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EXECUTIVE SUMMARY

Introduction and Mission

The Food and Drug Administration (FDA), an agency of the Department of Health and Human
Services, is responsible for protecting the public health by assuring the safety of America’s
foods, the safety, efficacy, and security of human and veterinary drugs, biological products and
medical devices, and the safety and security of cosmetics and products that emit radiation. FDA
is also responsible for advancing the public health by helping to speed innovations that make
medicines safer and more effective. FDA also provides the public with accurate, science-based
information about medicines and foods to improve their health.

FDA affects the lives of every American every day. Each year, consumers spend nearly $1.5
trillion on FDA-regulated products. This represents 20 percent of all consumer expenditures.
FDA is a scientific regulatory agency that employs more than 11,000 scientific, technical, and
professional staff to protect and advance public health.

FDA's mission derives from a variety of statutes, beginning with the Pure Food and Drugs Act
of 1906, which prohibited interstate commerce in misbranded and adulterated foods, drinks,
and drugs. The Food, Drug, and Cosmetics Act (FD&C Act) of 1938 extended FDA
responsibility to cosmetics and therapeutic medical devices. Amendments to the FD&C Act
also granted FDA important new authorities, including the requirement that manufacturers
demonstrate the safety of drugs before they are marketed.

Over the years, Congress further expanded FDA’s regulatory responsibilities to cover food
additives, medical devices, and blood and vaccine products. FDA's mission also expanded in
the area of counterterrorism and homeland security under the Public Health Security and
Bioterrorism Preparedness and Response Act of 2002 and the Project Bioshield Act of 2004.
Most recently, the FDA Amendments Act of 2007 reauthorized user fees for prescription
drugs and medical devices and provided new authority to promote development of safe and
effective treatments for children, enhance drug safety, and ensure food safety.

Today, FDA carries out its mission through a diverse range of programs related to foods,
human drugs, biologics, medical devices and radiological health, animal drugs and feeds,
toxicological research that supports FDA’s regulatory programs. FDA also operates
interdisciplinary programs such as combination products, international programs, and
programs that focus on the unique needs of women and pediatric patients.

During 2005, FDA began to develop a new efficiency measure related to human drug safety
surveillance. Under the Prescription Drug User Fee Program, FDA conducted studies to evaluate
the new human drug review program. FDA expects that these studies will improve the efficiency
and effectiveness of new human drug review. The studies will also contribute to FDA achieving
long-term outcome goals for new drug approval. FDA also improved processes that will increase
the productivity of the generic drugs program. During 2007, FDA reinvigorated its strategic
planning process to ensure that annual performance goals align with a coherent framework of
strategic and long-term outcome goals.



FY 2010 Budget Overview

The fiscal year (FY) 2010 President’s Budget request for FDA is $3,178,369,000. This
represents a total program level increase of $510,554,000 above the amount enacted into law for
FY 2009. The total program level request includes new budget authority, current law user fees,
and new proposed user fees. The FY 2010 increase for user fees is $215,359,000, including
$141,000,000 in proposed new user fees. The FY 2010 increase in budget authority is
$295,195,000, of which $29,536,000 is for the cost of living pay increase.

FDA’s FY 2010 budget supports the priorities articulated in Administration’s February 26, 2009
message on the Federal budget. The following information summarizes the FDA budget changes
for FY 2010.

The following information summarizes the FDA budget changes for FY 2009.

FDA FY 2010 Priorities

FDA is proposing four initiatives for FY 2010: Protecting America’s Food Supply, Safer
Medical Products, Current Law User Fees, and Infrastructure to Support Critical Agency
Operations. FDA is also proposing user fees to reinspect facilities that fail to meet Good
Manufacturing Practices and to pay the cost of export certifications for food and feed. These
initiatives lay the foundation for meeting the President’s food and medical product priorities.
The initiatives permit FDA to achieve its performance commitments, preserve FDA user fee
programs, and meet comprehensive FDA public health responsibilities. The following is a
synopsis of the four initiatives:

Protecting America’s Food Supply + $259,258,000

For FY 2010, FDA is proposing a budget increase of $259,258,000 for protecting America’s
food supply. The increase for this initiative includes $75,000,000 in new user fees to register
food facilities and support food facility inspections. The FY 2010 Protecting America’s Food
Supply initiative builds on recent investments that Congress made to implement FDA'’s
November 2007 Food Protection Plan and also increases the level of FDA investment in Supply
Chain Safety and Security.

The Protecting America’s Food Supply initiative provides essential resources to implement the
FPP. The initiative also includes $12,872,000 for the cost of living pay increase for the FDA
food defense and food safety programs.

Safer Medical Products + $166,433,000
For FY 2010, FDA is proposing a budget increase of $166,433,000 for an initiative to improve

the safety of medical products. The funding for this initiative includes $36,000,000 in new user
fees for generic drug review.



The FY 2010 Safer Medical Products Initiative contains strategic investments to improve the
safety of medical products. The initiative also includes investments that will allow FDA to
implement new approaches to effectively regulate the safety and security of the supply chain of
medical products that American patients rely on to maintain and improve their health.

The resources in this initiative will allow FDA to measurably improve the safety of medical
products: human drugs, vaccines, blood and other biological products, medical devices, animal
drugs and medicated feed. The investments in this initiative will increase FDA'’s capacity to
effectively monitor the safety of medical products. Moreover, these investments will provide
better information about the safety profile of medical products at earlier stages of development.

The initiative also includes $16,664,000 for the cost of living pay increase for FDA’s medical
product programs.

Current Law User Fees: + $74,359,000

Four FDA user fees programs facilitate premarket review for human and animal drugs and human
devices. Three other user fee programs support the mammography facilities inspection program and
provide certification services for color additives and for drug and device products exported from the
United States. The budget request includes inflationary increases for FDA user fee programs as well
as other increases authorized by law under the prescription drug and medical device user fee
programs.



Proposed Reinspection User Fee: + $25,848,000

The proposed reinspection user fee will cover the cost to reinspect FDA-regulated facilities that fail
to meet good manufacturing practices or related FDA requirements. FDA currently funds these
inspections through discretionary appropriations.

Proposed Food and Animal Feed Export Certification User Fee: + $4,152,000

The proposed user fee for Food and Animal Feed Export Certificates allows FDA to collect user fees
for issuing food and animal feed export certificates within 20 days of receiving a request for an
export certificate. FDA currently funds these inspections through discretionary appropriations.

Legislative Proposals Associated with the FY 2010 Budget

In addition to the new user fee legislative proposals cites above, President’s Budget proposes a new
authority for FDA to approve follow-on biologics through a regulatory pathway that protects patient
safety and promotes innovation. Safe and effective follow-on biologics are critical to lowering costs
for American consumers. Introducing competition within the world of biologics is essential to
keeping these drugs affordable.

The FDA Business Case for the FY 2010 Initiatives

The FDA business case papers justifying the funding increases for FY 2010 appear below. The
business case papers describe the need for the funding, the specific activities that FDA will fund,
the risks of not funding the initiatives, how the initiatives support public health priorities, and the
projected annual accomplishments under the initiatives.

FY 2010 Increases

Foods Program: The FY 2010 budget contains a program level increase of $196.9M (+$134.2M
in budget authority; +$62.7M in user fees). The increase contains funds to implement the
activities and achieve the performance commitments related to the Food Protection Initiative and
Supply Chain Safety and Security. This increase also includes the cost of living increase for FDA
workforce at the Center for Food Safety and Applied Nutrition (CFSAN) and the workforce that
conducts the Field Foods Program in the Office of Regulatory Affairs (ORA). Finally, the
increase includes the proposed authorization of new user fees for Food Inspection and Facility
Registration and Reinspection User Fees.

Human Drugs Program: The FY 2010 budget contains a program level increase of $130.6M
(+$44.3M in budget authority; +$86.2M in user fees). The increase contains funds to implement
the Safer Medical Products Initiative and Supply Chain Safety and Security. Specifically, the
increase supports the ability of ORA Field components to implement targeted import safety
activities. The increase also includes the cost of living increase for FDA workforce at the Center
for Drug Evaluation and Research (CDER) and the ORA workforce in the Human Drugs Program.
Finally, the increase includes additional user fees to meet performance commitments under the




Prescription Drug User Fee Act and the proposed authorization of new user fees for generic drug
review and Reinspection User Fees.

Biologics Program: The FY 2010 budget contains a program level increase of $34.2M
(+$23.0M in budget authority; +$11.2M in user fees). The increase contains funds to implement
the Medical Products Safety and Development Initiative and Supply Chain Safety and Security.
The increase also includes funds for the cost of living increase for FDA workforce at the Center
for Biologics Evaluation and Research (CBER) and the ORA workforce in Biologics Program.
Finally, the increase includes additional user fees to meet performance commitments based on
the Prescription Drug User Fee Act, the Medical Device User Fee and Modernization Act, and
the proposed authorization of Reinspection User Fees.

Animal Drugs and Feeds Program: The FY 2010 budget contains a program level increase of
$36.7M (+$19.0M in budget authority; +$17.7M in user fees). The increase contains funds to
implement the activities and achieve the performance commitments under the Protecting
America’s Food Supply Initiative, the Safer Medical Products Initiative and Supply Chain Safety
and Security. The increase also includes the cost of living increase for FDA workforce at the
Center for Veterinary Medicine (CVM) and the ORA workforce in the Animal Drugs and Feeds
Program. Finally, the increase also includes funds to meet performance commitments under the
Animal Drug User Fee Act, the Animal Generic Drug User Fee Act, and the proposed
authorization of new user fees for Food Inspection and Facility Registration and user fees for
Export Certification and Reinspections.

Devices and Radiological Health Program: The FY 2010 budget contains a program level
increase of $41.8M (+$34.8M in budget authority; +$7.0M in user fees). The increase includes
funds for the Safer Medical Products Initiative and Supply Chain Safety and Security. The
increase also includes the cost of living increase for FDA workforce at the Center for Devices
and Radiological Health (CDRH) and the ORA workforce in the Devices Program. Finally, the
increase includes user fees to meet performance commitments based on the Mammography
Quality Standards Act, and the Medical Device User Fee and Modernization Act, and the
proposed authorization of Reinspection User Fees.

National Center for Toxicological Research (NCTR): The FY 2010 budget contains a program
level increase of $6.2M. The increase contains funds for NCTR research activities that support
the Protecting America’s Food Supply Initiative, the Safer Medical Products Initiative and
Supply Chain Safety and Security. The increase also includes cost of living increases for the
FDA workforce at NCTR.

Headquarters and Office of the Commissioner: The FY 2010 budget contains a program level
increase of $44.8M (+$23.2M in budget authority; +$21.6M in user fees). The increase contains
funds to support the Protecting America’s Food Supply Initiative, the Safer Medical Products
Initiative and Supply Chain Safety and Security. The increase also includes the cost of living
increase for FDA workforce in the Office of the Commissioner. Finally, the increase also
includes funds to meet performance commitments under the proposed authorization of new user
fees for Food Inspection and Facility Registration, and user fees for Export Certification and
Reinspection.




Rent Payments and Activities: The FY 2010 budget contains a program level increase of $22.8M
(+$14.0M in budget authority; +$8.8M in user fees). The increase will allow FDA to maintain
performance and pay higher GSA rent, Other Rent and Rent-Related, and White Oak costs without
redirecting resources from core, mission-critical public health activities.

Buildings and Facilities: The FY 2010 budget contains a program level decrease of $3.5M
(-$3.5M in budget authority). The reduction in this program area reflects the discontinuation of
a program funded in FY 2009. This reduction relates to funding appropriated under Section 725
of Omnibus Appropriation Act, 2009 (PL 111-8). In FY 2010, FDA will use these funds for
other FDA priorities.




Protecting America’s Food Supply:
Investments for Supply Chain Safety and Security
+$259,258,000/ 678 FTE

1. Why is this initiative necessary?
A. Background

For FY 2010, FDA is proposing a budget increase of $259,258,000 for Protecting America’s
Food Supply. The budget for this initiative includes $75,000,000 in new user fees to register
food facilities and increase food facility inspections and related activities. The FY 2010
Protecting America’s Food Supply initiative builds on recent investments by Congress to
increase FDA investment in Supply Chain Safety and Security.

The global marketplace poses unprecedented challenges on FDA’s ability to protect public
health. There are more ready-to-eat foods, and farm-to-table delivery of foods is faster than at
any point in history. Moreover, the global nature of the supply chain for foods means that more
finished products and ingredients enter the United States from more countries in greater and
greater volume.

Since the beginning of the decade, food imports have grown by as much as 15 percent per year.
The volume of FDA-regulated foods now exceeds 10 million import entries annually.

FDA employs a scientific risk-based approach to target its resources and to ensure the greatest
public health value for the level of food inspection and surveillance that we conduct. Yet, recent
food and drug safety incidents demonstrate that, in addition to conducting more frequent and
targeted inspections, FDA must expand other activities necessary to secure the supply chain or it
will fail to meet its responsibility to protect the American public.

The goal of the FY 2010 investments is to prevent intentional and unintentional food
contamination before problems occur and to counter potential food defense and food safety
threats before they harm consumers. By focusing greater attention on food production,
processing and handling sites throughout the entire supply chain, FDA can better protect the
American consumers and the U.S. economy from food safety and food defense threats.

B. Food Registration and Inspection User Fees

FDA’s FY 2010 budget includes $75,000,000 for user fees to register food facilities and conduct
safety and good manufacturing practices inspections of the facilities that manufacture and
process the foods that Americans consume. The new user fees will pay costs associated with
activities that are necessary for the safety and security of the supply chain for foods, such as:

preventive controls to avoid foodborne outbreaks

an integrated system with states on food inspection and enforcement
FDA domestic and foreign inspections

import review and analysis

Protecting America’s Food Supply
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e surveillance for intentional and unintentional food contamination
e laboratory analysis of food samples
e information technology investments required to support food safety and security.

C. Cost of Living Increase for FDA Food Safety Programs

FDA regulates a diverse and complex portfolio of products that account for 20 percent of U.S.
consumer spending. FDA can only fulfill its responsibilities if it has sufficient resources to pay
the scientific, professional and technical staff required to conduct the operations of FDA food
safety programs.

Delivering FDA’s food safety mission is a personnel-intensive effort. FDA performs its public
health mission through a highly trained professional workforce. Personnel and related costs
account for 78 percent of FDA’s annual expenditures. To maintain its strong scientific and
regulatory capability, FDA must employ, train, develop, and retain highly trained professionals
to perform the mission critical work of protecting public health.

This initiative includes funds for the annual cost of living increase for employees who conduct
FDA’s food defense and food safety programs. If FDA does not receive the resources to pay
these costs, FDA cannot fulfill its fundamental mission to the American public. Providing funds
to meet the annual pay increase allows FDA to achieve performance commitments for food
programs and ensures that FDA can anticipate and respond to public health emergencies.

Protecting America’s Food Supply
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D. Funding Table

Protecting America's Food Supply

Dollarsin millions

FY 2010 FY 2010 +/-
FY 2008 FY 2009 President's FY 2009
Prog ram’ Enacted’ Omnibus  |Budget Request] Omnibus
Foods $571.902 $642.965 $777.158 +$134.193
Center® 185.720 207.039 232971 +$25.932
Field Activities® 386.182 435.926 544,187 +$108.261
Animal Drugs and Feeds 79.356 89.146 104.043 +$14.897
Center 43.382 49.202 56.106 +$6.904
Feld Activities 35.974 39.944 47936 +$7.992
National Center for Toxicological
Research 5.323 8.683 10.376 +$1.693
Headquarters and OC 38.226 44.239 58296 +$14.057
Total, Budget Authority $694.807 $785.033 $949.872 +$164.839
Proposed Reinspection Fee $0.000 $0.000 $15.267 +15.267
Proposed Export Certification Fee $0.000 $0.000 $4.152 +4.152
Proposed Food Inspection and
Facility Registration fee $0.000 $0.000 $75.000 +75.000
Total, Program Level $694.807 $785.033 $1,044.291 $259.258

1 Includes funds for Dietary Supplements and N utrition/Food Labeling activities

(FY 2008-FY 2010 = $27.220M)

2 Amountsinclude June 30, 2008 supplemental appropriation for Dietary Supplements, Nutrition and Food Labeling

Activities.

3 Removes funding for Cosmetic safety activities (FY 2008 = $4.7M, FY 2009-FY2010 = $5.7M)

Protecting America’s Food Supply
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2. What are the objectives of Supply Chain Safety and Security?

The globalization of the manufacturing and supply of foods that FDA regulates and Americans
consume poses unique and demanding challenges for FDA. In the complex and rapidly changing
environment driven by globalization, FDA cannot rely on traditional approaches — inspection and
sampling at the U.S. border — to protect Americans and ensure the safety of foods. Rapid
globalization requires that FDA implement new approaches and conduct new activities to
effectively regulate the supply chain. The priorities proposed in this initiative will assure the
safety and security of foreign and domestic sources of ingredients, components, and finished
products at all points in the supply chain, including their eventual use by American consumers.

Supply Chain Safety and Security relies on risk-based prevention with a verification-focused
approach to hold all segments of industry accountable for ensuring that their products meet U.S.
safety standards, with FDA verifying compliance with standards. Supply Chain Safety and
Security also extends FDA’s reach by supporting and leveraging the activities of, and benefiting
from information generated by, trusted state, local and foreign regulatory partners.

The following are some of the key principles of FDA Supply Chain Safety and Security that this
FY 2010 initiative will support:

Oversight of the Supply Chain — FDA will increase food safety and security by
enhancing oversight of entities in the supply chain. FDA will use traditional and
innovative mechanisms that include FDA inspections and field exams, integrated federal-
state oversight and greater access to inspection data and results acquired from trusted
foreign regulatory authorities. These activities will prevent harm by achieving greater
compliance with FDA safety standards and detecting and correcting safety risks.

Response — When problems occur, FDA will respond more effectively with rapid and
targeted product tracing to more accurately identify firms that are responsible for the
problem. FDA will also better identify firms that are not associated with the safety
problem. FDA will better coordinate its response with state and local authorities and
strengthen its laboratory analysis capability and capacity, including greater electronic
connectivity with other federal, state, and local laboratories.

Targeting Areas of Greatest Risk — FDA will allocate resources based on data-driven
risk analysis. FDA will achieve this objective by increasing the quality and quantity of
relevant data it analyzes on products and manufacturers that are part of the supply chain.
FDA’s success will increasingly depend on modern information technology systems,
better analytic tools, and better recruiting and training of personnel in statistical and
decision sciences, informatics, and operations research, as well as the traditional fields of
natural sciences and engineering. The result will be a stronger ability to target products
or firms that violate FDA safety standards.

Risk Communication — FDA will improve safety through better risk communication.
Better risk communication will ensure that consumers understand what to do — and not do
— in response to safety problems.

Protecting America’s Food Supply
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3. What will FDA achieve with this investment?

The budget authority and user fee increases that support Supply Chain Safety and Security of the
food supply will produce important health benefits for consumers during FY 2010 and in years to
come. These increases will allow FDA to reduce illnesses caused by food contamination.

The foundation of this strategy is a risk-focused science-based approach, applied throughout the
supply chain, that builds new and greater food protection capabilities over several years. While
there are significant early benefits to this comprehensive approach from existing investments,
FDA and its partners will achieve even greater reductions in risk to the food supply as the
prevention strategies mature and FDA implements risk-based improvements to field operations.

During FY 2010, FDA will achieve significant results that contribute to food protection:
A. Prevention and Verification

FDA will improve its ability to protect American consumers and strengthen safety and security
of the supply chain by working with domestic and foreign industry to develop new control
measures for all levels of the food production and processing. FDA will also verify that these
control measures are effective when implemented.

FDA will strengthen food safety by improving the science upon which regulatory decisions and
enforcement rely. FDA will conduct risk analysis, modeling and evaluation to improve risk-
based decision-making that allows FDA to better target our resources to high-risk foods. This
work will also include improving FDA’s ability to attribute contamination to specific foods and
thereby promote faster response and better resource targeting.

FDA will work with food industry, consumer groups, and federal, state, local and foreign
partners to identify and generate the additional data to improve our understanding of food
vulnerabilities and risks. We will use this information to strengthen food safety and food
defense.

FDA will work with other state and federal agencies to collect baseline data to measure the
impact of its food safety efforts and measure the reduction of foodborne illnesses in the United
States. This will allow FDA to adjust food safety priorities and ensure that food programs
achieve the best health results for the American public.

B. Intervention and Detection

FDA’s ORA field operations play a central role in oversight of the supply chain. FDA will
ensure the adequacy of the prevention strategies that the food industry employs by increasing
domestic and foreign risk-based inspections, conducting audits of controls designed to prevent
contamination, and performing sampling and surveillance.

Specifically, FDA will conduct the following additional field activities with the FY 2010
increase proposed in this initiative. Because FDA must thoroughly train newly hired

Protecting America’s Food Supply
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investigators on the technical and subtle aspects of conducting food inspections and surveillance,
FDA will achieve the full level of these performance increases during FY 2011 and FY 2012:

e 20,000 additional import food and feed field exams
e 4,000 additional domestic food safety inspections
e 100 additional foreign food and feed inspections

FDA will also expand state capacity to perform risk-based inspections by increasing the number
of cooperative agreements and partnerships with states.

FDA will increase the number of chemical labs under the Food Emergency Response Laboratory
(FERN) program through cooperative agreements. FDA will also invest in FDA high-volume
laboratories for better sample analyses and faster testing.

FDA proposes to establish a new strategic framework for an integrated national food safety
system. To achieve this objective, FDA must build and expand existing programs and
relationships with its regulatory partners, specifically its federal, state, local, tribal and territorial
partners. This will allow FDA to increase information sharing and improve the quantity and
quality of food safety data that FDA receives from its food safety partners.

FDA will conduct research in high priority areas such as reducing the risk of E. coli in produce.
FDA will speed its response to outbreaks by developing and validating technologies to subtype
pathogens and developing, evaluating and deploying rapid detection tests to protect consumers.

Working with its federal and state partners, FDA will develop a Pet Event Tracking Network for
early reporting of contaminated food or feed. FDA will also conduct research designed to limit
the adverse health affects of intentional and unintentional contamination of food.

