on a device, including serving as primary investigators, on Institu-
tional Review Board committees, or as monitors of large clinical trials. A physician
serving as an investigator may participate in data collection and data analysis for
a device premarket submission and may also represent the company in presenting
this information to FDA. Once a device is cleared or approved for marketing, physi-
cians may also have a role in teaching other physicians about device use, for exam-
ple, as a means of promoting safe and effective use.

Yes, FDA has required training as a condition of approval included in premarket
approval application orders. For example, carotid stent approval orders require that
labeling specify the training requirements that apply to practitioners before they
may use these stents. Also, many firms voluntarily provide training for physicians.

OFFICE OF GENERIC DRUGS PRODUCTIVITY

Question. The subcommittee is sympathetic to the workload that the Office of Ge-
neric Drugs (OGD) is facing. We all understand and appreciate that generic drugs
are cost-effective alternatives that save consumers billions of dollars a year and we
appreciate the work that OGD is doing.

With respect to FDA’s performance goals, in your most recent budget justification,
you indicate two factors have served to lower your productivity. You said that the
move to the White Oak campus is “expected to cause a disruption in productivity.”
You also indicated that working under a Continuing Resolution during the First
8a%ter in fiscal year 2008 has caused a delay in hiring and training new staff at

Given that you have now announced OGD’s move to White Oak, please provide
the Committee with an update on your projected productivity at OGD? In addition,
we would appreciate your providing an update on the number of new staff hired and
trained with the funding the Committee provided last year.

Answer. OGD will remain in its current Metro Park North buildings for the im-
mediate future. OGD currently occupies three buildings on that the Metro Park
North complex.

Overall productivity remains high. However, it is still difficult to keep pace both
with the incoming applications and with other matters requiring OGD resources
such as Citizen Petitions, lawsuits challenging the approval of generic drugs, and
providing guidance to the industry.

In the period from October 1, 2007 through April 15, 2008, OGD has been able
to hire 31 new staff representing a variety of scientific and clinical expertise. These
new hires are undergoing training. Once that training is completed, OGD expects
them to make significant contributions to review performance.

GENERIC DRUG APPLICATION ACTIONS

Question. You have advised the Committee that the OGD target is 1,900 actions
for fiscal year 2009, including approvals, tentative approvals, not approvable, and
approvable actions on applications. You have also said that your target approval
time for the fastest 70 percent of original generic drug applications approved for the
fiscal year 2003—-2005 cohort is 17.8 months, an increase of 1.8 months from the fis-
cal year 2002-2004 cohort of 16.0 months. This, of course, is contrasted with the
statutory review time of 6 months.

Will the new staff you have hired and trained affect these projected times?

Answer. OGD believes that it will make the goal of 1,900 actions in fiscal year
2009. The Office is on track to exceed the fiscal year 2008 goal of 1,780 actions. As
recently hired staff becomes fully trained, OGD will be more confident in its ability
to reach these goals. Current performance is based on many overtime hours.
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The fiscal year 2003-2005 cohort approval time is 16.6 months. The cohorts for
subsequent years are not sufficiently populated to make a determination. OGD does
know that its yearly median time to approval has increased due to the escalating
workload. OGD continues to endeavor to take first action (approval, not approval,
or tentative approval) within the statutory timeframe but the volume of applications
often thwarts OGD efforts.

As background regarding Abbreviated New Drug Application (ANDA) review
times, the Food, Drug, and Cosmetic Act states in section 505G)(5)(A), “Within 180
days of the initial receipt of an application under paragraph (2) . . . the Secretary
shall approve or disapprove the application.” Therefore, either an approval or not
approval or similar action not resulting in approval is considered by FDA to be an
action that meets this statutory timeframe. FDA makes every attempt to meet this
statutory timeframe. However, for a number of reasons it is not always possible to
do so. After receiving a disapproval action, manufacturers frequently resubmit appli-
cations that address the deficiencies identified in the disapproval action.

Question. Can you provide the Committee with information on the 30 percent of
generic drug applications that are outside your “70 percent measure” . . . For ex-
ample, could you provide us with information on the most speedily approved and
the most delayed in approval ANDAS (e.g. how fast ANDAs outside the 70 percent
cohort have been approved, and how long others have been delayed)?