FDA will upgrade and integrate the information technology systems it uses to screen, sample,
detain, and take enforcement actions against imported products. This effort includes developing
and validating an accurate database of registered foreign facilities as well as design and use of
risk-based software algorithms for import targeting.

C. Response and Recovery

FDA will improve the speed and effectiveness of its response to contamination by strengthening
its ability to collect and analyze information necessary to trace products during a food
emergency. FDA will also collaborate with state veterinary diagnostic laboratories to ensure
more timely and accurate reporting and analysis of feed contamination.

FDA will aggressively strengthen its response to food-related events by instituting a more robust
incident command system that fully integrates modern incident command principles into FDA
emergency operations. FDA will also improve how it communicates with consumers about
food-related emergencies to ensure that communications related to food safety better meet the
health and information needs of consumers.

Protecting America’s Food Supply
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D. Information Technology

Modernizing and enhancing information technology (IT) at FDA will allow FDA to collect, store
and analyze large volumes of regulatory, scientific, and risk-based data. Efficiently analyzing
this data through IT improvements will help ensure that FDA achieves its mission of protecting
the public health by assuring the safety and security of our nation’s food supply chain, both
imported and domestic.

In the case of food imports, during FY 2010 FDA will upgrade and integrate the IT systems it
uses to screen, sample, detain, and take enforcement action against imported food and feed. This
will include major upgrades to allow FDA to process the data it receives through automated risk
assessment algorithms using a system known as Predictive Risk-based Evaluation for Dynamic
Import Compliance Targeting (PREDICT). PREDICT is an automated data mining and pattern
discovery system to improve import screening and targeting. Implementing PREDICT will help
prevent the entry of adulterated, misbranded, or other foods that violate law or regulations.

FDA will also upgrade and integrate MedWatch Plus and the FDA Adverse Event Reporting
System (FAERS) — the IT systems it uses to receive, analyze, and assess product quality and
safety reports for foods and feeds. This upgrade and integration will implement the FDAAA-
mandated Reportable Food Registry and Early Warning Surveillance and Notification for Pet
Foods systems. Taken together, these IT systems will measurably improve FDA’s ability to
assure the safety and security of imported and domestic food and feed, thus enhancing public
health and the safety of American consumers.

E. Cost of Living Pay Increase for FDA Food Protection Programs

Funding the annual cost of living increase allows FDA to sustain ongoing performance in food
protection programs. In contrast, failing to fund the cost of living pay increase will cause
performance to deteriorate across all FDA food safety programs.

4. What are the risks of not proceeding with the initiative?
A. FDA Supply Chain Safety and Security

Not funding this initiative poses health risks for American consumers and threatens the Federal
government’s ability to protect food supply. Failing to fund this initiative also diminishes the
ability of FDA, States, and local health agencies to prevent or respond to a terrorist attack or a
public health emergency related to food. Not providing sufficient resources to sustain the
Protecting American’s Food Supply strategy will have far-reaching consequences, including:

e Significant outbreaks of foodborne illness will continue in the United States if FDA
cannot develop the scientific- and risk-based techniques to identify and eliminate
foodborne hazards and prevent contaminated foods from reaching American consumers.

Protecting America’s Food Supply
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e Imported foods will remain a safety and security threat. Products from countries with
high-risk food production, manufacturing, and distribution systems will continue to enter
U.S. commerce without appropriate surveillance and intervention.

e FDA and our industry partners will not achieve the ability to rapidly trace the origin of
foods implicated in intentional or unintentional adulteration.

e American consumers will continue to suffer significant adverse health consequences,
including morbidity and death, because FDA cannot establish a strong, science-based
regulatory framework with prevention standards to ensure the safety and defense of food.

e The confidence of Americans in the safety and security of the food supply will remain
low. Consumers will avoid certain foods such as fruits and vegetables and will not fully
benefit from foods that are essential to a healthy diet. This will increase morbidity and
mortality from chronic diseases and result in significant public health impact and costs.

e FDA will have an inadequate ability to collect, store and analyze large volumes of
regulatory, scientific, and risk-based information. Without these IT investments, FDA
cannot transform a broad array of FDA operations: from bioinformatics, to import
surveillance, to scientific computing, to detecting adverse events. Not funding these IT
priorities will limit FDA’s ability to protect consumers and assure the safety and security
of our nation’s food supply chain, both imported and domestic.

B. Cost of Living Pay Increase for FDA Food Protection Programs

Failing to fund this initiative will limit FDA’s ability to respond to food emergencies. Not
funding this initiative also means that FDA must reduce core public health programs, particularly
the professional staff that performs our mission.

Failing to fund the cost of living pay increase will result in an FDA-wide loss of 64 FTE. This
total includes 43 Field FTEs who conduct inspections and perform other food safety work.

If FDA does not receive these funds, FDA must reduce staff so that FDA can pay mandatory cost
of living increases for the remaining staff. The loss of these scientific and technical experts will
impair FDA’s ability to fulfill its public health responsibilities and limit FDA’s ability to recruit,
train, and retain a world-class scientific workforce. A diminished FDA workforce will limit
FDA’s ability to reduce food defense and food safety threats, effectively regulate the safety and
security of the supply chain, and protect the health and security of the American people.

Protecting America’s Food Supply

14



Safer Medical Products:

Investments for Supply Chain Safety and Security
$166,433,000/ 346 FTE

1. Why is this initiative necessary?
A. Background

For FY 2010, FDA is proposing a budget increase of $166,433,000 to improve the safety of
medical products. The funding for this initiative includes $36,000,000 in new user fees for
generic drug review.

The FY 2010 Safer Medical Products Initiative contains strategic investments to improve the
safety of medical products. The initiative also includes investments that will allow FDA to
implement new approaches to effectively regulate the safety and security of the supply chain of
medical products that American patients rely on to maintain and improve their health.

The resources in this initiative will allow FDA to measurably improve the safety of medical
products: human drugs, vaccines, blood and other biological products, medical devices, animal
drugs and medicated feed. The investments in this initiative will increase FDA'’s capacity to
effectively monitor the safety of medical products. Moreover, these investments will provide
better information about the safety profile of medical products at earlier stages of development.

B. Generic Drug User Fees

Ensuring the safety, quality, and comparability of lower cost generic drugs has never been more
important to the American public. Generic drugs account for 70 percent of all prescriptions
dispensed in the United States, up from 50 percent just four years ago. The number of generic
drug application has nearly tripled since 2001. However, staffing has not kept pace with rising
workload during much of this period.

With the globalization of the drug manufacturing, generic drugs or their ingredients are more
likely to be produced in countries such as India and China. In India alone, the number of
facilities named in generic drug applications grew from eight in 1992 to 963 in 2008. This
dramatic growth imposes additional burdens on FDA. It is becoming increasingly difficult to
conduct pre-approval inspections of all foreign facilities in a timely way.

In the coming years, patents will expire on more than a dozen blockbuster brand-name drugs that
account for tens of billions of dollars in prescription spending annually. Generic competition for
these drugs will likely be very strong. Not only will generic drug applications continue to grow,
but companies will also be under increasing pressure to cut costs in response to competition.

Yet, cost-cutting measures have the potential to comprise drug quality. It is imperative that FDA
have the resources to ensure the safety, quality, and comparability of generic drugs and allow
Americans to benefit from the savings from lower cost generic drugs.

Safer Medical Products
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C. Cost of Living Increase for FDA Medical Product Programs

FDA regulates a diverse and complex portfolio of products that account for 20 percent of U.S.
consumer spending. FDA can only fulfill its responsibilities if it has sufficient resources to pay
the scientific, professional, and technical staff required to conduct the operations of FDA
medical product programs.

Delivering the FDA mission is a personnel-intensive effort. FDA performs its public health
mission through a highly trained professional workforce. Personnel and related costs account for
78 percent of FDA’s annual expenditures. To maintain its strong science and regulatory
capability, FDA must employ, train, develop, and retain highly trained professionals to perform
the mission critical work of protecting public health.

This initiative includes funds for the annual cost of living increase for employees who conduct
FDA medical product programs. If FDA does not receive the resources to pay these costs, FDA
cannot adequately assure the safety of medical products or fulfill its fundamental responsibilities
to the American public. Providing funds to meet the annual pay increase allows FDA to achieve
performance commitments for medical product programs and ensures that FDA can anticipate
and respond to public health emergencies.

Safer Medical Products
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D. Funding Table

Safer Medical Products

Dollars in Millions

FY 2010
FY 2008 FY 2009 President's |FY 2010 +/- FY
Program Enacted Omnibus Budget Request| 2009 Omnibus

Budget Authority:

Human Drugs $381.288 $413.482 $457.814 +44.332
Center $280.282 302.386 329.588 +27.202
Field Activities $101.006 111.096 128.226 +17.130

Biologics $167.965 $183.451 $206.438 +22.987
Center $135.457 148.134 166.182 +18.048
Field Activities $32.508 35.317 40.256 +4.939

Animal Drugs and Feeds $23.738 $27.325 $31.432 +4.107
Center $20.319 23.833 26.346 +2.513
Field Activities $3.419 3.492 5.087 +1.595

Devices and Radiological Health $258.086 $280.587 $315.377 +34.790
Center $192.839 209.061 234.974 +25.913
Field Activities $65.247 71.526 80.403 +8.877

National Center for Toxicological Research $42.079 43.828 48.369 +4.541

Headquarters and Office of the Commissioner $71.576 75.722 84.816 +9.094

Total, Budget Authority $944.732 $1,024.395 $1,144.247 +119.852

Proposed Generic Drug User Fee: $0.000 $0.000 $36.000 +36.000

Proposed Reinspection Fee $0.000 $0.000 $10.581 +10.581

Total, Program Level $944.732 $1,024.395 $1,190.828 $166.433

¥ Amounts include June 30,2008 supplemental appropriation.

2. What are the objectives of Supply Chain Safety and Security?

The globalization of the manufacturing and supply of medical products that FDA regulates and
American patients rely on to maintain and improve their health poses unique and demanding
challenges for FDA. In the complex and rapidly changing environment driven by globalization,
FDA cannot rely on traditional approaches — inspection and sampling at the U.S. border — to
protect Americans and ensure the safety of medical products. Rapid globalization requires that

Safer Medical Products
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FDA implement new approaches and conduct new activities to effectively regulate the supply
chain. The priorities proposed in this initiative will assure the safety and security of foreign and
domestic sources of ingredients, components, and finished products at all points in the supply
chain, including their eventual use by American consumers.

Supply Chain Safety and Security relies on risk-based prevention with a verification-focused
approach to hold all segments of industry accountable for ensuring that their products meet U.S.
safety standards, with FDA verifying compliance with standards. Supply Chain Safety and
Security also extends FDA’s reach by supporting and leveraging the activities of, and benefiting
from information generated by, trusted State, local and foreign regulatory partners.

The following are some of the key principles of FDA Supply Chain Safety and Security that this
FY 2010 initiative will support:

Oversight of the Supply Chain — FDA will increase medical product safety and security
by enhancing oversight of entities in the supply chain. FDA will use traditional and
innovative mechanisms that include FDA inspections and field exams, integrated federal-
state oversight, and greater access to inspection data and results acquired from trusted
foreign regulatory authorities. These activities will prevent harm by achieving greater
compliance with FDA safety standards and detecting and correcting safety risks.

Response — When problems occur, FDA will respond more effectively with rapid and
targeted product tracing using to more accurately identify firms that are responsible for
the problem. FDA will also better identify firms that are not associated with the safety
problem. FDA will better coordinate its response with state and local authorities and
strengthen its laboratory analysis capability and capacity, including greater electronic
connectivity with other federal, state, and local laboratories.

Targeting Areas of Greatest Risk — FDA will allocate resources based on data-driven
risk analysis. FDA will achieve this objective by increased the quality and quantity of
relevant data it analyzes on products and manufacturers that are part of the supply chain.
FDA’s success will increasingly depend on modern information technology systems,
better analytic tools, and better recruiting and training of personnel in statistical and
decision sciences, informatics, and operations research, as well as the traditional fields of
natural sciences and engineering. The result will be a stronger ability to target products
or firms that violate FDA safety standards.

Risk Communication — FDA will improve safety through better risk communication.
Better risk communication will ensure that patients understand what to do — and not do —
in response to safety problems.

3. What will FDA achieve with this investment?

A. Specific activities that the funds in this initiative support

The following are examples of investments in FDA’s Safer Medical Products Initiative:

Safer Medical Products
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Safety of biological products —

FDA will hire experts to bring additional expertise to blood, tissue and vaccine safety
teams, which will strengthen the ability of these teams to analyze adverse events. FDA will
also modernize blood, tissue, and vaccine standards to enhance product development,
safety and quality.

FDA will strengthen the safety of the supply chain for biological products by providing
increased support for inspection teams and by working with biological manufacturers to
establish quality systems focused on product safety and quality. CBER will also develop
new screening tests for emerging blood-borne diseases.

Safety of medical devices —

FDA will strengthen the safety of the supply chain for medical devices by employing a
global medical device nomenclature to improve postmarket surveillance and facilitate our
ability to share and analyze adverse event reports with other regulators.

FDA will hire and train staff to provide technical assistance to domestic and foreign
inspections of medical device manufacturers and to provide support to the device activities
of FDA foreign offices.

FDA will strengthen the safety of the supply chain for medical devices by delivering
training to field offices on the technical aspects of conducting device inspections. FDA
will also conduct audits of inspection reports issues by other countries.

FDA will more rapidly identify product defects in medical devices by developing web-
based tools to gather unique device information.

FDA will hire staff to develop new tests and strengthen safety reviews of ophthalmic
medical devices.

Safety of human drugs -
FDA will identify internet sites that expose consumers to drug fraud. This effort will
improve FDA’s ability to conduct enforcement against those who sell and promote
fraudulently marketed products.
FDA will perform research to establish generic bioequivalence standards for novel
products. FDA will also expand generic drug education that informs patients of the value
of generic drugs and strengthens the confidence of health care providers in prescribing and
treating patients with generics.

FDA will evaluate how we use of Risk Evaluation and Mitigation Strategies to minimizing
drug risks and promoting save drug use.

Safer Medical Products
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FDA will develop policies to implement the Administration’s policy of allowing Americans to
buy safe and effective drugs from other countries. The request includes funds to allow FDA to
begin working with stakeholders to develop policy options related to drug importation. In
addition, the Administration will work with Congress on legislation to support the infrastructure
required to ensure the safety of these medicines.

Safety of veterinary drugs and feeds —

FDA will strengthen the supply chain by improving the sampling of imported animal drugs
and feeds for chemical and microbiological contamination and for BSE.

FDA will conduct scientific and risk evaluation of animal biotechnology products. FDA
will also review of new animal biotechnology products and coordinate U.S. and foreign
regulation on animal health issues within FDA’s jurisdiction.

FDA will hire cross-disciplinary staff to provide technical and laboratory support to
develop and improve methods to detect pathogens.

FDA will strengthen the supply chain by partnering with states to conduct targeted sample
analysis of animal feeds. FDA will also expand laboratory capacity to accommodate
increased levels of feed sampling.

Safety of pediatric medical products —

FDA will collect adverse event information related to medical devices from pediatric
hospitals and will conduct a pediatric medical trials workshop to address unmet pediatric
device needs.

FDA will support additional pediatric medical device research, increase technical
assistance for orphan product development, and expand the amount of information that it
disseminates related to foreign pediatric clinical trials.

B. Generic Drug User Fees

The FY 2010 budget for Generic Drug User Fees represents the first year of a multi-year
program to expand FDA'’s capacity to ensure the safety, quality, and comparability of lower cost
generic drugs. In the short-term, the results of this initiative will include hiring and training of
additional staff so that new staff gains the technical expertise that allows FDA to expand its
ability to conduct generic drug application reviews.

These funds will support the hiring and training of the expert staff necessary for a modernized
and effective generic drug review and oversight program. FDA will also enhance a range of
operations related to generic drugs. This effort will include scientific work on generic
bioequivalence standards, process improvements to modernize the generic drug review process, a
more effective electronic review process, greater capacity to conduct pre-approval inspections,

Safer Medical Products
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and more oversight of foreign manufacturing sites. Many of these operations are essential to the
safety and security of the supply chain for generic drugs.

Once these building blocks are in place, FDA will be better able to conduct timely, efficient, and
effective reviews of a significantly greater number of generic drug applications. FDA will also
be able to provide appropriate oversight of manufacturing facilities across the globe to ensure the
safety and security of the supply chain of generic drugs. Ultimately, FDA will be able to ensure
greater access to generic drugs and maintain confidence that generic drugs that are safe, of high
quality, and comparable to their brand competitors. This will ensure the viability of the generic
industry and its ability to provide lower cost drugs to the American public.

C. Information Technology

Modernizing and enhancing information technology (IT) at FDA will allow FDA to collect, store
and analyze large volumes of regulatory, scientific, and risk-based data. Efficiently analyzing
this data through IT improvements will help ensure that FDA achieves its mission of protecting
the public health by assuring the safety and security of the drugs, devices, vaccines, and other
medical products that patients rely on to protect or improve their health.,

Through the FY 2010 IT investments in the Harmonized Inventory Initiative, FDA will develop
and validate a database with a complete and reliable inventory of firms, facilities, products,
components and ingredients. The database will also identify relationships between firms and
points of contact for all FDA regulated products, whether imported or domestic. FDA will also
upgrade and integrate the IT systems it uses to receive, analyze, and assess quality and safety
reports for medical products. These IT improvements will measurably improve FDA'’s ability to
assure the safety and effectiveness of imported and domestic medical products and thereby
protect the safety of American patients.

D. Cost of Living Pay Increase for FDA Medical Product Programs
Funding the annual cost of living increase allows FDA to sustain ongoing performance in the
medical product programs that are essential to allowing American patients to enjoy the benefits
of safe and effective drugs. In contrast, failing to fund the annual cost of living increase will
cause performance to deteriorate across all FDA medical product programs.
4. What are the risks of not proceeding with the initiative?

A. Safer Medical Products

Not funding this initiative will threaten the health of the American Public. FDA will face a
significantly diminished capacity to address adverse events, identify and analyze medical product
safety signals, and communicate safety information to patients and the medical community. This

will lead to preventable injuries and deaths due to adverse events, medical errors, and product
defects, with increased health care costs for patients, insurers, and federal and state governments.

Safer Medical Products
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B. Generic Drug User Fees

The failure to approve generic drug user fees will result in continued understaffing of generic
drug review, gaps in science-based quality standards for generic drugs, and insufficient pre-
approval inspections to support the growth in generic applications. This will place serious
constraints on FDA’s ability to provide proper oversight of the growing number of increasingly
complex applications for generic drugs being manufactured in distant foreign facilities with little
prior regulatory oversight. This invites a greater opportunity for the public to question the
safety, quality and comparability of generic drugs. A loss of confidence in generic drug
alternatives will hurt the generic industry and erode the public benefits and health care cost
savings provided by lower-cost generic drugs.

C. Information Technology

FDA will have an inadequate ability to collect, store and analyze large volumes of regulatory,
scientific, and risk-based information. Without these IT investments, FDA cannot transform a
broad array of FDA operations: from bioinformatics, to import surveillance, to scientific
computing, to detecting adverse events. Not funding these IT priorities will limit FDA’s ability
to protect the public health and assure the safety and security of medical products that Americans
rely on to protect and improve their health.

D. Cost of Living Pay Increase for FDA Medical Product Programs

Not receiving these funds means that FDA must reduce core public health programs, particularly
the professional staff that perform our FDA mission. Failing to fund this initiative will also limit
FDA’s ability to perform analysis on the safety and effectiveness of medical products that
Americans rely on to sustain or improve their health.

Failing to fund the cost of living pay increase will result in an FDA-wide loss of 81 FTEs in
medical product program areas. This total includes 24 Field FTEs who conduct inspections and
perform other medical product safety work.

If FDA does not receive these funds, FDA must reduce staff so that FDA can pay mandatory cost
of living increases for the remaining staff. The loss of these scientific and technical experts will
impair FDA’s ability to fulfill its public health responsibilities and limit FDA’s ability to recruit,
train, and retain a world-class scientific workforce. A diminished FDA workforce will limit
FDA’s ability to effectively regulate the safety and security of the supply chain of medical
products and protect the health and security of the American people.

Safer Medical Products
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Infrastructure to Support Critical Agency Operations

GSA Rent + $11,671,000

Other Rent and Rent-Related +$2,329,000

1. Why is this initiative necessary?

The proposed $14,000,000 increase in budget authority will allow FDA to improve
performance and provide for rising GSA rent, and Other Rent and Rent-Related costs

without redirecting resources from core, mission-critical public health activities.

GSA Rent and Other Rent and Rent-Related Funding History

Budget Authority
Program FY 2008 FY 2009 FY 2010 +/- FY 2009
Actual Omnibus Estimate
GSA Rent Budget Authority $130,611,000 $134,351,000 $146,022,000 +$11.671,000
Other Rent and Rent-Related
Budget Authority $50,278,000 $50,293,000 $52,622,000 +$2,329,000
Total, Budget Authority ¥ $180,889,000 $184,644,000 $198,644,000 +$14,000,000

1/ User fee funding including increases for these facility related activities are presented in the user fee business case papers.

2. What activities will the funds support?

The GSA Rental account includes FDA rental payments to the General Services
Administration (GSA) covering FDA'’s office and laboratory facilities, and to the

Department of Homeland Security (DHS) for guard services and security systems at these

facilities.

The Other Rent and Rent-Related account includes commercial rent and rent-related
charges that are not part of the GSA Rent account. These funds cover costs for operating
and maintaining FDA-owned, GSA owned or leased and FDA-managed, and FDA-leased
properties located nationwide. Costs include commercial rent, utilities, operation and
maintenance contracts, janitorial and grounds maintenance contracts, and security and
guard services contracts. The account also includes costs for overtime utilities and other
above-standard level services provided by GSA in GSA-managed facilities.
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FDA currently occupies over 7.2 million square feet of GSA space. Approximately two-
thirds of the GSA rent charges for government-owned or GSA-leased space are for
facilities in the Washington, D.C. area. The largest amounts include charges for the
Parklawn complex, Module Il in Beltsville, CFSAN’s College Park complex, and the
newly occupied buildings at the White Oak, Maryland campus. In addition, FDA-
occupied space comprises approximately 240 leases including District Offices, Regional
Offices, laboratories, and resident posts across the nation and in Puerto Rico.