Answer. Generally, the quickest ANDA approvals or tentative approvals have
been applications submitted under the President’s Emergency Plan for AIDS Relief
(PEPFAR). Traditionally, the review of these applications is expedited.

In general, applications that take longer to review and approve are from less ex-
perienced manufacturers, cover highly complex products or dosage forms, or are re-
lated to products that are the subject of Citizen Petitions challenging FDA’s ap-
proval requirements for the drugs. Applications can also take longer to approve if
concerns are raised during facility inspections. For example, applications from one
firm were on hold for about 2 years because the manufacturer had been unable to
address inspection issues. These cases can delay a number of applications and affect
the overall average time to approval. In addition, delays are often caused by the ap-
plicants themselves. For internal business reasons, firms may not place high pri-
ority on certain applications and may not respond to deficiency letters in a timely
fashion. This can considerably delay approval time.

Also, please note that some applications may never be approved because the appli-
cant cannot demonstrate to OGD that the proposed product meets all of the require-
ments for approval. It is important to understand that part of OGD’s mission is ful-
filled by preventing inferior, unsafe, and dangerous products from entering the mar-
ket. Whether a product is approved and how quickly it is approved is controlled by
both OGD and other supporting FDA organizations, and the applicants themselves.
Poor submissions or inadequate proposed products can result in substantial delays
to approval time or in a proposed product never being approved.

Question. How long have the oldest ANDAs which are still under review been
pending before the FDA?

Answer. There are two unapproved applications for a product that were submitted
8 and 9 years ago. However, that product has a long and complicated regulatory his-
tory that has affected the review of the applications. The next oldest applications
were received about 4 years ago. Action on those applications has not occurred be-
cause FDA must consider issues raised in citizen petitions that relate to the approv-
ability of the products.

Also, please note that some applications may never be approved, because the ap-
plicant cannot demonstrate to OGD that the proposed product meets all of the re-
quirements for approval. It is important to understand that OGD’s mission is ful-
filled by preventing inferior, unsafe, and/or dangerous products from entering the
market. Whether a product is approved and how quickly it is approved is controlled
by both OGD (and other supporting FDA organizations) and the applicants them-
selves. Poor submissions and/or inadequate proposed products can result in substan-
tial delays to approval time or a proposed product never being approved.

Let me now turn to one example of what appears to be an extremely long delay
in approval of an Abbreviated New Drug Application that has been brought to my
attention. We are aware that the agency has had under review for several years one
or more ANDAs with respect to enoxaparin, a low molecular weight heparin, which,
some scientists believe has a better safety profile.

Question. Given the recent heparin recall, without revealing any confidential in-
formation, could you outline the efforts the agency is making to approve generic sub-
stitutes on a priority basis, if any? Is the agency close to giving final approval to
generic alternatives?
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Answer. OGD has not approved an abbreviated application for enoxaparin. There-
fore, the Office may not discuss the manner in which any review is handled nor may
OGD indicate how close any potential approval might be. OGD will expedite the re-
view of any new applications for heparin in an effort to alleviate a possible shortage
situation. However, we cannot comment on the existence or status of pending appli-
cations.

Question. If a shortage of any drug becomes critical, what steps is the agency tak-
ing to make certain adequate alternative supplies are available to patients? Are ge-
neric alternatives included in these steps?

Answer. It has been the practice in OGD to expedite reviews of applications for
products that may prevent or remedy potential shortages or in matters affecting the
public health. This practice is reflected in a Manual for Policies and Procedures for
OGD which states: “Certain applications may be identified at the time of submission
for expedited review. These include products to respond to current and anticipated
public health emergencies, products under special review programs such as the
President’s Emergency Plan for AIDS Relief (PEPFAR), products for which a nation-
wide shortage has been identified . . . ”

QUESTIONS SUBMITTED BY SENATOR ARLEN SPECTER
GENERIC BIOEQUIVALENCE

Question. The FDA’s Office of Generic Drugs has not provided a public process
for the development of new bioequivalence methods for locally acting drugs. Bio-
equivalence is used to ensure that a generic drug will be equivalent to a brand
name drug. FDA should not develop new scientific methods without transparency,
or use those methods to review drug applications until the methods have undergone
public and peer review.