3. How does this initiative support Executive Branch public health priorities?

The rental properties that provide office and laboratory space for FDA’s 11,000
employees are essential facilities that allow FDA to perform its vital public health
mission. FDA'’s consolidation at White Oak provides an environment that encourages
efficiency, creativity, and superior performance, while strategically using our human
capital.

4. What are the risks of not proceeding with the initiative?

It is important that FDA keep its infrastructure strong and provide a highly functional
place to perform our regulatory mission. The increasing mandatory costs associated with
GSA rental space and the Other Rent and Rent-Related activity would place enormous
pressure on FDA’s resources, impairing FDA’s ability to accomplish its public health
mission.
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Current Law User Fees
+$74,359,000

1. Why are these amounts necessary?

FDA user fee programs facilitate enhanced premarket review performance and the timely
availability of safe and effective medical devices, human and animal drugs, biological
products, and other FDA-regulated products. The budget submission includes increases for
existing user fee programs as authorized by statute. The increases expand the available
options for treating and curing diseases and other health problems.

The following table identifies the FY 2010 budget submission and funding history for current

user fee programs:

Funding History of Current Law User Fees

FY 2010 President's
Description FY 2008 Actual FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
PDUFA $450,787,000 $510,665,000 $578,162,000 $67,497,000
MDUFMA $36,422,000 $52,547,000 $57,014,000 $4,467,000
ADUFA $13,530,000 $15,260,000 $17,280,000 $2,020,000
AGDUFA $0 $4,831,000 $5,106,000 $275,000
MQSA $13,537,000 $19,318,000 $19,318,000 $0
Export Certification $2,707,000 $2,600,000 $2,700,000 $100,000
Color Certification $7,379,000 $7,700,000 $7,700,000 $0
Total $524,362,000 $612,921,000 $687,280,000 $74,359,000

2. How does this initiative support important public health priorities?

The currently authorized user fees that FDA collects support two important public health
priorities: transforming health care and improving access to FDA-regulated products. The
fees allow FDA to improve product review performance, which reduces the time it takes for
safe and effective human and animal drugs, medical devices, and other FDA-regulated
products to reach the market. User fees supplement appropriated dollars and allow FDA
medical product programs to hire additional scientific review staff and review process
managers, improve the review process, reduce review time, and provide essential information
technology to support product review.

3. What are the risks of not funding this initiative?

Without additional resources, FDA will not be able to perform the following critical work
that advances public health:

e Meet the performance commitments for faster medical device review (MDUFMA)
and faster human drug (PDUFA) and new and generic animal drug review (ADUFA
& AGDUFA). The performance commitments are designed to ensure that FDA
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provides the public with earlier access to safe and effective medical products, thereby
saving lives, relieving suffering, and improving the quality of life.

e Sustain patient access to safe and effective new products by providing rapid,
transparent, and predictable review of marketing applications.

e Maximize safe and effective use of medical products by communicating benefits and
risks more effectively.

e Prevent harm from regulated products by improving problem detection and
minimizing the time between detection and appropriate risk management response.

e Increase availability of FDA experts to expand and improve consultation and
outreach to industry, thereby reducing medical product development time.

4. What are the increases for each user fee program?

PDUFA: + $67,497,000

In the FDA Amendments Act of 2007 (FDAAA), Congress renewed FDA’s authority to the
collect Prescription Drug User Fee Act (PDUFA) user fees. Known as PDUFA 1V, this
authority is effective for five years and directs FDA to strengthen and improve the process
for the review of human drugs and to improve risk management for drugs approved under
PDUFA. The authority to collect fees under PDUFA 1V ceases to be effective October 1,
2012.

PDUFA 1V continues to improve upon previous authorizations. PDUFA 1V upgrades and
broadens FDA'’s drug safety program and expands guidance for industry and FDA reviewers.
The funds in this initiative allow FDA to invest in information technology that supports
human drug review. The funds will also facilitate more efficient development of safe and
effective new drugs and support FDA efforts to modernize the drug safety system for the
American public.

Based on current information and established PDUFA formulas, the statute authorizes fee

increases of $67,497,000 in FY 2010. This increase is based on inflation and workload
factors associated with the FDA drug review program.
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The following table identifies the FY 2010 increase for PDUFA.:

PDUFA Increase for FY 2010

FY 2010 President's

Program FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
CDER $356,835,000 $406,984,000 $50,149,000
CBER $73,206,000 $83,747,000 $10,541,000
Field Activities $10,478,000 $11,795,000 $1,317,000
GSA Rent, Rent Related and

White Oak $37,436,000 $40,366,000 $2,930,000
HQ/OC $32,710,000 $35,270,000 $2,560,000
Total $510,665,000 $578,162,000 $67,497,000

The overall success of PDUFA provides FDA with the revenue to hire additional reviewers
and support staff and upgrade FDA information technology systems to speed the application
review process for new drugs and biological products. FDA accomplishes its PDUFA
responsibilities without compromising FDA's high standards for drug approval.

MDUEMA: +$4,467,000

In the FDAAA, Congress renewed FDA’s authority to collect user fees under the Medical
Device User Fee and Modernization Act (MDUFMA). This authority is effective for five
years and directs FDA to improve the quality and timeliness of the medical device review
MDUFMA also provided funds to ensure a sound financial footing for medical device

review, enhance the process for premarket review, and modified the third party inspection

program.

MDUFMA authorizes FDA to collect user fees to supplement appropriations for the medical
device review program. FDA collects fees from device manufacturers who submit premarket
applications and premarket notifications, and annual registration fees from certain device
establishments. The authority to collect fees under MDUFMA ceases to be effective October

1, 2012.

The following table identifies the FY 2010 increase for MDUFMA:

MDUFMA Increase for FY 2010

FY 2010 President's
Program FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
CBER $10,968,000 $11,068,000 $100,000
CDRH $28,911,000 $32,836,000 $3,925,000
Field Activities $1,556,000 $1,556,000 $0
GSA Rentand Rent Related $5,198,000 $5,640,000 $442,000
HQ/OC $5,914,000 $5,914,000 $0
Total $52,547,000 $57,014,000 $4,467,000
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ADUFA: +$2,020,000

In the Animal Drug User Fee Amendments of 2008 (ADUFA), Congress renewed FDA'’s
authority to collect user fees for five years. ADUFA directs FDA to expedite the
development of animal drugs, and improve the quality and efficiency of animal drug

review. ADUFA fees help ensure that animal drug products subject to FDA approval are safe
and effective, and are readily available for both companion animals and animals intended for
food consumption.

ADUFA contributes to a cost-efficient, high quality animal drug review process that is
predictable and performance driven. The authority to collect ADUFA user fees ceases to be
effective October 1, 2013.

The following table identifies the FY 2010 increase for ADUFA:

ADUFA Increase for FY 2010

FY 2010 President's
Program FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
CVM $13,362,000 $15,290,000 $1,928,000
Field Activities $250,000 $250,000 $0
GSA Rent and Rent Related $992,000 $1,047,000 $55,000
HQ/OC $656,000 $693,000 $37,000
Total $15,260,000 $17,280,000 $2,020,000

AGDUFA: +3$275,000

In the Animal Generic Drug User Fee Act of 2008 (AGDUFA), Congress provided FDA new
authority to collect user fees to support the review of Abbreviated New Animal Drug
Applications (ANADA) and related submissions. This authority, effective for five years,
directs FDA to expedite the development of generic animal drugs, and improve the quality
and efficiency of generic animal drug review.

AGDUFA will enhance the performance of the generic new animal drug review process,
enable FDA to better ensure that generic new animal drug products are safe and effective,
and give consumers a lower cost alternative to pioneer drugs. Following the ADUFA model,
AGDUFA will provide funding for increased review staff, training and development for staff
members, and for refining business processes and developing policies targeted at more
efficient review. The authority to collect AGDUFA user fees ceases to be effective October

1, 2013.
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The following table identifies the FY 2010 increase for AGDUFA.:

AGDUFA Increase for FY 2010

FY 2010 President's
Program FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
CVM $4,118,000 $4,382,000 $264,000
Field Activities $143,000 $143,000 $0
GSA Rent and Rent Related $377,000 $377,000 $0
HQ/OC $193,000 $204,000 $11,000
Total $4,831,000 $5,106,000 $275,000

MQSA: No change

Breast cancer is the most commonly diagnosed cancer and the second leading cause of cancer
deaths among American women. Experts estimate that one in eight women will contract
breast cancer during their lifetime. The Mammography Quality Standards Act (MQSA),
which Congress reauthorized in October 2004, addresses the public health need for safe and

reliable mammography.

Congress enacted MQSA to ensure that all women have access to quality mammography for
the detection of breast cancer in its earliest, most treatable stages. MQSA required that FDA

certify mammography facilities by October 1994, and inspect facilities annually to ensure
compliance with national quality and safety standards.

The statute directs the assessment, collection, and use of fees to cover the costs of MQSA
inspections, record keeping and development of annual reports. In FY 2010, FDA estimates
the same level as the FY 2009.

The following table identifies the FY 2009 and FY 2010 funding for MQSA:

MQSA Funding for FY 2009

FY 2010 President's
Program FY 2009 Omnibus Budget Request FY 2010 +/- FY 2009
CDRH $6,003,000 $6,003,000 $0
Field Activities $13,077,000 $13,077,000 $0
HQ/OC $238,000 $238,000 $0
Total $19,318,000 $19,318,000 $0
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This program supports FDA'’s strategic goal of reducing the risk of medical devices and
radiation emitting products on the market by assuring product quality and correcting
problems associated with their production and use.

Export Certification (Drugs/Biologics/Devices): +$100,000

FDA is required to issue certificates to any person wishing to export a drug, animal drug, or
device. These certificates state that the product meets certain requirements of law. This
applies to products approved for sale in the U.S. as well as unapproved products. The
purpose of these certificates is to promote the export of products made in the U.S. The

FY 2010 increase of $100,000 will cover program inflationary costs.

Color Certification: No change

The Federal Food, Drug and Cosmetic Act (FFD&C) requires the certification of color
additives. This function, which is administered by FDA's Center for Food Safety and
Applied Nutrition, involves assessing the quality and safety of color additives used in foods,
drugs, and cosmetics. Employee salaries and expenses are funded directly by FDA's
Revolving Fund for Certification and Other Services, which is financed entirely by fees paid
by commercial organizations. In FY 2010, FDA is estimating the same level as FY 20009.
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Reinspection User Fee
+$25,848,000

1. Why is this initiative necessary?

FDA is proposing a new user fee to require establishments that FDA inspects to pay the full
costs of reinspections and associated follow-up work. FDA will impose the user fee when
FDA reinspects facilities due to a failure to meet Good Manufacturing Practices (GMPSs) or
other important FDA requirements.

The Reinspection User Fee ensures that facilities that fail to comply with health and safety
standards bear the cost of reinspection. When FDA identifies violations during an inspection
or issues a warning letter following an inspection, FDA conducts follow-up inspections to
verify that the corrective action. FDA procedures usually require that FDA conduct a follow-
up inspection of the firm within 90 days of issuing a warning letter.

The Budget includes $25,848,000 in Reinspection User Fee revenue. The following table
identifies FY 2010 spending for Reinspection User Fees:

Discretionary Budget Authority and Mandatory User Fees — Reinspection User Fees

Description FY 2010 Reinspection User Fee

Field $14,446,000
HQ/OC $8,342,000
GSA Rent and Other Rent- 3,060,000

Related Activities

Total $25,848,000

2. What activities will these funds support?

FDA’s Office of Regulatory Affairs (ORA) conducts postmarket inspections of foods, human
drugs, biologics, animal drugs and feeds, and medical device manufacturers to assess their
compliance with Good Manufacturing Practice requirements. ORA inspects domestic and
foreign facilities. Revenue from the user fee will reimburse ORA and other FDA offices for
costs associated with 129 FTE and related expenses required to reinspect firms that fail to
comply with FDA regulations designed to protect the public from unsafe products. Fees will
also support GSA rent and rent related costs.

3. What will FDA achieve with this investment?

FDA estimates that the user fee revenue will fund approximately 1,250 reinspections in
FY 2010.
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4. What are the risks of not funding this initiative?

If facilities that fail to comply with FDA regulations do not bear the cost of reinspections,
FDA must shift resources from other high-priority program activities to conduct
reinspections. Examples of these priority public health activities include efforts to assure
drug safety and efforts to protect the nation’s food supply from contamination and from
potential terrorist acts.

While it is good business practice for firms to ensure the safety of products before they reach
consumers, FDA enforcement inspections also help ensure the safety of products before they
reach consumers. The Reinspection User Fee provides an additional incentive for facilities to
comply with FDA regulations.
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Food and Animal Feed Export Certification User Fee
+%$4,152,000

1. Why is this initiative necessary?

In FY 2010, FDA estimates that the agency will issue 37,000 food and animal feed export
certificates. FDA currently funds this activity through discretionary appropriations.

The Administration is proposing legislation authorizing FDA to collect user fees for issuing
food and animal feed export certificates within 20 days of the receipt of a request. The food
and animal feed certificate user fee is one of the recommended legislative proposals in
FDA'’s Food Protection Plan.

Under this proposal, these activities will be financed by user fees in FY 2010. The proposed
fee would generate an estimated $4,152,000 in revenue, an amount sufficient to cover the
cost of issuing certificates. Private sector exporters would reap the benefits of FDA’s
enhanced ability to facilitate exports of their products , and appropriately bear the cost of the
program.

Food and Animal Feed Export Certification User Fee

Description FY 2010 User Fee
CFSAN $1,063,000
CVvM $74,000
Field $3,015,000
Total $4,152,000

2. What activities will these funds support?

FDA’s ability to issue certificates in a timely fashion depends on FDA securing the resources
necessary to offset the costs associated with issuing export certificates for foods and feeds.
Thus, for FY 2010, the FDA proposes $4,152,000 in user fees to support activities associated
with facilitating international trade.

3. What will FDA achieve with this investment?

The user fee proposal will allow FDA to issue an estimated 37,000 food and animal feed
export certificates in FY 2010. In its Affirmative Agenda for International Activities report,
FDA's Center for Food Safety and Applied Nutrition stated its intent to try to find effective
and resource-efficient approaches to issuing export certificates for foods.

The purpose of this proposal is to recover FDA’s costs to issue food and feed export
certificates benefiting U.S. food and feed manufacturers and exporters.

4. What are the risks of not funding this initiative?
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FDA must ensure its resources are used for maximum public health impact. Currently, FDA
resources to support food export-related activities must be diverted from appropriated funds
intended to support FDA's public health activities and programs. FDA is now finding it
increasingly difficult to strike an appropriate balance between its paramount mission of
protecting the health of American consumers through programs to ensure the safety of
domestic and imported products, and its emerging role of facilitating the international trade
of U.S.-produced foods and feeds by attesting to the safety of these products exported from
the United States.
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TITLE VI
RELATED AGENCY AND FOOD AND DRUG
ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMAN
SERVICES
FOOD AND DRUG ADMINISTRATION
SALARIES AND EXPENSES
For necessary expenses of the Food and Drug Administration, including hire and
purchase of passenger motor vehicles; for payment of space rental and related costs pursuant to
Public Law 92-313 for programs and activities of the Food and Drug Administration which are
included in this Act; for rental of special purpose space in the District of Columbia or elsewhere;
for miscellaneous and emergency expenses of enforcement activities, authorized and approved
by the Secretary and to be accounted for solely on the Secretary's certificate, not to exceed
$25,000; and notwithstanding section 521 of Public Law 107-188; [$2,622,267,000, of which
$7,641,000 shall be for the purposes, and in the amounts, specified in the final paragraph under
"Food and Drug Administration, Salaries and Expenses" in the explanatory statement described
in section 4 (in the matter preceding division A of this consolidated Act)] $2,995,218,000:
Provided, That of the amount provided under this heading, [$510,665,000] $578,162,000 shall be
derived from prescription drug user fees authorized by 21 U.S.C. 379h shall be credited to this
account and remain available until expended, and shall not include any fees pursuant to 21
U.S.C. 379h(a)(2) and (a)(3) assessed for fiscal year [2010] 2011 but collected in fiscal year
[2009] 2010; [$52,547,000] $57,014,000 shall be derived from medical device user fees

authorized by 21 U.S.C. 379j, and shall be credited to this account and remain available until

35



expended; [$15,260,000] $17,280,000 shall be derived from animal drug user fees authorized by
21 U.S.C. 379j, and shall be credited to this account and remain available until expended; and
[$4,831,000] $5,106,000 shall be derived from animal generic drug user fees authorized by 21
U.S.C. 379f, and shall be credited to this account and shall remain available until expended:
Provided further, That fees derived from prescription drug, medical device, animal drug, and
animal generic drug assessments for fiscal year [2009] 2010 received during fiscal year [2009]
2010, including any such fees assessed prior to fiscal year [2009] 2010 but credited for fiscal
year [2009] 2010, shall be subject to the fiscal year [2009] 2010 limitations[: Provided further,
That none of these funds shall be used to develop, establish, or operate any program of user fees
authorized by 31 U.S.C. 9701: Provided further, That of the total amount appropriated: (1)
$845,618,000 shall be for the Center for Food Safety and Applied Nutrition and related field
activities in the Office of Regulatory Affairs; (2) $908,013,000 shall be for the Center for Drug
Evaluation and Research and related field activities in the Office of Regulatory Affairs, of which
no less than $41,358,000 shall be available for the Office of Generic Drugs; (3) $305,731,000
shall be for the Center for Biologics Evaluation and Research and for related field activities in
the Office of Regulatory Affairs; (4) $171,022,000 shall be for the Center for Veterinary
Medicine and for related field activities in the Office of Regulatory Affairs; (5)
$352,334,000shall be for the Center for Devices and Radiological Health and for related field
activities in the Office of Regulatory Affairs; (6) $58,745,000 shall be for the National Center for
Toxicological Research; (7) not to exceed $116,821,000 shall be for Rent and Related activities,
of which $41,496,000 is for White Oak Consolidation, other than the amounts paid to the
General Services Administration for rent; (8) not to exceed $173,111,000 shall be for payments

to the General Services Administration for rent; and (9) $204,823,000 shall be for other

36



activities, including the Office of the Commissioner; the Office of Scientific and Medical
Programs; the Office of Policy, Planning and Preparedness; the Office of International and
Special Programs; the Office of Operations; and central services for these offices: Provided
further, That none of the funds made available under this heading shall be used to transfer funds
under section 770(n) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 379dd): Provided
further, That funds may be transferred from one specified activity to another with the prior
approval of the Committees on Appropriations of both Houses of Congress].

In addition, mammography user fees authorized by 42 U.S.C. 263b, export certification
user fees authorized by 21 U.S.C. 381, and priority review user fees authorized by 21 U.S.C.
360n may be credited to this account, to remain available until expended. (Agriculture, Rural
Development, Food and Drug Administration, and Related Agencies Appropriations Act, 2009.)

BUILDINGS AND FACILITIES

For plans, construction, repair, improvement, extension, alteration, and purchase of fixed
equipment or facilities of or used by the Food and Drug Administration, where not otherwise

provided, $12,433,000, to remain available until expended.

SALARIES AND EXPENSES
Contingent upon the enactment of authorizing legislation, the Secretary shall charge fees for
generic drug review activities: Provided, That such fees, in an amount not to exceed
$36,000,000, shall be credited as an offsetting collection to this account, to remain available
until expended for generic drug review activities. In addition, contingent upon enactment of
authorizing legislation, the Secretary shall charge fees for reinspections and export certification:

Provided, That such fees, in an amount not to exceed $30,000,000, shall be credited as an
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offsetting collection to this account, to remain available until expended for reinspections and
issuance of export certifications. In addition, contingent upon enactment of authorizing
legislation, the Secretary shall charge fees for food inspections and food facility registrations:
Provided, That such fees, in an amount not to exceed $75,000,000, shall be credited as an

offsetting collection to this account, and shall remain available until expended.
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Language Provision

Explanation

Generic Drug Review User Fee

The Administration will propose legislation
to allow FDA to collect fees to support
generic drug review. The additional
resources, estimated at $36,000,000 in
2010, will enable FDA to reduce review
times and respond to the growing number
of generic drug applications.

Reinspection User Fee

The Administration will propose legislation
to allow FDA to collect fees to cover the
costs of reinspections and associated
follow-up work. The additional resources,
estimated at $25,878,000 in 2010, will
ensure that facilities that fail to comply
with health and safety standards bear the
cost of reinspection.

Export Certification User Fee

The Administration will propose legislation
to allow FDA to collect fees to issue food
and animal feed export certificates. The
additional resources, estimated at
$4,152,000, will enhance FDA’s ability to
issue export certificates in a timely fashion
and facilitate product exportation.

Food Inspection and Facility Registration
User Fee

The Administration will propose legislation
to allow FDA to collect fees to register
food facilities and conduct safety and good
manufacturing practices (GMP) inspections
of food manufacturing and processing
facilities. The additional resources,
estimated at $75,000,000, will enable FDA
to conduct activities that are necessary for
the safety and security of the supply chain
for foods.
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FOOD AND DRUG ADMINISTRATION

Summary of Changes

FY 2010 President's Budget Request

Program Level

Budget Authority User Fees Program Level FTE

FY 2009 President's Budget Request $2,054,894,000 $612,921,000 $2,667,815,000 10,953
FY 2010 Pay and Non-Pay Inflation:
Pay Increase (non-add) $63,104,495
Pay Absorption (non-add) ($33,568,495)
Subtotal Pay Change (non-add) : $29,536,000
FY 2010 Program Changes:
Budget Authority
Ensure a Strong FDA:

Pay Increase $29,536,000 $29,536,000

Other Rent and Rent-Related Activities $2,329,000 $2,329,000 0

GSA Rent $11,671,000 $11,671,000 0

Buildings and Facilities ($3.497,000) ($3.,497,000) 0
Subtotal: Ensure a Strong FDA $40,039,000 $40,039,000 0
Protect America's Food Supply $151,967,000 $151,967,000 349
Safer Medical Products $98,189,000 $98,189,000 226
Drug Importation $5,000,000 $5,000,000 0
Subtotal: Budget Authority Program Changes $295,195,000 $295,195,000
Total Budget Authority Change from FY 2009 Omnibus
Budget to FY 2010 Estimate $295,195,000 $295,195,000 575
FY 2010 User Fee Changes:
Current User Fees:
PDUFA $67,497,000 $67,497,000 131
MDUFMA $4,467,000 $4,467,000 22
ADUFA $2,020,000 $2,020,000 0
AGDUFA $275,000 $275,000 0
MQSA $0 $0 0
Color Certification $0 $0 0
Export Certification $100,000 $100,000 0
Total Current User Fees: $74,359,000 $74,359,000 153
Proposed User Fee:
Generic Animal Drugs User Fee $36,000,000 36,000,000 68
Export Certification Fee $4,152,000 4,152,000 26
Reinspection Fee $25,848,000 25,848,000 129
Food Inspection and Facility Registration Fee $75,000,000 75,000,000 226
Total Proposed User Fees: $141,000,000 $141,000,000 449
Total User Fee Changes from FY 2009 President's Budget $215,359,000 $215,359,000 602
Net Program Level Change from FY 2009 Revised
President's Budget $295,195,000 $215,359,000 $510,554,000 1,177
TOTAL FDA REQUEST FOR FY 2010 $2,350,089,000 $828,280,000 $3,178,369,000 12,130
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Food and Drug Administration

FY 2010 All Purpose Table - Budget Authority

(Dollars in Thousands)

Program FY 2008
FY 2010 President's|
Enacted * Actual FY 2009 Omnibus® | Budget Request
FTE | $000 {FTE| $000 FTE | s000 | FTE | $000
Salaries and Expenses:

2,792  $576,659; 2,614 $507,797] 3,019 $648,722| 3,288 $782,915
812 188,167; 753 167,189 854 210,486 921 236,418
1,980 388,492; 1,861 340,608] 2,165 438,236] 2,367 546,497
HUMAN DIUGS.....oeviiiiiiciiecteeeeee s 1,880  $381,288:; 1,712 $353,909] 1,945 $413,482| 2,026 $457,814
CRNLET ... e 1,243 280,282 1,144 266,269 1,286 302,386] 1,342 329,588
Field ACHIVILIES. ......ov e 637 101,006; 568 87,640 659 111,096 684 128,226
BIOIOGICS ...t 795  $167,965: 725 $154,831 810 $183,451 836 $206,438
CRNLET ..t 579 135,457; 526 125,383 592 148,134 615 166,182
Field ACHIVILIES. ....c.ovieeeirieeece e 216 32,508; 199 29,448 218 35,317 221 40,256
Animal Drugs and Feeds...........cccorvreinieienneeineniene 551  $103,094; 530 $97,365 573 $116,471 620 $135,475
Center.......... 325 63,701: 319 59,890 338 73,035 361 82,452
Field ACHIVILIES. ......ovieeeirieeeseee e 226 39,393; 211 37,475 235 43,436 259 53,023
Devices and Radiological Health.............ccccoovviinnnnnne 1,395  $258,086: 1,365 $237,734] 1,406 $280,587| 1,475 $315,377
CRNLET .. 969 192,839: 945 177,455 977 209,061 1,029 234,974
Field ACHIVILIES. ....c.ovieeeirieeeee e 426 65,247; 420 60,279 429 71,526 446 80,403
National Center for Toxicological Research.................. 196 $47,402; 192 $44,443 198 $52,511] 210 $58,745
Headquarters and Office of the Commissioner.............. 559  $110,402; 541 $97,606 573  $120,560 644  $143,712
FDA White Oak Consolidation.... 0 $38,536 0 $38,536 0 $38,536 0 $38,536
Other Rent and Rent Related ..... 0 $50,293 0 $50,278 0 $50,293 0 $52,622
GSA Rental Payments .............. 0 $130,612 0 $130,611 0 $134,351 0 $146,022
SUBTOTAL, Salaries and EXPenses.........cccccverveennnne. 8,168 $1,864,337; 7,678 $1,713,110] 8,524 $2,038,964| 9,099 $2,337,656
Buildings and Facilities.............cccocovvirescscseseenas 0 $6,157 0 $7,534 0 $15,930 0 $12,433
FDA Building and Facilities 0 2,433 3,810 0 12,433 0 12,433
Natural Products Center® 0 3,724 3,724 0 3,497 0 0
TOTAL oooovvevvvvvviiiosssssssssssss s 8,168 $1,870,494: 7,678 $1,720,644] 8524 $2,054,894] 9,099 $2,350,089
NoN-Field ACHIVILIES........cccrnreirieirseeesee e 4,683 1,018,250; 4,420 938,235| 4,818 1,116,173] 5,122 1,252,071
Field ACHIVITIES. .....ccooiiiiii s 3,485 626,646 3,258 555,450 3,706 699,611 3,977 848,404
Rent Activities, B&F, and White Oak.............cc.ccoueuenee 0 $225,598 0 $226,959 0 $239,110 0 $249,613

1 FY 2008, 2009 and 2010 Estimates do not include an estimated 69 reimbursable, 21 PEPFAR and 5 CRADA FTE.
2 FY 2009 Omnibus Appropriations Act includes Sec. 725, a general provision appropriating $3.497 million to the National Center for Natural Products Research for construction and

renovation.

3 The FY 2009 FTE level in these Congressional Justifications reflects a correction of -36 FTE’s made after the MAX budget database closed for production of the President’s Budget for FY

2010.
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Food and Drug Administration
FY 2010 ALL PURPOSE TABLE - User Fees
(Dollars in Thousands)

FY 2008
FY 2010 President's
PROGRAM Enacted Actual FY 2009 Omnibus | Budget Request
FTE $000 FTE $000 FTE $000 FTE $000
Salaries and Expenses, Definite Appropriations:
Prescription Drug User Fee Act (PDUFA):

Human Drugs (PDUFA) 1,348 $327,000 1284 $327,017 | 1,545 $363,955 1,647 $415,290
Center 1,308 320,084 1252 321,282 | 1,505 356,835 1,598 406,984
Field. 40 6,916 32 5,735 40 7,120 49 8,306

Biologics (PDUFA). 288 $70,086 312 $72,414 303  $76,564 323  $87,236
Center. 278 66,824 304 70,890 293 73,206 313 83,747
Field. 10 3,262 8 1524 10 3,358 10 3,489

Headquarters and Office of the C jissi (PDUFA). 135 $29,531 166 $ 21,936 135 $32,710 144 $35270

Direct to Consumer (DTC). 0 $0 0 $0 0 $0 0 $0

Human Drugs (DTC).

Center 0 $0 0 $0 0 $0 0 $0
Biologics (DTC).

Center 0 $0 0 $0 0 $0 0 $0
Headquarters and Office of the C 0 $0 0 $0 0 $0 0 $0
FDA Consolidation at White OaK ............ocoiiiiiiiiiieiie e iee e e 0 $0 0$ 419 0 $2,745 0 $2,960
Other Rent and Rent Related (PDUFA) 0 $9,297 0 $ 13409 0 $18,691 0 $20,154
GSA Rental Payments (PDUFA) 0 $23,498 0$ 11,821 0 $16,000 0 $17,252

Subtotal PDUFA 1771 $459,412 1,762 $450,787 | 1,983 $510,665 2,114 $578,162
Medical Device User Fee Act (MDUFMA):

Biologics (MDUFMA) 33 $10,576 30 $6,263 33 $11,475 35  $11,575
Center 31 10,109 28 6,005 31 10,968 31 11,068
Field. 2 467 2 258 2 507 4 507

Devices and Radiological Health (MDUFMA) 153 $27,614 170 $24,261 207 $29,960 227  $33,885
Center 146 26,647 164 23,289 201 28,911 220 32,836
Field. 7 967 6 972 6 1,049 7 1,049

Headquarters and Office of the C issit (MDUFMA). 22 $5,450 21 $ 2967 22 $5,914 22 $5,914

Other Rent and Rent Related Activities (MDUFMA) 0 $1,169 0s 850 0 $1,268 0 $1,376

GSA Rental Payments (MDUFMA) 0 $3,622 0$ 2081 0 $3,930 0 $4,264

Subtotal (MDUFMA) 208 $48431 221 $36,422 262 $52,547 284  $57,014
[Animal Drug User Fee Act (ADUFA):

Animal Drugs and Feed: 58 $11,523 59 $12,260 68 $13,612 68  $15540
Center 58 $11,523 59 $12,260 66 $13,362 66 $15290
Field, 0 $0 0 $0| 2 $250 2 $250|

Headquarters and Office of the C issioner (ADUFA), 4 $732 4 $563; 4 $656 4 $693;

Other Rent and Rent Related Activities (ADUFA) 0 $0 0 $109 0 $153] 0 $162,

GSA Rental Payments (ADUFA). 0 $1,441 0 $598 0 $839 0 $885

Subtotal (ADUFA) 62 13,696 63 13,530 72 15,260 72 17,280
Animal Generic Drug User Fee Act (AGDUFA):

Animal Drugs and Feed: 0 $0 0 $0 21 $4,261 21 $4,525
Center 0 0 0 0 20 4,118 20 4,382
Field. 0 0 0 0 1 143 1 143

Headquarters and Office of the C issioner (AGDUFA), 0 $0 0 $0 1 $193 1 $204

Other Rent and Rent Related Activities (AGDUFA) 0 $0 0 $0 0 $72 0 $72

GSA Rental Payments (AGDUFA), 0 $0 0 $0 0 $305 0 $305

Subtotal (AGDUFA), 0 $0 0 $0 22 $4,831 22 $5,106
Total Definite Appropriation: 2,041 $521,539 2,046 $500,739 | 2,339 $583,303 2,492 $657,562
Indefinite Appropriations:
Mammography Quality and Standards Act (MQSA):

Devices and iological Health 34 $18171 29  $13,289 34 $19,080 34 $19,080
Center 26 5717 21 4,047 26 6,003 26 6,003
Field Activitie: 8 12,454 8 9,242 8 13,077 8 13,077

Headquarters and Office of the C issioner (MQSA) 2 $227 2% 248 2 $238 2 $238

Subtotal (MQSA) 36 $18,398 31 $13,537 36 $19,318 36 $19,318
Export Certification 18 $2,500 17 $ 2707 18 $2,600 18 $2,700
Color Certification Fund. 36 $7,000 39§ 7379 36 $7,700 36 $7,700

Total Indefinite Appropriatior 90  $27,898 87  $23,623 90  $29,618 90  $29,718
Proposed New User Fees:
Generic Drug User Fee (GDUFA):

Human Drugs 0 $0 0 $0 0 $0 68  $32,549
Center 0 0 0 0 0 0 56 26,504
Field. 0 0 0 0 0 0 12 6,045

Headquarters and Office of the C jissi (GDUFA), 0 $0 0 $0 0 $0 0 $1,189

Other Rent and Rent Related (Generic Drug) 0 $0 0 $0 0 $0 0 $0

GSA Rental Payments (GDUFA) 0 $0 0 $0 0 $0 0 $2,262

Subtotal 0 $0 0 $0 0 $0 68  $36,000

Food Export Certification User Fee:

Food: 0 $0 0 [y 0 $0 26 4,078
Center. 0 0 0 0 0 0 7 1,063
Field. 0 0 0 0 0 0 19 3,015

Animal Drugs and Feed:

Center. 0 0 0 0 0 $74

Subtotal 0 0 0 0 0 0 26 4,152

Reinspection User Fee:

Office of Regulatory Affair: 0 $0 0 $0 0 $0 112 $14,446
Foods Program Estimate. 0 0 0 0 0 0 48 6,124
Human Drugs Program Estimate. 0 0 0 0 0 0 18 2,360
Biologics Program Estimate. 0 0 0 0 0 0 3 482
Animal Drugs and Feeds Program Estimate. 0 0 0 0 0 0 19 2,408
Devices and Radiological Health Program Estimate. 0 0 0 0 0 0 24 3,072

Headquarters and Office of the C: issi 0 $0 0 $0 0 $0 17 $8,342

FDA White Oak Consolidatior 0 $0 0 $0 0 $0 0 $0

Other Rent Related Activitie: 0 $0 0 $0 0 $0 0 939

GSA Rental P: 0 $0 0 $0 0 $0 0 2,121

Subtotal 0 $0 0 $0 0 $0 129 $25,848

Food and Reinspction User fees Subtotal 0 $0 0 $0 0 $0 155 30,000
Food Inspection and Facility Registration User Fee:

Food: 0 $0 0 $0 0 $0 154 $52,500
Center. 0 0 0 0 0 0 19 7,500
Field Activitie: 0 0 0 0 0 0 135 45,000

Animal Drugs and Feeds 0 $0 0 $0 0 $0 39 $13,000
Center. 0 0 0 0 0 0 9 3,000
Field Activitie: 0 0 0 0 0 0 30 10,000

Headquarters and Office of the C: 0 $0 0 $0 0 $0 33 $9,500

Subtotal 0 $0 0 $0 0 $0 226 $75,000
Total Proposed New User Fee: 0 0 0 0 0 0) 449 141,000
Total User Fees 2,131 549,437 2,133 524,362| 2,429 612,92. 3,031 828, BOI
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Food and Drug Administration
FY 2010 ALL PURPOSE TABLE - Total Program Level
(Dollars in Thousands)

FY 2008
PROGRAM FY 2010 President's
Enacted * Actual FY 2009 Omnibus® | Budget Request
FTE | $000 {FTE| $000 FTE |  $000 FTE |  $000

Salaries and Expenses:
Foods 2,792 $576,659 | 2,614 $507,797 3,019 $648,722 3,516 $845,617
Center 812 188,167 753 167,189 854 210,486 947 244,981
Field 1,980 388,492 i 1,861 340,608 2,165 438,236 2,569 600,636
Human Drug 3,228 $708,288 : 2,996 $680,926 3,490 $777,437 3,759 $908,013
Center 2,551 600,366; 2,396 587,551 2,791 659,221 2,996 763,076
Field 677 107,922 600 93,375 699 118,216 763 144,937
Biologic: 1,116 $248,627 | 1,066 $233,508 1,146 $271,490 1,197 $305,731
Center 888 212,390; 858 202,278 916 232,308 959 260,997
Field 228 36,237 209 31,230 230 39,182 238 44,734
Animal Drugs and Feeds 609 $114,617 589 $109,625 662 $134,344 767 $171,022
Center 383 75,224; 378 72,150 424 90,515 456 105,198
Field 226 39,393 211 37,475 238 43,829 311 65,824,
Devices and Radiological Health 1,582 $303,871 ; 1,564 $275,284 1,647 $329,627 1,760 $371,414
Center. 1,141 225,203; 1,130 204,791 1,204 243,975 1,275 273,813
Field 441 78,668: 434 70,493 443 85,652 485 97,601
National Center for Toxicological Research 196 $47,402 192 $44,443 198 $52,511] 210 $58,745
Headquarters and Office of the Commissioner. 722 146,342; 733 123,320 737 160,271 867 205,061
FDA White Oak Consolidation.. 0 38,536 0 42,726 0 41,281 0 41,496
Other Rent and Rent Related Activities 0 60,759 0 64,646 0 70,477 0 75,325
GSA Rent. 0 159,173 0 145,111 0 155,425 0 173,111
TOTAL, Salaries & Expenses 10,245  $2,404,274; 9,754  $2,227,386] 10,899  $2,641,585| 12,076  $3,155,536
Export Certification 18 2,500 17 2,707 18 2,600 18 2,700
Color Certification Fund 36 7,000 39 7,379 36 7,700 36 7,700
Buildings and Facilities 0 $6,157 0 $7,534 0 $15,930! 0 $12,433
FDA Building and Facilities 0 2,433 0 3,810 0 12,433 0 12,433
Natural Products Center? 0 3,724 0 3,724 0 3,497 0 0|
TOTAL PROGRAM LEVEL 10,299  $2,419,931¢ 9,811 $2,245,006] 10,953  $2,667,815| 12,130  $3,178,369
NON-Field ACHIVILIES......civiiriiiiic s 6,747 1,504,594} 6,497 1,411,808| 7,178 1,659,587 7,764 1,922,272
Field Activities. 3,552 650,712; 3,314 573,181 3,775 725,115 4,366 953,731
Rent Activities, B&F, and White Oak 0 264,625 0 260,017 0 283,113 0 302,365
Less User Fees:
Current Law:
Prescription Drugs (PDUFA) 1,771 459,412; 1,762 450,787 1,983 510,665 2,114 578,162
Medical Devices (MDUFMA) 208 48,431; 221 36,422 262 52,547 284 57,014
Animal Drugs (ADUFA) 62 13,696 63 13,530 72 15,260 72 17,280
Animal Generic Drug (AGDUFA) 0 0 0 0| 22 4,831 22 5,106
Mammography Quality (MQSA) 36 18,398 31 13,537 36 19,318 36 19,318
Export Certification 18 2,500 17 2,707 18 2,600 18 2,700
Color Certification Fund 36 7,000 39 7,379 36 7,700 36 7,700
Proposed User Fees:
Generic Drug (GDUFA), 0 0 0 0| 0 0] 68 36,000
Export Certification User Fee. 0 0 0 0| 0 0 26 4,153
Reinspection User Fee 0 0 0 0] 129 25,847
Food Inspection and Food Facility Registration USer Fee............cocoeviivicerneinneens 0 0 0 0 0 0 226 75,000
SUBTOTAL User Fees 2,131 549,437; 2,133 524,362 2,429 612,921 3,031 828,280
TOTAL USER FEES 2,131 $549,437; 2,133 $524,362] 2,429 $612,921] 3,031 $828,280
TOTAL BUDGET AUTHORITY 8,168  $1,870,494: 7,678  $1,720,644] 8,524  $2,054,894] 9,099  $2,350,089

' FY 2008 Enacted and FY 2009 Estimates do not include an estimated 69 reimbursable, 21 PEPFAR and 5 CRADA FTE.
2 FY 2009 Omnibus Appropriations Act includes Sec. 725, a general provision appropriating $3.497 million to the National Center for Natural Products Research for construction and renovation.
® The FY 2009 FTE level in these Congressional Justifications reflects a correction of -36 FTE’s made after the MAX budget database closed for production of the President’s Budget for FY 2010.
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FOODS

The FY 2010 program level budget request for the FDA Foods Program including user fees is
$845,617,000. The following table shows a three-year funding history for the Foods Program.

FDA Program Resources Table

FY 2010
FY 2008 President’s
FY 2009 Budget FY 2010 +/-FY
Enacted Actuals Omnibus Request 2009 Omnibus

Program Level $576,659,000| $507,797,000] $648,722,000f $845,617,000) $196,895,000
Center $188,167,000 $167,189,000] $210,486,000[ $244,981,000 $34,495,000
FTE 812 753 854 947 93]
Field $388,492,000(  $340,608,000] $438,236,000( $600,636,000 $162,400,000
FTE 1,980 1,861 2,165 2,569 404
Program Level FTE 2,792 2,614 3,019 3,516 497
Budget Authority $576,659,000( $507,797,000] $648,722,000( $782,915,000 $134,193,000
Center $188,167,000 $167,189,000 $210,486,000 $236,418,000 $25,932,000
Field $388,492,000 $340,608,000] $438,236,000( $546,497,000 $108,261,000]

Pay Increase (non add) $10,514,000 $10,514,000

Protect America's Food Supply (non-add) $123,679,000 $123,679,000
Budget Authority FTE 3,288 269
Center 921 67
Field 2,367 202
Proposed User Fees $62,702,000 $62,702,000,
Reinspection $6,124,000 $6,124,000
Field $6,124,000, $6,124,000,
FTE 48 48|
Export Certification $4,078,000 $4,078,000
Center $1,063,000 $1,063,000
FTE 7 7
Field $3,015,000 $3,015,000
FTE 19 19
Inspection and Facility Registration $52,500,000 $52,500,000
Center $7,500,000 $7,500,000
FTE 19 19
Field $45,000,000, $45,000,000
FTE 135 135
User Fee FTE 228 228|

The FDA Foods Program operates under the following legal authorities:

The Federal Food, Drug, and Cosmetic Actx (21 U.S.C. 321-399)
The Federal Import Milk Act (21 U.S.C. 142-149)

Public Health Service Act (42 U.S.C. 201, et seq.)

Food Additives Amendment of 1958*

Color Additives Amendments of 1960

The Fair Packaging and Labeling Act (15 U.S.C. 1451-1461)
Safe Drinking Water Act (21 U.S.C. 349)

Saccharin Study and Labeling Act*

Infant Formula Act of 1980*

Drug Enforcement, Education, and Control Act of 1986*
Nutrition Labeling and Education Act of 1990*

Dietary Supplement Health and Education Act of 1994*
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Food Quality Protection Act of 1996*

Federal Tea Tasters Repeal Act (42 U.S.C. 41)

Safe Drinking Water Act Amendments of 1996 (21 U.S.C. 349)

Food and Drug Administration Modernization Act of 1997*

Antimicrobial Regulation Technical Corrections Act of 1998*

Public Health Security and Bioterrorism Preparedness and Response Act of 2002*

Food Allergen Labeling and Consumer Protection Act of 2004*

Sanitary Food Transportation Act of 2005*

Dietary Supplement and Nonprescription Drug Consumer Protection Act (21 U.S.C.379aa-1)
Food and Drug Administration Amendment Act of 2007 «

Allocation Method: Direct Federal/intramural; Contract

Program Description and Accomplishments

The Center for Food Safety and Applied Nutrition (CFSAN) administers the FDA Foods
Program with the assistance of the Office of Regulatory Affairs (ORA) field offices nationwide.
CFSAN, in conjunction with the FDA field force, is responsible for protecting and promoting the
public health by ensuring that the food supply of the nation is safe, sanitary, wholesome, and
properly labeled and that cosmetic products are safe and properly labeled. The FDA Foods
Program is responsible for all domestic and imported food, with the exception of meat; poultry;
and frozen, dried and liquid eggs.

The FDA Foods Program regulates $417 billion worth of domestic food, $49 billion worth of
imported foods, and $62 billion worth of cosmetics. This regulation takes place from either the
products' point of U.S. entry or processing to their point of sale, with approximately 136,000
registered domestic food establishments, and approximately 189,000 registered foreign facilities,
and more than 3,500 cosmetic firms.