In a May 1, 2007 policy statement, the FDA stated that the development of
“methods for the assessment of bioequivalence of locally acting drugs” is an area
where “additional discussion and collaboration about the science” are needed. The
expected result of that statement would be an open public process when developing
new bioequivalence methods for locally acting drugs. However, the approval process
for Vancocin and Lidoderm continue to be developed without transparency.

Generic drugs are an important part of our healthcare system. Currently, over 60
percent of the prescriptions written in the United States are for generic drugs. Crit-
ical to ensuring the safety and effectiveness of generic drugs is the science used to
establish bioequivalence of these generic drugs. I have spoken with you on a number
of occasions regarding the need for a public process for development of new bio-
equivalence methods for locally acting drugs. Further, I have sent five letters re-
garding this issue. They were sent on: December 29, 2006, April 3, 2007, September
26, 2007, and March 28, 2009. On March 28, I sent two letters one regarding locally
acting drugs the other specifically on Lidoderm.

Will you commit to developing a process that ensures public review of the data
and rationale behind new bioequivalence methods for locally acting drugs before
those new methods are used to review or approve generic products?

Answer. In response to your April 3, 2007 letter, FDA advised that notice-and-
comment rulemaking is not necessary to ensure that the standards applied by FDA
to the approval of generic vancomycin products are scientifically sound and have
been thoroughly reviewed by appropriate medical and technical experts. Since the
passage of the Hatch-Waxman amendments in 1984, FDA determined the bioequiva-
lence criteria for hundreds of products without notice-and-comment rulemaking.
These products included products to treat cancer, HIV/AIDS, and other serious dis-
eases. Just as in assessing whether the sponsor of an innovator drug has submitted
adequate studies to establish that its product is safe and effective, FDA relies on
the most up-to-date and rigorous science available in assessing whether an Abbre-
viated New Drug Application, known as an ANDA, sponsor has submitted adequate
evidence of bioequivalence.

FDA can obtain public input regarding applicable bioequivalence criteria through
a number of mechanisms. Currently, whenever possible, FDA is making bioequiva-
lence recommendations available to industry as guidance, to assist in the develop-
ment of new generic products. The guidance is initially available in draft and public
comment is invited. FDA develops guidance based on procedures set forth in regula-
tions which establish Good Guidance Practices. As a general matter, these regula-
tions provide for a process by which the public can comment on draft guidance and
suggest alternative methods. FDA has also sought input from the Advisory Com-
mittee for Pharmaceutical Science on recommendations for bioequivalence studies
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for locally acting drugs related to the products you mentioned. We are considering
holding an additional Advisory Committee meeting in the near future at which
these issues will be examined. As we have stated in the past, we continue to con-
sider your concerns as we address these scientific challenges.

PRE-EMPTION

In recent years, the FDA has made clear in final and proposed regulations, and
in amicus briefs submitted to courts, the agency believes its decisions regarding ap-
proval of drugs, medical devices, and the labels on the drugs and devices pre-empt
State law tort claims against manufacturers. On this basis, many courts are dis-
missing negligence and failure to warn claims against drug and device manufactur-
ers if the FDA has approved the device, drug or label. Some argue that State tort
claims are the only means for consumers to seek redress for injuries caused by in-
sufficient warnings on drugs or malfunctioning devices.

Question. Given the FDA’s unsatisfactory track record of making certain that
drugs are safe and that consumers or physicians are warned of all possible con-
sequences of taking drugs, how can you justify the FDA’s recent attempts at assert-
ing pre-emption of State tort claims? What is the harm in allowing the injured, or
families of those who have died, from seeking redress based on State law?

If the courts continue relying on rules and regulations issued by the FDA and dis-
miss cases on pre-emption grounds, the FDA really needs to ensure that it is mak-
ing the correct decisions. The American people will be counting on the FDA more
than ever before.