The Office of Regulatory Affairs (ORA) provides FDA leadership on enforcement, import,
inspection, and regulatory laboratory policies. Through ORA field offices nationwide, ORA
supports the Foods Program by conducting risk-based domestic and foreign inspections of food
establishments to assess industry compliance with current Good Manufacturing Practices
(cGMP) and Hazard Analysis and Critical Control Point (HACCP) requirements for FDA-
regulated foods. In addition to overseeing the regulated products on a surveillance or *“for cause”
basis, ORA responds to emergencies and investigates incidents of product tampering and natural
or intentional disasters that may affect FDA-regulated goods. In instances of criminal activity,
the ORA Office of Criminal Investigations (OCI) complements the regular field force. The ORA
Field Foods Program is funded by appropriated dollars that allow ORA to perform inspections
and fund inspections through State contracts.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
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platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Food Safety and Nutrition Program by
maintaining its legacy systems and databases used for managing and tracking its programs, for
monitoring and tracking adverse event activities, and for conducting various compliance
activities. OIM also work with the Food Safety and Nutrition Program through the FDA
Bioinformatics Board to ensure that current and future IT enterprise and center investments
continue to fulfill program requirements while meeting broader FDA objectives.

The FDA Foods Program executes its regulatory responsibilities in four areas: Ensuring Food
Protection, Improving Nutrition, Improving Dietary Supplement Safety and Improving Cosmetic
Safety.

Ensuring Food Protection — CEFSAN Activities

The FDA Food Protection Program, encompassing both food safety and food defense, is a
comprehensive and integrated strategic approach that involves multiple parts of the FDA. The
overarching program goal is to keep the food supply of the nation safe from both unintentional
and deliberate contamination. The program builds in safety measures focusing FDA efforts on
preventing problems first, using risk-based interventions to ensure preventive approaches are
effective, and instituting a rapid response as soon as contaminated food, feed, or harm is
detected. Driven by science and modern information technology, the FDA Food Protection
Program aims to identify potential hazards and counter those before they can do harm.

In FY 2009 CFSAN scientists have optically mapped chromosomes of Salmonella strains from
2008 outbreaks of S. Saintpaul (linked to peppers) and Typhimurium (linked to peanut butter
paste). Visualization of the genomes showed that foodborne and clinical isolates from each
outbreak were identical, verifying Pulse-field Gel Electrophoresis (PulseNet) analysis that
established the source strain for each outbreak. During the course of the year CFSAN scientists
have used a high-density DNA microarray containing whole genomes of 38 common outbreak
strains of Salmonella to analyze foodborne and clinical isolates from 2008 outbreaks. The array
enabled quick identification of unique gene and plasmid content in the strains and sites
containing single nucleotide polymorphisms (SNPs). CFSAN scientists also have developed a
method for the isolation of Yersinia pestis using a novel enrichment broth and the Pathatrix
immunomagnetic capture system which was successfully evaluated by 19 Food Emergency
Response Network (FERN) laboratories. This Pathatrix method is faster and more accurate than
existing methods. Before the method is moved out of the research environment where it was
developed, CFSAN must make sure different laboratories will get the same results no matter
where they are located or what microbiologist is using the method. Since 19 different
laboratories were able to use the method successfully, it means that the method works (validated)
and is ready for use by the FERN laboratories. This is a proactive effort to making sure CFSAN
is ready with a good detection method should an emergency such as an outbreak or a
bioterrorism event occur involving this bacterial pathogen, Yersinia pestis (the organism that
causes plague or black death). The validation process is an important process in methods
development and implementation.
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Additionally, CFSAN published a final rule that allows the use of irradiation to make fresh
iceberg lettuce and fresh spinach safer and last longer without spoiling. Irradiating fresh iceberg
lettuce and spinach will help protect consumers from disease-causing bacteria such as
Salmonella and Escherichia coli O157:H7, which continue to be public health problems in the
United States. CFSAN issued a final rule to require the declaration of the color additives
cochineal extract and carmine on all food and cosmetic products. FDA took this action to
protect the small number of consumers who are allergic to these color additives.

CFSAN completed the Tomato Safety Initiative assessment activities covering the Eastern Shore
of Virginia and 3 regions of Florida (field related). In addition, FDA published the Employee
Health & Personal Hygiene Handbook, referencing the FDA Food Code, designed to prevent
food workers from transmitting pathogens including viruses to food.

CFSAN FDA also published a white paper on allergen cleaning validation (J. Food Prot (2008)
71: 445 - 458) The objectives of this review were (i) to study the incidence and cause of allergen
cross-contact, (ii) to assess the science upon which the cleaning of food contact surfaces is based,
and (iii) to identify best practices for cleaning allergenic foods from food contact surfaces.

Food Protection Program — ORA Activities

In support of the FDA Food Protection Program, ORA focused on implementing a risk-based
surveillance and inspection strategy. Through risk-based domestic and foreign inspections of
food establishments, ORA assesses industry compliance with GMP and HACCP requirements.
In addition, ORA responds to public health emergencies and investigates incidences of
intentional and naturally occurring product contamination.

Field personnel also play a lead role in response to foodborne illness outbreaks by conducting
tracebacks of implicated foods. Information gathered in traceback investigations is used to
identify ways to make produce safer and prevent future outbreaks. During April through July
2008, more than 1,300 people fell ill from what was first believed to be a multi-State Salmonella
St. Paul tainted raw tomatoes outbreak. The outbreak continued after FDA issued the tomato
alert in May and tested large numbers of tomato samples. Thereafter, CDC conducted a second
case study and determined the need to expand the alert to other types of produce, including
serrano and jalapeno peppers. FDA and FERN labs were utilized to test these additional foods
and found contaminated jalapeno peppers originating from Mexico that matched the outbreak
strain of Salmonella.

To complement the analytical work of FDA labs, ORA developed and supports FERN, a network
of State and local labs that perform laboratory analysis for FDA in the event of a public health
emergency. During the Salmonella St. Paul outbreak, FERN labs provided increased laboratory
capacity and capability to allow FDA to create an additional assignment for the outbreak
response that targeted retailers and distributors of the products in question. During the course of
the approximately four week assignment, over 140 samples were tested by FERN labs of which
11 samples were found positive for Salmonella. While none of the contaminated samples
matched the outbreak strain, States did take actions on the results, including recalls of the
product.
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The ability to rapidly test large numbers of samples of potentially contaminated food products is
a critical component of controlling threats from deliberate foodborne contamination. With FY
2008 Food Protection increases, FERN added three additional chemical labs in FY 2008 which
will increase the surge capacity in FY09 to 1,650 chemical samples per week. ORA will
continue to maintain the FERN lab networks in FY 2010.

In addition to domestic food work, ORA conducted 100,718 import food field exams in FY 2008
to monitor the safety of imported products being offered for entry in the United States. The
number of import food field exams conducted exceeded FDA’s goal by 18 percent. For
example, in August 2008, two individuals and two corporations pled guilty in New York to
charges of trafficking in counterfeit Colgate toothpaste. These defendants imported over
518,000 tubes of counterfeit Colgate toothpaste from China that failed to contain fluoride and, in
some cases, contained microorganisms, such as bacillus spores, and diethylene glycol (DEG),
used as a coolant for hydraulics and brake fluids.

However, ORA cannot rely solely on physical examinations of imports to reduce the potential
risk. To complement the import inspection program, ORA has made substantial progress in the
development of PREDICT, a new electronic system for better risk-based screening of imports.
PREDICT uses automated data mining, pattern analysis, exogenous information, expert rules,
and detection of data anomalies in determining which shipments need human review. In January
2008, ORA completed evaluation of a three-month pilot test of the prototype system and
determined it successful based on several criteria: user acceptance, violation rates; and
integration of systems. Further development continues to incorporate additional criteria and to
expand the system to encompass all FDA-regulated products. Better electronic, risk-based
screening is essential to FDA’s efforts to focus inspectional resources on high-priority
shipments.

Improving Nutrition — CFSAN Activities

The principal mission of the FDA Nutrition Program is to promote healthful dietary practices by
ensuring that packaged and other foods are truthfully and properly labeled. This allows
consumers to use this information to make informed choices to improve their health and help
them reduce the risk of chronic disease. FDA conducts research, issues guidance and rules, and
develops education and outreach programs on improving the accuracy, truthfulness, and
usefulness of the food label and nutrition information. CFSAN launched a major consumer
research initiative several years ago in response to the Office of Management and Budget
Program Assessment Rating Tool (PART) evaluation of the mission of the FDA. FDA agreed to
create a long-term outcome goal (PART goal) to increase the consumer understanding of diet-
disease relationships, especially between dietary fats and coronary heart disease. The PART
goal proposed baseline performance indicators of consumer understanding of three dietary fats
(trans, saturated, and omega-3 fats). CFSAN developed the baseline indicators in 2005 from a
nationally representative telephone survey. The protocol for implementing the survey is under
review.

FDA recently initiated two education and outreach efforts. First, with the Cartoon Network,
FDA released a public service campaign for tweens to “Spot the Block” that is aimed at building
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awareness of the nutrition label and label reading skills. Second, FDA released a web-based
program to inform consumers about using the nutrition labels for “Healthy Weight
Management.” In addition, CFSAN expanded an existing project with the National Science
Teachers Association (NSTA) to include nutrition education for middle and high school teachers
to help teach students to make healthful food choices using the Nutrition Facts Panel.

In early 2008, FDA prepared a report on folic acid fortification in response to a Congressional
Committee report that suggested that the FDA should increase current levels of folic acid
fortification in enriched cereal-grain products. In the report, FDA scientists reviewed the current
literature and the present fortification standards, and identified a number of issues that FDA
would need to consider in revising the current standards.

FDA held a public hearing to address the use of “may contain” labeling for allergens in food
products. In 2009, FDA published guidance on the evidence-based system used to evaluate
research studies in support of health claims, including qualified health claims. It represents the
agency's current thinking on 1) the process for evaluating the scientific evidence for a health
claim, 2) the meaning of significant scientific agreement (SSA) and 3) credible scientific
evidence to support a qualified health claim. In addition, the FDA published a Federal Register
Notice in December 2007 regarding the re-evaluation of scientific evidence for two authorized
health claims and two qualified health claims using the evidence-based system. Since then, FDA
re-evaluated and amended the regulation authorizing a health claim on the relationship between
calcium and a reduced risk of osteoporosis to include vitamin D so that in addition to a claim for
calcium and osteoporosis an additional claim may be made for vitamin D and osteoporosis. The
amended regulation also eliminated the requirement that the claim list sex, age, and race as
specific risk factors for the development of osteoporosis as well as other requirements referring
to mechanisms of the reduction and amounts of calcium. FDA also revaluated and adopted as a
final rule without change two other health claims, soluble fiber from certain foods and the risk of
coronary heart disease; and dietary noncariogenic carbohydrate sweeteners and dental caries.

Improving Nutrition - ORA Activities

ORA determines the compliance of domestic and imported foods with labeling regulations
promulgated under the Federal Food, Drug, and Cosmetic Act, the Nutrition Labeling and
Education Act, and the Fair Packaging and Labeling Act. In addition to ensuring that required
information is displayed on product labels, ORA verifies the accuracy of health claims made on
labels through product sampling and analysis.

An important component of ORA’s Food Labeling Program is the regulation of domestic and
imported food related products. In February 2008, FDA permanently enjoined two firms that
were manufacturing and distributing foods as drugs. A manufacturer and a distributor of various
juice concentrates, soft fruit gel capsules, fruit bars, dried fruits, liquid glucosamine, and salmon
oil capsules, and two of their top executives, signed a consent decree permanently enjoining the
firms from manufacturing and distributing any products with drug claims in labeling and from
distributing foods with unauthorized health claims. The companies had a history of promoting
unapproved claims on their product labels, brochures, and web sites, stating that the products
cure, treat, mitigate, or prevent various diseases.
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Improving Dietary Supplement Safety — CFSAN Activities

The mission of the FDA Dietary Supplement Program is to ensure that these products are safe
and properly labeled and that any disease or health-related claims are scientifically supported.
FDA regulation of dietary supplements falls under the authority of the Federal Food, Drug, and
Cosmetic Act in general and the Dietary Supplement Health and Education Act of 1994
(DSHEA) in particular.

Recent surveys indicate that 60-70 percent of the U.S. population use dietary supplements.

Many supplements are imported and potentially manufactured without using current good
manufacturing practice (cGMP) requirements. In FY 2007, FDA published a final rule
establishing cGMP requirements for dietary supplements. The regulation requires that proper
controls be in place so dietary supplements are processed in a consistent manner and meet
quality standards, including standards for identity, purity, strength, and composition. Beginning
in June 2008, FDA began to conduct cGMP inspections, based on the final rule, of both domestic
and foreign dietary supplement manufacturing facilities that have more than 500 employees.
Dietary supplement cGMP inspections will begin for medium size companies (20-500
employees) in June 2009 and for small companies (fewer than 20 employees) in June 2010.

FDA scientists recently completed a survey to determine the extent of lead (Pb) contamination in
vitamins labeled for use by women and children. The results showed that estimates of Pb
exposure were below the provisional total tolerable intake levels for young children, older
children, pregnant and lactating women, and adult women. In addition, multi-residue methods
have been developed for determining 150 pesticides in dietary supplements such as ginseng.

FDA also continues the operation and further development of its voluntary adverse events
reporting database called CAERS (CFSAN Adverse Events Reporting System). CAERS collects
adverse event reports and complaints from consumers, manufacturers, and healthcare providers,
enabling staff to conduct reviews of reports for potential safety issues. Since becoming
operational in June 2003, CAERS has received an average of 4,769 reports of adverse events
and/or consumer complaints a year. In 2008, a breakdown of adverse event and/or product
complaint reports shows as examples: 190 cosmetic, 201 seafood, 1,190 dietary

supplement, 111 infant formula or baby food, and 312 bakery product reports

In FY 2008, CAERS began to receive mandatory adverse event reports from dietary supplement
manufacturers based on the newly mandated reporting requirements of the Dietary Supplement
and Nonprescription Drug and Consumer Protection Act of 2006. FDA published guidance on
reporting serious adverse events associated with dietary supplements and instructions on how to
fill out a MedWatch Form 3500A. The FDA Post-market Safety Review Program is monitoring
this data for signals of potential adverse reactions to dietary supplements and ingredients.

Improving Dietary Supplements — ORA Activities

ORA plays a vital role in ensuring the safety of dietary supplements by collecting and analyzing
products to check label accuracy in order to ensure the safety of supplements before they enter
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into the U.S. market. ORA also oversees all recalls of contaminated or fraudulent products to
remove potentially dangerous products from the U.S. marketplace.

In February 2008, following an OCI investigation, five business owners and their companies
were indicted in the Western District of Missouri on charges related to the fraudulent marketing
of dietary supplements. The defendants conspired to promote multiple dietary supplements
through internet web sites and made illegal drug claims their products could treat, cure, mitigate
and prevent disease. These companies continued to illegally market their products despite FDA
warning letters and an FDA inspection.

Improving Cosmetics Safety — CFSAN Activities

The mission of the FDA Cosmetics Program is to protect the public health by ensuring the safety
of cosmetics. Cosmetics marketed in the United States, whether manufactured here or imported,
must comply with the FD&C Act, the Fair Packaging and Labeling (FP&L) Act, and regulations
promulgated by FDA under these laws.

The domestic cosmetic industry has annual U.S. sales in the tens of billions, with thousands
of facilities in the U.S. alone. Cosmetic products and ingredients also enter the U.S. from a
broad range of countries, most of which have different regulatory systems and standards.
From 2000-2007, the number of entries of imported cosmetics products almost tripled. In
2008, cosmetics accounted for a little over 9 percent of all imports under FDA jurisdiction,
third-highest among FDA-regulated product areas. The past 5-10 years also have seen an
explosion in the numbers and types of cosmetic products sold annually. These changes in the
industry present both scientific and regulatory challenges that have been increasingly
difficult for FDA to meet with existing resources.

As an example, cosmetics represent one of the fastest growing areas for application of
nanotechnology. Nanoparticles used in cosmetic ingredients may result in products with
different chemical or physical properties, which may pose different safety issues. As part of
FDA efforts to develop guidance for industry on this issue and to protect public health, in FY
2008 FDA held a public meeting to discuss the scientific and regulatory issues concerning the
use of nanoscale materials in regulated products, including cosmetics. FDA is also conducting
collaborative laboratory investigations with the University of Maryland on various types of
nanoparticles and their potential health hazards when used in cosmetics. FDA is currently
drafting guidance for industry and other stakeholders on the use of nanoscale materials in
cosmetics.

FDA implemented a Voluntary Cosmetic Registration Program (VCRP) as a means of
maintaining information about cosmetic products currently in the marketplace. FDA uses
information from the VCRP, along with other data, to develop guidance and regulations for
industry and to identify additional science needed to assess the safety of cosmetic ingredients. In
FY 2007, FDA made significant enhancements to its current web-based system; and the number
of cosmetic products accepted for filing in the system increased almost 30 percent over FY 2006
level. In FY 2009, FDA eliminated the backlog of old paper-based registrations and completed a
purge of old and obsolete paper-based registrations. The current annual level of product
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registration is now more than 15 times higher than with the prior paper-based system. FDA
continues to provide industry training on the VCRP.

In 2007, the FDA Cosmetics Program re-established an international effort to cooperate on
cosmetics regulation, referred to as ICCR. This effort includes regulatory authorities from FDA,
Health Canada, the European Commission, and the Ministry of Health, Education, Labor and
Welfare of Japan, as well as a joint regulator-industry caucus on one day of the meeting. The
first meeting of the group was held on September 25-28, 2007, in Brussels and the second
meeting on July 30-August 4, 2008 in Rockville, MD. Issues addressed were: alternatives to
animal testing, cosmetic good manufacturing practices (GMPs), nanotechnology, nomenclature,
and sharing of information among the regulators. One of the outcomes has been a consensus
decision to make use of International Standards Organization (ISO) standards for GMPs.
Discussion on alternatives to animal testing will be prominent in 2009, as the first phase of the
European Union ban on animal testing of cosmetic ingredients has already taken effect as of
March 2009, with additional actions scheduled in 2010 and 2011. New discussions on
International Nomenclature of Cosmetic Ingredients (INCI) nomenclature have also been
initiated.

The safety of cosmetics is a public health priority and FDA must therefore have the resources
to maintain the capacity to issue necessary regulations and guidance. FDA also must
maintain robust systems for collecting adverse event reports and voluntary cosmetic product
registrations and the resources for product surveys and laboratory investigations.

Information from these sources is essential for the FDA risk-based approach to post-market
monitoring, inspection, and other enforcement activities. The net result will be improved
public health protection through increased availability of safe cosmetic products and removal
of unsafe cosmetic products from the marketplace.

Improving Cosmetics Safety — ORA Activities

ORA provides coverage of the rapidly expanding import and domestic cosmetic programs by
conducting inspections and sample analyses on products in order to prevent unsafe cosmetics or
ingredients from reaching the marketplace.

On November 16, 2007, FDA seized approximately $2 million of Age Intervention Eyelash, a
"cosmetic" product sold and distributed by Jan Marini Skin Research, Inc., of San Jose,
California. FDA considered Age Intervention Eyelash, promoting increased eyelash growth, a
dangerous cosmetic that included a drug ingredient, bimatoprost (which treats elevated eye
pressure) that the company made unapproved drug claims and that the use of the product was
potentially harmful. On June 19, 2008, a motion for default judgment was granted, directing the
U.S. Marshal’s Service to destroy the goods.
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Five Year Funding Table with FTE Totals

The following table shows a five-year funding history for the Food Program’s program level,
budget authority, and user fee resources.

Fiscal Year Program Budget User Fees Program

Level Authority Level FTE
FY 2006 Actual $438,721,000 $438,721,000 $0 2,774
FY 2007 Actual $457,104,000 $457,104,000 $0 2,569
FY 2008 Actual $507,797,000 | $507,797,000 $0 2,614
FY 2009 Omnibus $648,722,000 $648,722,000 $0 3,019
FY 2010 Estimate $845,617,000 $782,915,000 $62,702,000 3,516

Budget Request

The FY 2010 President’s Budget requests $845,617,000 in program level funding for the Foods
Program, including user fees, in the support of 3,516 FTEs. The CFSAN portion of the request
is $244,981,000 and 947 FTEs, an increase above the FY 2009 Omnibus of $34,495,000 and an
increase of 93 FTESs to maintain current service levels. The Field portion of the request is
$600,636,000 supporting 2,569 FTEs, an increase above the FY 2009 Omnibus of $162,400,000
and 404 FTEs.

In FY 2010, CFSAN will continue to take the lead in maintaining and improving an already
sound food safety protection capability by accomplishing the goals and objectives established in
the FDA Food Protection Plan and the Import Safety Action Plan as well as continuing
cooperation and information sharing between the U.S. and China.

FDA envisions establishing a new strategic framework for an integrated national food safety
system. In order to efficiently and effectively establish a fully integrated national food and feed
safety system, FDA must build and expand existing programs and relationships with its
regulatory partners, specifically its Federal, State, local, tribal and territorial partners. FDA is
requesting funding in FY 2010 to begin establishing the necessary infrastructure for the Field
Food and Field Feeds Programs in the following four areas:

e Develop a National Workplan that includes the inspections of food manufacturing and
distribution facilities and the collection and analyses of compliance, surveillance, and
environmental samples;

e Ensure that programmatic objectives and implementation are coordinated;

e Continue to develop uniform, national standards for such subjects as manufacturing,
inspections, and enforcement;

e Build training courses and a certification program to be delivered to state, local, and tribal
regulatory partners;
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e Increase programmatic oversight and develop a more robust audit program.

A system of this magnitude may require new authorizations such as multi-year budget authority
for Federal, State, local, tribal and territorial regulatory partners and the authority to share non-
public information with our regulatory partners when it is necessary to protect public health.
However, this request is necessary to begin building the framework for an integrated national
food safety system.

Furthermore, ORA is requesting funding in FY 2010 to continue building its workforce for more
field food and feed work and support for the field food and feed work. In order to do so, ORA is
requesting funding to continue hiring investigators, analysts, and support staff in order to
continue to increase field and food work such as:

e Increase of 20,000 food and feed import exams by the end of 2011
e Increase of 2,000 domestic food and feed inspections by the end of 2012
e Increase of 50 foreign food and feed inspections by the end of 2012.

Cost of Living Pay Increase

The CFSAN portion of FDA'’s requested pay increase is $2,986,000 . Without these funds
CFSAN would need to reduce FTE in order to adequately cover payroll, which will lead to a
decrease in FDA’s ability to protect the public health.

Information Technology

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Food Safety and Nutrition Program by
maintaining its legacy systems and databases used for managing and tracking its programs, for
monitoring and tracking adverse event activities, and for conducting various compliance
activities. OIM also work with the Food Safety and Nutrition Program through the FDA
Bioinformatics Board to ensure that current and future IT enterprise and center investments
continue to fulfill program requirements while meeting broader FDA objectives.

User Fees Authority and Increases

Reinspection and Food Export Certification User Fee

This proposal for $25,848,000 and 129 FTEs in Reinspection User Fees supports reinspection
costs incurred when FDA conducts follow-up inspections to verify that a firm implements action
to correct violations discovered during an inspection or stemming from a warning letter. ORA’s
Food request is for $6,124,000 and 48 FTE . This new user fee will amend the Food, Drug, and
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Cosmetic Act to permit FDA to collect and retain fees to recover from the inspected firm the full
cost of reinspections that FDA performs to ensure that their products and facilities comply with
current FDA regulations.

The FY 2010 budget also proposes a new user fee to support export certification activities. FDA
collects user fees of up to $175 per certificate issued for export certificates for drugs, animal
drugs and devices as authorized by Section 801 (e)(4)(B) of the Act. However, there is no
similar authority for collection user fees for export certificates for foods or animal feed. This
new user fee will amend the Food, Drug, and Cosmetic Act to permit FDA to collect the cost of
food and animal feed export certificate-related activities through user fees. Private sector
exporters would bear the cost of the program, but would reap its benefits through FDA’s
enhanced ability to facilitate exports of their products. The total proposed collections for the
FDA in FY 2010 are $4,152,000 with $1,063,000 of the collections being allocated to CFSAN.

Food Inspection and Facility Registration User Fee

The FY 2010 budget proposes a User Fee for Food Inspection and Facility Registration for
$75,000,000. This proposal allocates $7,500,000 to CFSAN, and $45,000,000 to the Field Foods
Program. Food facilities would be charged user fees for inspections and registration of their
establishments. These user fees would fund FDA inspections at the facilities.
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Foods Performance Measures Table

Long Term Objective: Increase access to safe and nutritious new food products.

Measure FY Target Result
213301: Complete review and action on 2010 70% Oct 31, 2011
the safety evaluation of direct and indirect
food and color additive petitions, 2009 60% Oct 31, 2010
including petitions for food contact .
substances, within 360 days of receipt. 2008 60% Oct 31, 2009
(Output) 100%
0,
2007 50% (Target Exceeded)
87%
0,
2006 0% (Target Exceeded)
100%
0,
2005 5% (Target Exceeded)

Long Term Objective: Prevent safety problems by modernizing science-based standards and

tools to ensure high-quality manufacturing, processing, and distribution.

Measure FY Target Result
214101: Number of state, local, and 2010 347 enrolled Dec 31, 2010
tribal regulatory agencies in the U.S.
and its Territories enrolled in the draft 2009 332 enrolled Dec 31, 2009
Voluntary National Retail Food
320 enrolled
Regulatory Program Standards. 2008 317 enrolled (Target Not Met)
(Outcome) 302 lled
enrolle
2007 240 enrolled (Target Not Met)
259 enrolled
2006 NiA (Target Not In Place)
185 enrolled
2005 NiA (Target Not In Place)
214102: Percentage of the enrolled 2010 3204 Dec 31, 2010
jurisdictions which meet 2 or more of
the Standards (Outcome) 2009 32% Dec 31, 2009
32%
0
2008 32% (Target Met)
32%
0,
2007 26% (Target Exceeded)
24%
2006 N/A (Target Not In Place)

Long Term Objective: Provide consumers with clear and timely information to protect them

from food-borne illness and promote better nutrition.

Measure

FY

Target

Result

212401: Increase by 40 percent the 2007

45%

May 31, 2009
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Measure FY Target Result
percentage of American consumers who 320
correctly identify that trans fat increases 2005 N/A
the risk of heart disease. (Outcome) (Target Not In Place)
212402: Increase by 10 percent the 2007 81% May 31, 2009
percentage of American consumers who
correctly identify that saturated fat 74%
increases the risk of heart disease. 2005 N/A (Target Not In Place)
(Outcome)
212403: Improve by 10 percent the 2007 34% May 31, 2009
percentage of American consumers who
correctly identify that omega-3 fat is a 31%
possible factor in reducing the risk of 2005 N/A (Target Not In Place)
heart disease. (Outcome)

Long Term Objective: Detect safety problems earlier and better target interventions to prevent
harm to consumers.

Measure FY Target Result
214201: Number of prior notice 2010 80,000 December, 2010
import security reviews. (Output)
2009 80,000 December, 2009
80,543
2008 80,000 (Target Exceeded)
84,088
2007 60,000 (Target Exceeded)
89,034
2006 N/A (Historical Actual)
86,187
2005 N/A (Historical Actual)
214202: Number of import food 2010 140,000 December, 2010
field exams. (Output)
2009 120,000 December, 2009
100,718
2008 85,000 (Target Exceeded)
94,743
2007 71,000 (Target Exceeded)
94,545
2006 N/A (Historical Actual)
84,997
2005 N/A (Historical Actual)
214203: Number of Filer 2010 1,000 December, 2010
Evaluations. (Output)
2009 1,000 December, 2009
1,356
2008 1,000 (Target Exceeded)
1,355
2007 1,000 (Target Exceeded)
1,441
2006 N/A (Historical Actual)
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Measure . FY ] Target \ Result

1,407
‘ 2005 ‘ N/A (Historical Actual)
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FY Target Result
214204: Number of examinations of 2010 5,000 December, 2010
FDA refused entries. (Output)
2009 5,000 December, 2009
5,926
2008 4,000 (Target Exceeded)
5,510
2007 3,000 (Target Exceeded)
5,846
2006 N/A (Historical Actual)
5,655
2005 N/A (Historical Actual)
214205: Number of high risk food 2010 6,750 December, 2010
inspections. (Output)
2009 6,100 December, 2009
6,230
2008 5,700 (Target Exceeded)
6,421
2007 5,625 (Target Exceeded)
6,795
2006 N/A (Historical Actual)
7,568
2005 N/A (Historical Actual)
214303: Convert data from new 5 data exchange
eLEXNET participating 2010 additions/conversions December, 2010
laboratories via automated 5 data exchange
exchange or convert data from 2009 additions/convergions December, 2009
existing manual data streams to
automated data exchange. 2008 5 data entry labs 11 labs
(Outcome) (Target Exceeded)
214206: Maintain accreditation for 2010 13 labs December, 2010
ORA labs. (Outcome)
2009 13 labs December, 2009
13 labs
2008 13 labs (Target Met)
13 labs
2007 13 labs (Target Met)
13 labs
2006 N/A (Historical Actual)
6 labs
2005 N/A (Historical Actual)
214305: Increase laboratory surge 2010 2,500 rad & 2,100 chem December, 2010
capacity in the event of terrorist
attack on the food supply. 2009 2,500 rad & 1,650 chem December, 2009
(Radiological and chemical
samples/week). (Outcome) 2008 2,500 rad & 1,200 chem 2,500 rad & 1,200 chem

(Target Met)
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Measure FY Target Result
1,000 rad & 1,200 chem
2007 1,000 rad & 1,200 chem (Target Met)
1,200 chem
2006 N/A (Target Met)
2005 N/A 0

Other Outcome Indicators Measured in the HHS Strategic Plan

Measure FY Target Result
Reduce the incidence of infection with 2010 12.3 cases/100,000 December, 2011
key foodborne pathogens:
Campylobacter species. 2009 TBD December, 2010
2008 TBD* December, 2009
12.8 cases/100,000
2007 N/A (Target Exceeded)
12.7 cases/100,000
2006 N/A (Historical Actual)
12.7 cases/100,000
2005 N/A (Historical Actual)
Reduce the incidence of infection with 2010 1.0 cases/100,000 December, 2011
key foodborne pathogens: Escherichia
coli O157:H7. 2009 TBD December, 2010
2008 TBD* December, 2009
1.2 cases/100,000
2007 N/A (Target Exceeded)
1.3 cases/100,000
2006 N/A (Historical Actual)
1.1 cases/100,000
2005 N/A (Historical Actual)
Reduce the incidence of infection with 2010 .24 cases/100,000 December, 2011
key foodborne pathogens: Listeria
monocytogenes. 2009 TBD December, 2010
2008 TBD* December, 2009
.27 cases/100,000
2007 N/A (Target Exceeded)
.31 cases/100,000
2006 N/A (Historical Actual)
.30 cases/100,000
2005 N/A (Historical Actual)
Reduce the incidence of infection with 2010 6.8 cases/100,000 December, 2011
key foodborne pathogens: Salmonella
species. 2009 TBD December, 2010
2008 TBD* December, 2009
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Measure FY Target Result
2006 N/A %ﬁ.‘é(é??fifl/f?ﬁ?;?
2005 A (Historieal Actual)

* CDC has not published the final FY 2007 FoodNet data, although it was expected to be published this fall.

1. Complete review and action on the safety evaluation of direct and indirect food and
color additive petitions, including petitions for food contact substances, within 360 days of
receipt. (213301)

Context: The likely number of submissions to the food and color additives premarket review
program was uncertain for FY 2007 and FY 2008 because of statutory triggers in section 409(h)
of the FD&C Act that might have dramatically increased the number of submissions to this
program. The factors impacting the uncertainty in submission numbers have lessened and
performance has stabilized despite reduced program resources.

Performance: Because of the 360 day review time associated with this goal, the FY 2008 actual
data would not normally be available until October 2009; however, all petitions filed in FY 2008
have been completed as of the end of March 2009. Although this program has reached or
exceeded its performance goal each of the last four years, program resources have been reduced.
One reason goals have continued to be met is that the actual number of submissions has fallen
off over that time period. An increase in the number or complexity of incoming submissions
could reduce performance.

2. Number of state, local, and tribal regulatory agencies in the U.S. and its Territories
enrolled in the draft Voluntary National Retail Food Regulatory Program Standards and the
percentage of the enrolled jurisdictions which meet 2 or more of the Standards. (214101
and 214102)

Context: Strong and effective regulatory programs at the state, local and tribal level are needed
to prevent foodborne illness and reduce the occurrence of foodborne illness risk factors in retail
and foodservice operations. The voluntary use of the Program Standards by a food inspection
program reflects a commitment toward continuous improvement and the application of effective
risk-based strategies for reducing foodborne illness. The success that FDA’s National Retail
Food Team has had in increasing enrollment and use of the Standards reflects continued
recognition that the Standards help programs improve food safety in foodservice and retail food
establishments. Effective use of the Standards is assured by having enrolled complete program
self-assessments to identify program strengths and areas for improvement.

Performance: FDA exceeded its FY 2008 target by enrolling 18 additional states, local and
tribal retail food inspection programs enrolled in the FDA Voluntary National Retail Food
Regulatory Program Standards. This raised the total number of enrolled jurisdictions to 320. 102
of these 320, or 32%, of the enrolled jurisdictions reported meeting at least 2 of the 9 Program
Standards, based on their own self assessments. The FY 2009 targets in the Outputs Table are
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based on an expectation of enrolling fifteen additional enrolled jurisdictions. These targeted
increases are more modest than previous year’s enrollments in recognition that, in addition to
enrolling new jurisdictions, ORA personnel must devote time and resources to assisting the
growing number of enrollees with Program Standards implementation. In fact, the target for FY
2009 is to maintain the current percentage of those enrolled jurisdictions that meet 2 or more of
the Standards at 32%. Based on enrollment activity in the first quarter of FY 2009 we are on
target for meeting the existing FY 2009 Targets. The FY 2010 Targets shown in the table above
are based on an expectation that additional local jurisdictions will enroll in FY 2010 and make
progress toward meeting the Standards as the result, in part, of FY 2009 efforts by FDA to make
funds available to jurisdictions who agree to provide FDA with written reports on their progress.

3. Increase consumer understanding of diet-disease relationships, and in particular, the
relationships between dietary fats and the risk of coronary heart disease (CHD). (212401,
212402, 212403)

Context: Coronary Heart Disease (CHD) is the leading cause of death among Americans,
accounting for more than 1 in 5 deaths annually. CHD is also the leading cause of premature,
permanent disability in the labor force. Dietary factors, especially consumption of some fats,
play a significant role in CHD risk. One modifiable factor that is important for reducing
mortality and morbidity associated with heart disease is consumer understanding of the
consequences of dietary choices with respect to CHD. Increased understanding will strengthen
motivation to adopt and maintain recommended healthy dietary behavior and to make informed
dietary choices. The target is directly in line with several of the Department's priorities and
strategic goals. First, improving the American diet through informed choice about fats that
increase or reduce the risk of heart disease is one of several important steps toward reducing the
enormous morbidity and mortality burden of CHD. This burden is borne disproportionately by
minority populations, including African-Americans, Hispanics, and Native Americans. As the
leading cause of death and a significant cause of illness and disability, CHD also imposes
substantial costs on the U.S. health care system.

Performance: The baseline data for FY 2005 has been developed. Although the target year for
accomplishment was FY 2007, the Health and Diet Survey is currently in the field and data is
expected to be available for analysis by the end of May, 20009.

4. Number of prior notice import security reviews. (214201)

Context: FDA’s Prior Notice Center (PNC) was established in response to regulations
promulgated in conjunction with the Public Health Security and Bioterrorism Preparedness Act
of 2002 (BTA). Its mission is to identify imported food and feed products that may be
intentionally contaminated with biological, chemical, or radiological agents, or which may pose
significant health risks to the American public, from entering into the U.S. FDA will continue to
focus much of its resources on Intensive Prior Notice Import Security Reviews of products that
pose the highest potential bioterrorism risks to the U.S. consumer. All flagged entries (100%)
are reviewed every year. FDA expects that as prior notice compliance activities increase and
targeting for high risk products becomes more sophisticated, the total number of intensive prior
notice security reviews conducted by the PNC may decrease in future years.
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Performance: During FY 2008, FDA received 10,065,863 prior notice submissions on which
the PNC conducted 80,543 import security reviews (exceeding the performance target of 80,000
reviews) to identify and intercept potentially contaminated food and animal food/feed products
before they entered the U.S. One shipment was held for potential biosecurity concerns and
another 309 shipments were refused for prior notice violations. These operations actively
strengthen the U.S. food supply and provide early warning for potential bioterrorist threats. In
addition, the PNC responded to 25,220 phone and e-mail inquiries, and conducted 546 informed
compliance calls to the import trade in order to facilitate better compliance with the submission
of accurate, timely prior notice information.

5. Number of import food field exams on products with suspect histories. (214202)

Context: The volume of imported food shipments has been rising steadily in recent years and
this trend is likely to continue. FDA reviewed approximately 9.4 million line entries of imported
food out of an estimated 17.2 million lines of FDA regulated products in FY 2008. In FY 2009,
FDA expects approximately 9.5 million line entries of imported food within a total of more than
18.7 million lines of FDA regulated entries. To manage this ever-increasing volume of imports,
FDA uses risk management strategies to achieve the greatest food protection with available
resources. While the percentage of imports physically examined may decline as imports
continue their explosive growth, the exams that ORA conducts are more targeted and more
effective than ever before. ORA continues to think that the best approach to improve the safety
and security of food import lines is to devote resources to expand targeting and follow through
on potentially high-risk import entries rather than simply increasing the percentage of food
import lines given a field exam. In FY 2009, FDA used Food Protection Resources to increase
the number of import food field exams by 20,000 exams which brings the FY 2009 Target to
120,000 exams over the FY 2008 accomplishments. In FY 2010, FDA will use the FY 2009
resources to increase the number of import food field exams by 20,000 exams which brings the
FY 2010 Target to 140,000 exams.

Performance: In FY 2008, FDA exceeded the target of 85,000 by completing 100,718 field
examinations of imported food lines. Explanation of why this goal was significantly exceeded:
It’s difficult to estimate the target for this goal because there are several different risk factors that
affect how many exams will be done in a certain year, including unplanned agency initiatives
and emergencies. Therefore, FDA estimates a conservative target number each year to assure
that there is still a reasonable opportunity to meet the goal. However, FDA has concluded that
future targets should be adjusted upward based on actual performance data for the last several
years.

6. Number of Filer Evaluations of import filers. (214203)

Context: The Food and Drug Administration (FDA) receives electronic import entry data for
assessing the admissibility of regulated imported articles. The accuracy of these data directly
relates to the level of confidence that American consumers can expect in the quality, safety and
compliance of imported articles subject to FDA’s jurisdiction. Entry data affects FDA’s
determination of the labeling, quality, safety, approval status, and efficacy of FDA-regulated
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import articles. FDA uses an electronic entry screening system, Operational and Administrative
System for Import Support (OASIS), to screen import entry data transmitted by import filers.
Filers who fail an evaluation must implement a Corrective Action Plan and pass a tightened
evaluation. This protects public health by ensuring reporting compliance for imported articles
that FDA regulates. FDA will continue to develop and apply methods to evaluate filer accuracy
that are consistent with evolving security and import regulation practices. The FY 2010 target is
being maintained.

Performance: In FY 2008, FDA exceeded this goal of 1,000 by performing 1,356 filer
evaluations. This goal is an agency-wide goal and performance data includes activities from all
five program areas; however, the majority of the performance activities and resources are from
the Foods program.

7. Number of examinations of FDA refused entries. (214204)

Context: FDA is responsible for the protection of the U.S. public regarding foods, drugs,
devices, electronic products and cosmetics. This protection includes refusing entry of products
into the U.S. when they are deemed violative and assuring these violative products are either
destroyed or exported and do not enter into domestic commerce. Although primary
responsibility for supervising destruction or exportation rests with the Bureau of Customs and
Border Protection (CBP), FDA monitors the disposition of refused shipments and maintains an
open file until the product is exported or destroyed. In cooperation with CBP, FDA will, at
times, supervise destruction or examine products prior to export in order to assure that the
refused product is actually exported. This performance goal only counts FDA supervised
destruction or exportation of refused entries. In other cases FDA relies on notification from CBP
that the refused products have been destroyed or exported. The FY 2009 target was increased to
5,000 examinations to better reflect the recent historical actuals for this goal. For FY 2010, the
target will be maintained.

Performance: In FY 2008, FDA exceeded this goal of 4,000 by performing 5,926 examinations
of FDA refused entries as they were delivered for exportation to assure that the products refused
by FDA were exported. This goal is an agency wide goal and performance data will include
activities from all five program areas; however, the majority of the performance activities and
resources are from the Foods program.

8. Number of high risk food inspections. (214205)

Context: High risk food establishments are those that produce, prepare, pack or hold foods that
are at high potential risk of microbiological or chemical contamination due to the nature of the
foods or the processes used to produce them. This category also includes foods produced for at
risk populations such as infants. The Field intends to inspect such establishments annually, or
more frequently for those who have a history of violations. The FDA inventory of high-risk
establishments is dynamic and subject to change. For example, firms go out of business, new
high-risk food firms enter the market, or the definition of high risk evolves based on new
information on food hazards. High-risk establishment inspection frequencies vary depending on
the products produced and the nature of the establishment. Inspection priorities may be based on
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a firm’s compliance history. The FY 2009 target was increased to 6,100 inspections of high-risk
food establishments to better reflect the recent historical actuals for this goal. For FY 2010, the
target has been increased to 6,750 to reflect the FY 2009 Appropriations.

Performance: In FY 2008, FDA exceeded this goal of 5,700 by performing 6,230 inspections
of high-risk domestic food establishments.

9. Convert data from new eLEXNET participating laboratories via automated exchange
or convert data from existing manual data streams to automated data exchange.
(214303)

Context: The electronic Laboratory Exchange Network (eLEXNET) is a seamless, integrated,
secure network that allows multiple agencies (federal, State and local health laboratories on a
voluntary basis) engaged in food safety activities to compare, communicate, and coordinate
findings of laboratory analyses. eLEXNET enables health officials to assess risks, analyze
trends and provides the necessary infrastructure for an early-warning system that identifies
potentially hazardous foods. As of the end of FY 2008, 151 laboratories representing multiple
government agencies and all 50 states are contributing data into the eLEXNET system allowing
the program to successfully populate its database with valuable information for use in threat
detection, risk assessment, inspection planning, and traceback analysis. eLEXNET plays a
crucial role in the Nation's food testing laboratory system and is an integral component of the
Nation’s overall public health laboratory information system. FDA anticipates that increasing
data exchange participation will enhance the utility of the data, improve data quality, and
increase the effectiveness of the nation’s food security efforts.

Performance: In FY 2008, FDA exceeded its performance goal by achieving automatic
exchange of data from 11 laboratories. Explanation of why this goal was significantly exceeded:
This goal was significantly exceeded due to a one-time opportunity to add 9 laboratories with
automated data exchange capabilities through a single data network (portal).

10. Establish and maintain accreditation for ORA labs. (214206)

Context: FDA is a science-based agency that depends on its regulatory laboratories for timely,
accurate, and defensible analytical results in meeting its consumer protection mandate. Our
laboratories have enjoyed a long history of excellence in science upon which the agency has built
its reputation as a leading regulatory authority in the world health community. Accreditation of
laboratory quality management systems provides a mechanism for harmonizing and
strengthening processes and procedures, thereby improving the quality of operations and the
reliability of FDA's science. Such accreditations allow FDA to maintain its reputation as a
source of scientifically sound information and guidance both domestically and in the
international arena.

Performance: In FY 2008, FDA met this laboratory accreditation goal. FDA maintained
accreditation for 13 laboratories: Denver District Lab, Forensic Chemistry Center, Arkansas
Regional Lab, Pacific Regional Lab Northwest, San Francisco District Lab, Winchester
Engineering and Analytical Center, New York Regional Lab, Southeast Regional Lab, San Juan
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District Lab, Detroit District Lab, Pacific Regional Lab Southwest, and Kansas City District Lab.
All ORA Field Laboratories are accredited to 1ISO 17025 by the American Association for
Laboratory Accreditation. FCC is accredited by the ASCLD (American Society of Crime
Laboratory Directors).