Answer. FDA shares your concerns about drug safety and the ability of consumers
to seek redress for injuries caused by drugs and devices. However, FDA is also con-
cerned that State product liability lawsuits that challenge FDA’s careful determina-
tion of safety, efficacy, and appropriate labeling can have detrimental effects on pub-
lic health in a number of ways. Examples of detrimental effects include limiting pa-
tient and doctor choices, decreasing patient access to beneficial drugs, and creating
confusion over warnings or statements that can deter the use of beneficial drugs.

It is vital to public health that labeling neither underwarns nor overwarns. The
public health risks associated with overwarning can be as great as the health risks
associated with underwarning. Overwarning can cause patients not to use beneficial
medical products and doctors not to prescribe them. Underutilization of a product
based on dissemination of scientifically unsubstantiated warnings, so as to deter pa-
tients from undertaking beneficial, possibly lifesaving treatment, could frustrate the
purposes of Federal regulation as much as overutilization resulting from a failure
to disclose a drug’s scientifically demonstrable adverse effects. Further, allowing un-
substantiated warnings may also diminish the impact of valid warnings by creating
an unnecessary distraction and making even valid warnings less credible.

In making these crucial balancing decisions, FDA abides by standards set forth
in regulations and guidance documents that are issued through a public process.
FDA is the scientific regulatory body that is publicly accountable for effectively exe-
cuting its mission of protecting and promoting the public health. FDA believes that
State court actions that undermine FDA decisions may have the consequence of
serving to hinder, rather than help, public health.

Question. Does the FDA have the resources to adequately protect consumers of
drugs and medical devices? Given the recent, highly publicized safety issues with
drugs and medical devices, how can you assure the American people that the drugs
they are prescribed are safe enough to justify pre-empting State law and denying
access to the courts when people are injured or killed?

Answer. Congress has charged FDA with the responsibility to ensure that drugs,
biologics, and devices are safe and effective, and that the labeling of these products
adequately informs users of the risks and benefits of the products. FDA considers
not only complex clinical issues related to the use of a product in study populations,
but also practical public health issues about the use of a product in day-to-day clin-
ical practice. FDA examines the nature of the disease or condition for which the
product will be indicated, and the need for risk management measures to help as-
sure that the product maintains a favorable benefit-risk balance. FDA believes,
based on the authority that Congress has given it and the scientific expertise that
resides in the Agency, that it is uniquely qualified to make important judgments
about the safety, effectiveness, and labeling of medical products.

FDA extensively reviews drugs and devices for safety and efficacy using standards
specified in the law. FDA doctors, chemists, statisticians, microbiologists, pharma-
cologists, and other experts evaluate whether a product is safe and effective. In ad-
dition to its comprehensive pre-market review of medical product safety and effi-
cacy, FDA engages in post-market surveillance to detect and respond to emerging
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information about products after they have been on the market. Manufacturers
must review and report to FDA any adverse events associated with use of a drug
in humans, and must periodically submit any significant new information that may
affect FDA’s previous conclusions about the safety, effectiveness, or labeling of a
drug. Device sponsors have similar obligations. FDA is currently modernizing its
post-marketing surveillance and risk communication efforts through implementation
of the Food and Drug Administration Amendments Act of 2007 and other major ini-
tiatives. FDA believes its teams of scientists are unsurpassed in ensuring that label-
ing meets patients’ needs.

On September 27, 2007, the President signed the Food and Drug Administration
Amendments Act into law, also known as FDAAA. FDAAA reauthorized two impor-
tant user fee programs, the Prescription Drug User Fee Act, also known as PDUFA,
and the Medical Device User Modernization Act, also known as MDUFMA. PDUFA
and MDUFMA provide FDA with the resources to assure the safety and effective-
ness of human drugs and medical devices. For fiscal year 2008, FDA will receive
$459.4 million in PDUFA fees and $48.4 million in MDUFMA fees. These additional
resources will help FDA to achieve its mission of assuring the safety and effective-
ness of human drugs and medical devices.

CONCLUSION OF HEARINGS

Senator KOHL. This hearing is recessed.

[Whereupon, at 11:05 a.m., Tuesday, April 15, the hearings were
concluded, and the subcommittee was recessed, to reconvene sub-
ject to the call of the Chair.]
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