11. Increase laboratory surge capacity in the event of terrorist attack on the food supply.
(Radiological and chemical samples/week) (214305)

Context: A critical component of controlling threats from deliberate food-borne contamination
is the ability to rapidly test large numbers of samples of potentially contaminated foods for the
presence of contaminants. To address the need for this surge capacity, The Food Emergency
Response Network (FERN), a joint effort between USDA/FSIS and HHS/FDA, was created.
FERN is a nationwide laboratory network that integrates existing federal and State food testing
laboratory resources capable of analyzing foods for agents of concern in order to prevent,
prepare for, and respond to national emergencies involving unsafe food products. Improvements
in surge capacity will have public health value even in non-deliberate food contamination by
assisting FDA in identifying and removing contaminated food products from the marketplace as
soon as possible in order to protect the public health and mitigate disruption in the U.S. food
supply chain. FDA awards FERN Cooperative Agreements for chemistry and radiological
FERN labs to the States. After receiving the funding, State FERN laboratories can take up to
one year to reach full capacity due to the need for training and testing to ensure confidence in the
laboratory results. As a result, labs funded in one fiscal year will not show surge capacity until
the following year. With FY 2008 Food Protection increases, ORA added three additional FERN
chemical labs in FY 2008 which will increase the surge capacity in FY 2009 to 1,650 chemical
samples per week. With the FY 2009 Appropriation, ORA will add three additional FERN
chemical labs in FY 2009 which will increase the surge capacity in FY 2010 to 2,100 chemical
samples per week.

Performance: In FY 2008, FDA met this performance goal surge capacity target of 2,500 rad
samples per week based on the awarding of cooperative agreements to 3 state radiological labs in
FY 2007 resulting in a surge capacity increase of 500 rad samples per lab (1,500 total) in FY
2008. FDA also maintained the surge capacity for 1,200 chemical samples (known analyte) per
week.

The FERN laboratories are increasingly providing critical analytical surge capacity during food
emergency events. An FDA assignment directed samples to the FERN labs in the Salmonella
outbreak in peppers, with over 150 samples tested. FERN laboratories also participated in the
FDA surveillance assignment for the political conventions. All of these efforts contribute to
increasing FDA’s capacity to analyze food samples relative to biological, chemical or
radiological acts of terrorism and enhance the food safety and security efforts of state, local, and
tribal regulatory bodies.
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Foods Program Activity Data (PAD)

PROGRAM WORKLOAD

AND OUTPUTS FY 2007 FY 2008 FY 2009 FY 2010
Actual Actual Estimate Estimate

FOOD & COLOR

ADDITIVE PETITIONS

Petitions Filed 7 8 10t 10t

Petitions Reviewed * 7 7 9! 9!

PREMARKET NOTIFICATIONS

FOR FOOD CONTACT

SUBSTANCES

Notifications Received 105 853 100* 100*

Notifications Reviewed? 115 813 100* 100*

INFANT FORMULA

NOTIFICATIONS

Notifications Received® 35 29 35 35

Notifications Reviewed © 33 27 32 35

FDA Review Time 90 90 90 90
Days Days Days Days

NEW DIETARY INGREDIENT

NOTIFICATIONS’

Submissions Received ° 91 94 64 64

Submissions Reviewed ° 86 62 64 64

FDA Review Time 75 75 75 75
Days Days Days Days

! Number reviewed includes petitions approved, withdrawn, or placed in abeyance because of deficiencies during the FY.

2 Number reviewed includes notifications that became effective or were withdrawn.

% Qur current estimates assume continued funding of the FCN program in FY 2009 and FY 2010.

4 Number of submissions received in current FY includes some received late in the FY.
5 Number of submissions reviewed includes some submissions that were received in the previous FY.

® A single notification may address one or more new dietary ingredients. For example, FDA as received at least 15 notifications
that pertain to 2 up to 16 new dietary ingredients in a single notification
" Number of submissions received in current FY includes some received late in the FY that is expected to be completed in the

next FY when the due date occurs.

8 Number of submissions reviewed in the current FY includes some submissions that were received in the previous FY when the

due date occurred in the current FY.
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Field Foods Program Activity Data (PAD)

Field Foods Program Workload and Outputs FY'2008 FY_ZOOQ FY_2010
Actual Estimate Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC FOOD ESTABLISHMENT

INSPECTIONS 6,562 7,263 7,467
Domestic Food Safety Program Inspections 3,611 3,850 4,100
Imported and Domestic Cheese Program Inspections 391 400 400
Domestic Low Acid Canned Foods/ Acidified Foods Inspections 438 450 450
Domestic Fish & Fishery Products (HACCP) Inspections 1,827 1,850 1,850
Import (Seafood Program Including HACCP) Inspections 359 500 500
Juice HACCP Inspection Program (HACCP) 377 300 300
Interstate Travel Sanitation (1TS) Inspections 1,042 1,555 1,555

Domestic Field Exams/Tests 2,638 2,425 2,425

Domestic Laboratory Samples Analyzed 12,043 14,500 14,500

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN FOOD ESTABLISHMENT 152 200 600

All Foreign Inspections 152 200 600

TOTAL UNIQUE COUNT OF FDA FOODS ESTABLISHMENT 6,714 7,463 8,067

IMPORTS

Import Field Exams/Tests 100,718 120,000 140,000

Import Laboratory Samples Analyzed 23,052 26,200 26,200

Import Physical Exam Subtotal 123,770 146,200 166,200

Import Line Decisions 9,441,024 9,526,745 9,613,245

Percent of Import Lines Physically Examined 1.31% 1.53% 1.73%

Prior Notice Security Import Reviews

(Bioterrorism Act Mandate) 80,543 80,000 80,000

STATE WORK

UNIQUE COUNT OF STATE CONTRACT FOOD ESTABLISHMENT

INSPECTIONS 8,777 11,076 11,575

UNIQUE COUNT OF STATE PARTNERSHIPS FOOD

ESTABLISHMENT INSPECTIONS 786 500 500
State Contract Food Safety ( Non HACCP) Inspections 7,791 9,797 10,297
State Contract Domestic Seafood HACCP Inspections 914 1,148 1,148
State Contract Juice HACCP 50 75 75
State Contract LACF 37 75 75
State Partnership Inspections 786 500 500

State Contract and Grant Foods Funding $9,100,000 $9,775,000 $10,400,000

Number of FERN State Laboratories 16 19 19

Annual FERN State Cooperative Agreements/Operations Funding $11,535,000 $13,450,000 $10,988,000

Total State & Annual FERN Funding $20,635,000 $23,225,000 $21,388,000

TOTAL FOOD INSPECTIONS (FOREIGN AND DOMESTIC/FDA

AND STATE)

GRAND TOTAL FOOD ESTABLISHMENT INSPECTIONS 16,277 19,040 20,143
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Field Cosmetics Program Activity Data (PAD)

Field Cosmetics Program Workload and Outputs FY' 2008 FY_ 2009 FY_ 2010
Actual Estimate Estimate

FDA WORK
DOMESTIC INSPECTIONS
UNIQUE COUNT OF FDA COSMETICS
ESTABLISHMENT INSPECTIONS 92 100 100
All Inspections (Domestic and Foreign) 92 100 100
IMPORTS
Import Field Exams/Tests 1,892 2,000 2,000
Import Laboratory Samples Analyzed 301 230} 230
Import Physical Exam Subtotal 2,193 2,230 2,230
Import Line Decisions 1,588,082 1,721,372 1,865,849
Percent of Import Lines Physically Examined 0.14% 0.13% 0.12%
TOTAL COSMETICS INSPECTIONS (FOREIGN
AND DOMESTIC/FDA AND STATE)
GRAND TOTAL COSMETICS ESTABLISHMENT 92 100 100
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HUMAN DRUGS
The FY 2010 program level budget request for the FDA Human Drugs Program is $908,013,000.

The following table shows a three-year funding history for the Human Drugs Program.

FDA Program Resources Table

FY 2008 FY 2010
FY 2009 President's | FY 2010 +/- FY
Enacted Actuals Omnibus |Budget Request] 2009 Omnibus

Program Level $708,288,000( $680,926,000( $777,437,000] $908,013,000 $130,576,000
Center $600,366,000[ $587,551,000| $659,221,000( $763,076,000 $103,855,000
FTE 2,551 2,396 2,791 2,996 205
Field $107,922,000 $93,375,000f $118,216,000] $144,937,000 $26,721,000
FTE 677 600 699 763 64
Program Level FTE 3,228 2,996 3,490 3,759 269
Budget Authority $381,288,000 $353,909,000| $413,482,000[ $457,814,000 $44,332,000
Center $280,282,000] $266,269,000] $302,386,000[ $329,588,000 $27,202,000
Field $101,006,000 $87,640,000f $111,096,000] $128,226,000 $17,130,000

Pay Increase (non add) $6,697,000 $6,697,000

Safer Medical Products (non-add) $33,635,000 $33,635,000

Drug Importation (non-add) $4,000,000 $4,000,000
Budget Authority FTE 1,880 1,712 1,945 2,026 81
Center 1,243 1,144 1,286 1,342 56
Field 637 568 659 684 25
User Fees $327,000,000] $327,017,000] $363,955,000[ $450,199,000 $86,244,000
Center PDUFA $320,084,000f $321,282,000| $356,835,000( $406,984,000 $50,149,000
FTE 1,308 1,252 1,505 1,598 93
Field PDUFA $6,916,000 $5,735,000 $7,120,000 $8,306,000 $1,186,000
FTE 40 32 40 49 9
Proposed User Fees $0 $0 $0 $34,909,000 $34,909,000
Center Generic Drugs $26,504,000 $26,504,000
FTE 56 56
Field Generic Drugs $6,045,000 $6,045,000
FTE 12 12
Field Reinspection $2,360,000 $2,360,000
FTE 18 18
User Fees FTE 1,348 1,284 1,545 1,733 188

The FDA Human Drugs Program operates under the following legal authorities:

o Federal Food, Drug, and Cosmetic Act* *(21 U.S.C. 321-399)

o Public Health Service Act of 1944 (42 U.S.C. 201)

o Federal Advisory Committee Act (FACA) of 1972 as amended

e Orphan Drug Act of 1983 (21 U.S.C. 360ee)

e Drug Price Competition and Patent Term Restoration Act of 1984 (Section 505(j) 21 U.S.C.
355(j)) (a.k.a. “Hatch Waxman Act”)

e Prescription Drug Marketing Act (PDMA) of 1987 (21 U.S.C. 353)

e Anti-Drug Abuse Act of 1988

e Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 201)
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Orphan Drug Amendments of 1988

Generic Drug Enforcement Act of 1992

Prescription Drug User Fee Act (PDUFA) of 1992

FDA Export Reform and Enhancement Act of 1996

Food and Drug Administration Modernization Act (FDAMA)* of 1997
Public Health Security and Bioterrorism Preparedness and Response Act of 2002
Best Pharmaceuticals for Children Act (BPCA) of 2002

Freedom of Information Act (FOIA) as amended in 2002 (5 U.S.C. § 552)
Pediatric Research Equity Act (PREA) of 2003

Project Bioshield Act of 2004 (21 U.S.C. 360bbb-3)

Food and Drug Administration Amendments Act (FDAAA) of 2007*

Allocation Method: Direct Federal/Intramural
Program Description and Accomplishments

The FDA Human Drugs Program is responsible for ensuring that prescription, generic, and over-
the-counter (OTC) drug products are adequately available to the public and are safe and
effective. The program is also responsible for monitoring marketed drug products for
unexpected health risks, and for monitoring and enforcing the quality of marketed drug products.

Responsibilities and functions carried out by the Center for Drug Evaluation and Research
(CDER) can be traced back to the earliest days of the Food and Drug Administration (FDA) and
the 1906 Pure Food and Drugs Act. Largely in response to the deaths of 107 people who took
the Elixir Sulfanilamide which contained diethylene glycol, Congress enacted the Food and Drug
Cosmetic Act in 1938, legislation that required that new drugs be shown to be safe before
marketing. That legislation and the Drug Amendments Act of 1962 (the “Kefauver-Harris Act”),
which stipulated that a drug be “effective for its intended use,” form the cornerstones of the
CDER mission: to assure that safe and effective drugs are available to the American people.

In the 1990s, Congress focused on ensuring the timeliness of drug product application reviews
and drug approvals for marketing. In 1992, Congress passed the Prescription Drug User Fee Act
(PDUFA) which essentially doubled FDA’s resources to review applications. Most recently, the
provisions of the Food and Drug Amendments Act (FDAAA) of 2007 increases the Center’s
authorities for ensuring a more robust program for monitoring drug products after they have been
approved for marketing.

The Human Drugs Program operates with funding from both appropriations and user fees. The
PDUFA legislation of 1992 first authorized FDA to collect user fees from the pharmaceutical
industry, and that authority was reauthorized by the Food and Drug Modernization Act
(FDAMA) of 1997, the Public Health Security and Bioterrorism Preparedness and Response Act
of 2002, and most recently, by FDAAA.

* Authorities under this act do not appear in sequence in the U.S. Code. The authorities are
codified as amended in scattered sections of 21 U.S.C.
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The Human Drugs Program conducts its activities with assistance from the Office of Regulatory
Affairs (ORA). ORA provides FDA leadership on enforcement, import, inspection, and
laboratory policies. Through its field offices nationwide, ORA supports the Drugs Program by
conducting risk based domestic and foreign premarket and postmarket inspections of drug
manufacturers to assess their compliance with Good Manufacturing Practices (GMP). In addition
to overseeing the regulated products on a surveillance or “for cause” basis, ORA responds to
emergencies and investigates incidents of product tampering and natural or intentional disasters
that may affect FDA-regulated goods. In instances of criminal activity, ORA’s Office of
Criminal Investigations (OCI) complements the regular Field force. ORA’s Field Drugs
program is funded by appropriated and user fee dollars.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Drug Program by maintaining its legacy
systems and databases used for managing and tracking its drug review programs, for monitoring
and tracking adverse event activities, and for conducting various compliance activities. OIM also
works with the Drugs Program through the FDA Bioinformatics Board to ensure that current and
future IT enterprise and center investments continue to fulfill program requirements while
meeting broader FDA objectives.

The Human Drugs Program executes its regulatory responsibilities in three areas: new drug
safety and effectiveness, generic drug review, and post-market safety and surveillance.

New Drug Safety and Effectiveness—Center Activities

The process for approving drug products by reviewing the product’s safety and effectiveness
begins with the companies who must first conduct clinical research to test their products. CDER
staff monitors their research to ensure the safety of people who volunteer for studies and to
maintain the quality and integrity of scientific data. CDER assembles a team of physicians,
statisticians, chemists, pharmacologists, and other scientists to review the company’s data on the
proposed use of the drug. If a drug is effective and if its health benefits outweigh its risks, FDA
approves the drug for sale. CDER does not actually test the drug when reviewing the data. By
setting clear standards for the evidence required to approve a drug, FDA helps bring new drugs
to American consumers more rapidly. This area encompasses the activities CDER is responsible
for prior to a drug being approved for marketing — otherwise known as “pre-market” activities.

CDER’s new drug review process encompasses all activities associated with reviewing
investigational new drugs (INDs), new drug applications (NDAS), biologics license applications
(BLAS), supplements to new applications, and any amendments filed to application submissions.
CDER evaluates NDAs while giving products for diseases such as cancer and Acquired Immune
Deficiency Syndrome (AIDS) priority status, assessing them by an accelerated evaluation
process that makes promising products for serious or life-threatening diseases available earlier in
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the development process. CDER has consistently met its performance target of reviewing and
acting upon 90 percent of “priority” NDAs/BLAs within six months.

In FY2008, CDER approved a total of 79 new products, including 75 NDAs and 4 BLAs, 21 of
which were new molecular entities (NMES), unique new compounds that previously have not
been approved by FDA. Significant approvals in 2008 included Raltegravir®, the first agent of
the pharmacological class known as HIV integrase strand transfer inhibitor, an important new
product for many HIV-infected patients whose infections are not being controlled by currently
available medications; Xenazine®, the first product for treatment approved for any symptom of
Huntington’s disease.

CDER reviews and evaluates over-the-counter (OTC) drugs to ensure that they are safe,
effective, and high quality while also assisting consumers on how to best use OTC products by
providing clear, easy-to-read drug information. These drugs play an increasingly vital role in
America’s healthcare system. The trend to self-medicate has increased greatly in recent years as
healthcare costs have risen and consumers want to be empowered to treat minor ailments with
OTC drug products.

OTC drug monographs are "recipes" for marketing OTC drug products without the need for FDA
pre-clearance. The monographs list the allowed active ingredients and the dosage or
concentration, the required labeling, and packaging and testing requirements if applicable. The
monographs save manufacturers costs and reduce barriers to competition, as they allow both
large and small companies to enter the market place with OTC drug products that have to meet
the same, uniform criteria. CDER has maintained high performance by routinely exceeding its
targets for completing review and action on 100 percent of applications to switch a prescription
drug to OTC status and for making significant progress on developing new OTC monographs.

CDER protects children who need prescription or OTC drug products by working with
manufacturers to encourage studies in children so that age-appropriate labeling and dosing is
available for products. CDER has consistently exceeded its performance targets for increasing
the number of drugs that are adequately labeled for children and ensure the surveillance of
adverse events in the pediatric population. One way CDER measures that performance is by
tracking the number of written requests, or formal requests to drug sponsors, to conduct pediatric
studies for a drug product. In 2008, CDER issued 5 Written Requests to sponsors for on-patent
drugs and 19 drugs reported to the pediatric advisory committee on adverse events for drugs that
receive pediatric exclusivity represents early indications of the impact of a shift in Center policy.

CDER provides medical and scientific expertise and information to federal and state agencies,
healthcare providers, and consumers regarding the safety, efficacy, and availability of drug
products in case of natural disaster, terrorist event, or other emergency. The Center also works
to ensure that terrorists do not use regulated drug and therapeutic biological products as vehicles
of terrorism against Americans. CDER has consistently exceeded its performance target of
increasing the number of medical countermeasures available. For example, in 2008, CDER
approved Levaquin (levofloxacin) tablets, injection, and oral solution for inhalational anthrax
(post-exposure) to reduce the incidence or progression in pediatric patients; the drug previously
was approved to treat adults after exposure to inhaled anthrax. In addition, FDA awarded a
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contract to study the optimal dosing regimen to be used to protect pregnant women and children
after they have been exposed to anthrax.

A large part of CDER’s public health missions involves ensuring that companies market only the
highest quality products. CDER ensures drug product quality by facilitating effective and
efficient scientific assessment of relevant pharmaceutical and biotechnology information in
regulatory applications submitted to FDA. CDER facilitates scientific and technological
innovations that improve understanding of product performance, quality, and efficiency of
development, manufacturing, and quality assurance processes. CDER uses a risk-based
compliance inspection model for prioritizing inspections according to the risk to product quality.
CDER evaluates its inspection findings for trends in deficiencies, focusing on product quality
standards and manufacturers’ compliance with GMP regulations. In FY 2008, CDER met its
goal of inspecting 500 foreign and domestic establishments identified as high-risk human drug
manufacturers by inspecting 534 high-risk firms.

New Drug Safety and Effectiveness—Field Activities

The Food, Drug, and Cosmetic Act states that FDA may approve an NDA or an ANDA only if
the methods and facilities used for the manufacture, processing, and testing of the drug are found
adequate to ensure its strength, quality, and purity.

After CDER scientists review NDA and ANDA applications, ORA examines the adequacy of the
firm’s facilities to verify their ability to manufacture the product to the specifications stated in
the application. ORA also confirms the authenticity of the data contained in the application and
reports any other information which may impact on the firm's ability to manufacture the product
in compliance with GMP. Inspectional coverage is necessary to assure that new drug applications
are not approved if the applicant has not demonstrated an ability to operate with integrity and in
compliance with all applicable requirements.

In support of the President’s Emergency Plan for AIDS Relief (PEPFAR), ORA and CDER
conducted 45 foreign inspections associated with AIDS product approval applications in FY
2008. These inspections supported an expedited review process to help ensure that those being
served by the President's Plan would receive safe, effective, and quality manufactured
antiretroviral drugs.

ORA also performs bioresearch monitoring inspections to verify that studies submitted in
support of the safety and effectiveness of products being reviewed are properly conducted so that
FDA can be assured that study results are scientifically valid. Inspections also help ensure that
the rights and welfare of people participating in studies are protected.

Generic Drug Review—Center Activities

Generic drugs are widely known to be a cost-effective treatment alternative, costing consumers
20-70 percent less than brand-name drugs. According to the Congressional Budget Office,
generic drugs save consumers an estimated $8 billion to $10 billion a year compared to the price
of trade-name products. The basic requirements for approval of generic and trade-name drugs
are the same as new drug approvals, although the generic drug manufacturer does not need to
repeat the safety and efficacy studies conducted by the developer of the original product. Prior
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to approval, generic drug sponsors are required to demonstrate bioequivalence to the innovator
drug product by showing that the active ingredient in their product is absorbed at a rate and
extent similar to the innovator counterpart.

Every year, FDA expands the availability of high-quality generic drug products and provides
consumers and healthcare providers with information on their safety and effectiveness. With
each new generic version of a brand-name drug the FDA approves, consumers have an additional
option to save money on their prescription drug needs.

CDER has experienced a dramatic increase in workload with the number of generic drug
applications or ANDASs almost doubling over the past 5 years at a time when staffing levels
increased at a much lower rate. The following graph illustrates the increased workload demand
and shows that in FY 2008, CDER approved or tentatively approved 598 applications, the
equivalent of more than 2 approvals/tentative approvals made each business day of the year.

Office of Generic Drugs
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To measure its performance, CDER tracks the number of total actions taken on ANDAs. The
total number of actions includes approvals, tentative approvals, not approvable, and approvable
actions on applications. CDER took 1934 actions in FY 2008 compared to 1779 in FY 2007.

Among the approvals in FY 2008 were a number of first-generics providing lower-cost
alternatives to brand products including: Alendronate Tablets (generic competitor to Fosamax ®)
for treatment of osteoporosis; Risperidone Tablets (generic competitor to Risperdal ®)) for
treatment of depression; Divalproex Sodium Delayed Release Tablets (generic competitor to
Depakote ®)) for seizure disorders; Ropinirole Tablets (generic competitor to Requip ®) — for
treatment of restless leg syndrome; Galantamine Tablets (generic competitor to Razadyne ®) —
for treatment of dementia associated with Alzheimer’s disease; Dorzolamide and Timolol
Maleate Ophthalmic Solution (generic competitor to CoSopt ®) — for treatment of ocular
hypertension.
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Generic Drug Review —Field Activities

ORA supports the generic drug program through pre-approval inspections to verify application
data and assess the firm’s ability to manufacture products in accordance with GMP. In FY 2008,
ORA conducted 132 domestic and 92 foreign site pre-approval inspections intended to ensure
that FDA-regulated generic drugs meet requirements outlined in the Federal Food, Drug, and
Cosmetic Act as to the safety, quality, and purity of the product. This supports the availability of
high-quality generic drug products and provides consumers an additional option to save money
on their prescription drug needs.

Post-market safety and surveillance—Center Activities

FDA must be vigilant to protect Americans from injuries and deaths caused by unsafe, illegal,
fraudulent, substandard, or improperly used products. The relatively small size required to make
pre-marketing clinical trials practical means that CDER cannot learn everything about the safety
of a drug before its approval. As a result, a degree of uncertainty always exists about the risks of
drugs. If FDA detects any new and unexpected health risks, CDER takes steps to inform the
public and change how a drug is used. When necessary, FDA will remove a drug from the
market. In addition, FDA monitors the promotion of drug and biologic products to assure the
American public that information provided presents a fair balance of risks and benefits and is not
false or misleading.

A primary function of post-market drug surveillance involves a team of epidemiologists and
safety evaluators who collect and analyze data regarding drug usage and side effects. CDER
collects and stores this data in its Adverse Event Reporting System (AERS). AERS houses
millions of adverse event reports. The number of adverse events submitted to CDER annually
reached over 522,871 in FY 2008 and is projected to be over 600,000 by FY 2010. Safety
evaluators use AERS data, combined with drug usage and population-based data, to monitor
approved drugs and watch for any new, unanticipated risks associated with marketed products.
If evaluators detect any new risks, FDA takes steps to inform the public and change how a drug
is used or, if necessary, remove a drug from the market.

CDER also monitors the manufacturing process for approved drug products. In addition to
setting standards for safety and effectiveness testing, CDER also sets guidelines for drug quality
and manufacturing processes. CDER has a team of inspectors and quality management experts
who ensure that any change to a manufacturing process does not adversely affect the safety or
efficacy of the drug produced. CDER evaluates reports about suspected problems from
manufacturers, healthcare professionals, and consumers. Throughout this process, FDA works
closely with manufacturers to see where streamlining can improve efficiency without
compromising drug quality. CDER monitors potentially fraudulent internet sites to identify
targets for investigation and sampling of products. CDER consults with industry and coordinates
FDA program activities to alleviate drug shortages in the U.S. market. CDER assists industry in
voluntary product recalls and assists in the investigation, evaluation, and correction of the
conditions and practices that led to the recalls.

The FDAAA recognized FDA'’s critical role in assuring the safe and appropriate use of drugs
after they are marketed. FDAAA gives FDA substantial new resources for medical product
safety, as well as a variety of regulatory tools and authorities to ensure the safe and appropriate
use of drugs. In FY 2008 CDER enhanced its capacity to oversee post-market drug safety
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through increased staffing and the implementation of new post-market safety authorities under
FDAAA. CDER’s hiring efforts in this area are not complete but to date, there has been a 27
percent staffing increase in the Office of Surveillance and Epidemiology.

CDER has also utilized new drug safety authorities under FDAAA. FDAAA provides FDA new
authority to require drug sponsors to submit a Risk Evaluation and Mitigation Strategy (REMS)
when a drug first comes on the market, or later if FDA becomes aware of new safety data about
the drug. REMS is a strategy to manage a known or potential serious risk associated with a drug
or biological product and requires the sponsor to submit post-marketing studies, or clinical trials
to address safety issues. In March 2008, CDER identified 25 drugs whose sponsors were
required to submit safety plans by September 21, 2008. In addition, CDER have approved 13
REMS for new drugs.

In 2008 CDER took significant safety actions to manage a very diverse set of safety concerns
and risks in products used to treat a wide range of diseases. For example, FDA issued a Public
Health Advisory recommending that over-the-counter cough and cold products should not be
used to treat infants and children less than 2 years of age because of serious and potentially life-
threatening side effects.

Over the past few years, FDA has been leading an aggressive effort to improve the management
of important drug safety issues. These activities, combined with additional resources provided
both in appropriations and user fees, provide a foundation for CDER placing the necessary focus
on post marketing drug surveillance. The 1992 PDUFA legislation began a period of
unprecedented accountability for the new drug review program by calling for institutionalizing
regulatory project management and prioritizing and tracking pre-market review activities.
Drawing from lessons learned from prior regulatory modernization initiatives such as PDUFA,
CDER is now able to turn its attention to transform the post-market drug safety program.

Post-market safety and surveillance - Field Activities

ORA'’s role to reduce injuries and deaths associated with marketed products has several
components. The first component involves the review of adverse event and complaint files at
manufacturers during inspections to determine if the firm is submitting all adverse drug event
reports to FDA in accordance with regulatory time frames.

ORA also conducts follow-up inspections on adverse event reports when information

from the manufacturer is needed to evaluate the risks involved. The final component involves
investigations of reported errors and product recalls so that program managers can collect
information and develop error reduction strategies with manufacturers and the medical
community.

In particular, the Office of Criminal Investigations (OCI) is expanding its efforts to develop
cases that address the marketing of counterfeit products. The increasing globalization of crime
has created new challenges to law enforcement. In February 2007, FDA issued a press release
warning consumers that a number of Americans who placed orders for specific drug products
over the internet instead received haloperidol, a powerful anti-psychotic drug. Some consumers
became ill and had to seek medical attention. In March - April 2008, a Greek and an Egyptian
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national was arrested by OCI for illegally importing and distributing counterfeit, misbranded and
unapproved medications into the United States. OCI determined that the Greek national was
responsible for shipping the haloperidol tablets to United States consumers; and these two
individuals supplied and distributed counterfeit, misbranded, and unapproved drugs for an
international illegal pharmaceutical distribution ring.

In support of CDER’s monitoring of the safety of drugs once they are on the market, ORA
performed 534 domestic and foreign high-risk drug inspections in FY 2008.
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level, budget authority, and user fee resources.

Five Year Funding Table with FTE Totals
The following table shows a five-year funding history for the Human Drugs Program’s program

Program Budget Program Level
Fiscal Year Level Authority User Fees FTE
FY 2006 Actual $508,905,000 | $297,715,000 | $211,190,000 2,947
FY 2007 Actual $543,565,000 | $315,138,000 | $228,427,000 2,915
FY 2008 Actual $680,926,000 | $353,909,000 | $327,017,000 2,996
FY 2009 Omnibus $777,437,000 | $413,482,000 | $363,955,000 3,490
FY 2010 Estimate $908,013,000 | $457,814,000 | $450,199,000 3,759

Budget Request

The FY 2010 budget request for the Human Drugs Program is $908,013,000. It is an increase of
$130,576,000 above the FY 2009 FDA appropriation level in the Omnibus Appropriations Act,
2009.

Human Drugs Increase

Base funding for human drug review and safety encompasses all of the Human Drug program for
ensuring the safety and effectiveness of America’s drug supply. Critical activities are focused in
three areas: new drug safety and effectiveness, generic drug review, and postmarket safety and
effectiveness activities.

With the payroll funding increase, the Human Drugs program will sustain its performance for FY
2010. For 2009, CDER will continue to review and act upon standard and priority applications
within the PDUFA-required timelines. CDER expects to continue that performance in FY 2010.
In FY 2009 and FY 2010, CDER expects to sustain its generic drug approval performance from
FY 2008. In FY 2009 and FY 2010, CDER will balance its focus on drug safety before and
after drugs are approved for marketing.

Cost of Living Pay Increase

The Human Drug Program’s portion of FDA’s requested pay increase is $6,697,000. Of this
amount, CDER’s portion of this increase is $4,435,000 and the Field portion of this increase is
$2,262,000.

Prescription Drug User Fees

With the enactment of the FDAAA in September 2007, the collection of user fees for the
regulatory review of prescription drug products was authorized for the fourth time. PDUFA IV
enhances premarket review and gives FDA more resources to create a modern post-market drug
safety system that follows products across their full life cycle. Changes in PDUFA 1V include a
change in the workload adjuster to better reflect the IND workload, an adjustment for rent
activities, and the addition of fees for direct to consumer advertising. In addition PDUFA IV

86



changed the CPI fiscal year to the Federal fiscal year to correspond to FDA’s budget process,
and modified the inflation factor calculation to reflect a five-year average of FDA'’s salary and
benefit costs.

PDUFA 1V user fees help the Human Drugs Program speed review of applications for new drug
products, speed the development of products by publishing industry guidance to improve the
quality of applications and improve procedures and standards so that reviews are more rigorous,
consistent, and predictable, make innovative, new medical treatments available to patients faster
with greater assurance of safety, effectiveness, and quality, and conduct premarket inspections,
including bioresearch monitoring inspections.

Generic Drugs Proposed User Fees +$32,549,000 and 68 FTEs

The proposed Generic Drugs User Fee program will modify the Food, Drug, and Cosmetic Act
to permit the establishment of user fees for applications to market generic drugs (ANDAS), and
to establish annual fees for approved generic products. The proposal will provide an initial
investment in the generic drug review program by building an expanded capacity to protect the
public health, promote public confidence in generic drugs thus sustaining the viability of the
generic industry. The additional fees will enhance FDA’s ability to conduct timely and complete
reviews of generic drug applications with quality standards equivalent to the brand industry, and
support the development of regulatory scientific standards for equivalence thus encouraging the
further expansion of new generic drug alternatives in more complex dosage forms resulting in
the lowering public and private spending on pharmaceuticals
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Human Drugs Performance Measures Table

Long Term Objective: Improve the medical product review process to increase the
predictability and transparency of decisions using the best available science.

Measure FY Target Result
223201: Percentage of Standard 2010 90% Nov 30, 2011
NDAs/BLAs within 10 months.
(Output) 2009 90% Nov 30, 2010
2008 90% Nov 30, 2009
88%
0,
2007 90% (Target Not Met)
95%
0,
2006 90% (Target Exceeded)
99%
0,
2005 90% (Target Exceeded)
223202: Percentage of Priority 2010 90% Nov 30, 2011
NDAs/BLASs within 6 months.
(Output) 2009 90% Nov 30, 2010
2008 90% Nov 30, 2009
90%
0,
2007 90% (Target Met)
97%
0,
2006 90% (Target Exceeded)
88%
0,
2005 90% (Target Not Met)
223101: Number of Written 2010 7/7 Nov 30, 2010
Requests (WRs) issued for drugs
that need to be studied in the 2009 5/7 Nov 30, 2009
pediatric population and number of 5/19
drugs reported to the pediatric 2008 8/8 (Target Not Met)
advisory committee on adverse
events for drugs that receive 2007 7/7 30/13
pediatric exclusivity. (Output) (Target Met)
18/12
2006 NIA (Historical Actual)
12/14
2005 NIA (Historical Actual)
223205: The total number of 2010 1900 Nov 30, 2010
actions taken on abbreviated new
drug applications in a fiscal year. 2009 1900 Nov 30, 2009
(Output) 1934
2008 1780 (Target Exceeded)
1779
2007 NIA (Historical Actual)
1456
2006 NIA (Historical Actual)
1496
2005 NIA (Historical Actual)
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Measure FY Target Result
223206: Percentage of Rx-to-OTC 2010 100%/5 Nov 30, 2010
Switch applications within 10
months of receipt in which there 2009 100%/5 Nov 30, 2009
was a complete review action and 100%/9
the number of OTC Drug 2008 100%/5 (Target Met)
Monographs on which there was .
significant progress. (Output) 2007 100%/5 (T;%Oet/oﬁet)
100%/8
2006 NA (Historical Actual)
100%/17
2005 NA (Historical Actual)
223207: Reduction in FDA 2007 514 Days May 31, 2011
approval time for the fastest 50
percent of standard New Molecular 2006 N/A May 31, 2010
Entities/Biologics Licensing
Applications approved for CDER
and CBER, using the 3-year 2005 N/A May 31, 2009
submission cohort for FY 2005-
2007. (Outcome)
223208: Reductio_n in FDA time to 2007 16.4 months May 31, 2010
approval or tentative approval for
the fastest 70 percent of original 2006 N/A May 31, 2009
generic drug applications approved
or tentatively approved of those
submitted using the 3-year 2005 N/A 17.8 mlonths |
submission cohort for FY 2005- (Historical Actual)
2007. (Outcome)
223102: Number of medical 2010 4 Nov 30, 2010
countermeasures in which there has
been coordination and facilitation 2009 4 Nov 30, 2009
in development. (Output) 6
2008 5 (Target Exceeded)
4
2007 4 (Target Met)
6
2006 NIA (Historical Actual)
2005 N/A oo

(Historical Actual)

Long Term Objective: Improve information systems for problem detection and public
communication about product safety.

Measure FY Target Result
222301.. Imp_rove the Safe Use of 2010 Act upon 55_) % o_f issues Nov 30, 2010
Drugs in Patients and Consumers. within timelines
Output 0 i ithi
(Output) o009 | Actupon 50% of issues within Nov 30, 2009

timelines
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Measure FY Target Result
Conducted pilot and acted
2008 Conduct pilot and act upon upon 50% of issues within
50% of issues within timelines timelines
(Target Met)
2007 Implement safety issue Implemented
tracking system (Target Met)
Standardized
2006 N/A communication processes
(Target Met)
Reviewed and provided
comments on 100% of
RiskMAPs for NMEs or
2005 N/A products FDA or sponsor
initiated discussions
(Target Met)
222201: Reduce the Unit Cost 2010 $12 per report Nov 30, 2010
associated with turning a submitted
Adverse Event Report into a 2009 $12 per report Nov 30, 2009
verified record in the database.
- $10.59 per report
(Efficiency) 2008 $13 per report (Target Exceeded)
$13.64 per report
2007 $15 per report (Target Exceeded)
$16.47 per report
2006 N/A (Historical Actual)
$17.35 per report
2005 N/A (Historical Actual)
222202: Reduce medication errors 0 19.6%
in hospitals through increased 2007 12.5% (Target Exceeded)
adoption of bar code medication 13.2%
administration technology. 2006 N/A (Historical Actual)
(Outcome) 9.4%
2005 N/A P

(Historical Actual)

Long Term Objective: Detect safety problems earlier and better target interventions to prevent

harm to consumers

Measure FY Target Result
224201: Number of foreign and 2010 700 December 31, 2010
domestic high-risk human drug
inspections. (Output) 2009 600 December 31, 2009
534
2003 500 (Target Exceeded)
583
2007 500 (Target Exceeded)
510
2006 N/A (Historical Actual)
600
2005 NIA (Historical Actual)
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1. Percentage of Standard NDAs/BLAs and Priority NDAs/BLAs within 10 months.
(223201 and 223202)

Context: This performance goal focuses primarily on improving the effectiveness and
efficiency with which the FDA processes new drug and biologics licensing applications. Central
to that focus is FDA’s commitment to meeting PDUFA goals and requirements. The Food and
Drug Administration Amendments Act of 2007 reauthorized collection of user fees to enhance
the review process of new human drugs and biological products and established fees for
applications, establishments, and approved products. A key determinant in knowing if CDER is
effective and efficient is to measure the time to “first action.” The first action is the first
regulatory action CDER takes (complete response, approvable, not approvable, or approval
letter) at the end of the review of the original NDA/BLA submission (the first review cycle).
The “first action time” refers to the time it takes to review and take an action on the original
submission. This statistic is different from “total approval time” which is the time it takes from
the original receipt of the application until it is approved, which may take more than one review
cycle. “Total approval time” includes time spent reviewing an application in each of the review
cycles plus the time taken by the sponsor to respond to the issues raised in the complete response
or approvable/not approvable letter(s) and to re-submit the application for review. CDER’s
featured targets under this performance goal are to measure time to first action for “priority”
submissions and “standard” submissions. Applications for drugs similar to those already
marketed are designated standard, while priority applications represent drugs offering significant
advances over existing treatments. In FY 2009, FDA continues to maintain the target set for this
goal in the PDUFA legislation.

Performance: CDER will not have the final performance numbers for the FY 2008 submission
cohort until November 2009. The latest information on CDER’s performance toward the targets
for this performance goal is from FY 2007. In FY 2007, CDER met the PDUFA review
performance goals for reviewing priority NDAs and BLAs, including meeting the goal for
reviewing priority NMEs and new BLAs, but did not meet the PDUFA review performance
goals for reviewing standard NDAs and BLAs, including not meeting the goal for reviewing
standard NMEs and new BLAs. CDER met its FY 2007 performance target for priority reviews.
However, CDER narrowly missed its target of 90% review of standard applications. CDER's
88% performance on standard applications represents early indications of the impact of a shift in
Center policy to put equal emphasis on post-market safety review decisions as on pre-market
review decisions.

2. Number of Written Requests (WRs) issued for drugs that need to be studied in the
pediatric population and number of drugs reported to the pediatric advisory committee on
adverse events for drugs that receive pediatric exclusivity. (223101)

Context: The context of the Pediatric Program’s performance goal in CDER covers the
activities and requirements of the various laws passed to ensure safe and effective drug products
are available for children, including the Best Pharmaceuticals for Children Act (BPCA), which
provides incentives to manufacturers who conduct studies in children including a 6-month
extension of marketing exclusivity for conducting pediatric studies requested by FDA, and the
Pediatric Research Equity Act (PREA) which provides FDA the authority to require pediatrics
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studies for certain new and already marketed drug and biological products. In FY 2009, the
targets are five written requests and seven drugs reported to the pediatric advisory committee.

Performance: The target for FY 2008 performance was to issue at least 8 written requests to
drug sponsors for drugs that need to be studied in the pediatric population and report to the
pediatric advisory committee on adverse events for 8 drugs that receive pediatric exclusivity.
CDER issued 5 Written Requests to sponsors for on-patent drugs, as required by the Best
Pharmaceuticals for Children Act. CDER reported to 2 Pediatric Advisory Committee meetings
on adverse events for 19 drugs that received pediatric exclusivity. CDER's 5 Written Requests
(WRs) issued for drugs and 19 drugs reported to the pediatric advisory committee on adverse
events for drugs that receive pediatric exclusivity represents early indications of the impact of a
shift in Center policy.

3. The total number of actions taken on abbreviated new drug applications in a fiscal
year. (223205)

Context: The Office of Generic Drugs (OGD) has experienced a dramatic increase in workload,
with the number of generic drug applications almost doubling over the past 4 years at a time
when staffing levels have increased less than 20%. Consequently, the previous measure (the
percentage of new applications for which first action is taken within 180 days) no longer reflects
FDA’s current program management challenge to increase throughput and productivity to
address the higher workload while maintaining standards of quality and safety. Therefore, FDA
has determined that a more meaningful performance goal for the generic drug program is the
number of total actions taken on abbreviated new drug applications. The total number of actions
includes approvals, tentative approvals, not approvable, and approvable actions on applications.

Performance: In FY 2008, the Office of Generic Drugs exceeded its goal by more than 150

actions, while also exceeding the number of actions in FY 2007. In FY 2009, the target is 1900
actions, an increase of almost 7% over the FY 2008 target. This reflects the estimated increase
in performance as new staff, hired in FY 2008, are trained and achieve full performance levels.

4. Percentage of Rx-to-OTC Switch applications within 10 months of receipt in which
there was a complete review action and the number of OTC Drug Monographs on which
there was significant progress. (223206)

Context: OTC drug products can be legally marketed in the United States under an approved
new drug application (NDA) or pursuant to an OTC drug monograph. OTC drugs can be
approved under an NDA through an Rx-to-OTC switch or by direct to OTC. OTC drug
monographs are "recipes” for marketing OTC drug products without the need for FDA pre-
clearance. The monographs list the allowed active ingredients, dosage or concentration, the
required labeling, and packaging and testing requirements if applicable. The monographs save
manufacturers costs and reduce barriers to competition, as they allow both large and small
companies to enter the market place with OTC drug products that have to meet the same,
uniform criteria. Final monographs (agency final rules) need to be completed for a number of
large product categories (e.g., external analgesics, internal analgesics, antimicrobials, oral health
care products, laxatives). FDA is working to review OTC monographs for 29 categories of drug
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products to eliminate unsafe and ineffective products from the OTC market. The ability to reach
these goals is contingent upon the addition of experienced staff in all facets of rulemaking
development as well as improvement in the efficiency of the FDA document clearance process.

Performance: FDA exceeded its FY 2008 target by completing review and action on 100% of

Rx-to-OTC switch and direct to OTC applications within 10 months of receipt. All Rx-to-OTC

switch applications received in FY 2008 with action goal dates in FY 2008 were acted on within
10 months of receipt. There were 4 approval actions encompassing a total 7 switch products.

FDA made significant progress on the following 9 monographs: (1) Internal Analgesic,
Antipyretic, and Antirheumatic Drug Products - Organ Specific Warnings, Final Rule (proposed
rule published 12/06); (2) Pediatric Dosing for OTC Cold, Cough, Allergy, Bronchodilator, and
Antiasthmatic Drug Products - Amendment of the Final Rule (Advisory Committee meeting held
10/18/07 ; Part 15 Hearing held 10/2/08) ; (3) UVA Testing and Labeling for OTC Sunscreen
Drug Products, Final Rule (proposed rule published 8/07); (4) OTC Topical Acne Drug Products
Containing Benzoyl Peroxide, Final Rule; (5) Vaginal Contraceptive Drug Products — Proposed
Amendment to the Proposed Rule ; (6) Laxative Professional Labeling, Proposed Rule; (7)
Topical Antimicrobial Drug Products - Consumer Antiseptics; (8) Labeling for OTC Drug
Product - Convenience Size Labeling Rule (proposed rule published 12/06); and (9) Cold Cough
Allergy, Bronchodilator and Antiasthmatic Drug Products — Labeling for Bronchodilators to
Treat Asthma (Ephedrine Single Ingredient) Final Rule.

5. Reduction in FDA approval time for the fastest 50 percent of standard New Molecular
Entities/Biologics Licensing Applications approved for CDER and CBER, using the 3-year
submission cohort for FY 2005-2007. (223207)

Context: Reducing unnecessary delays in the approval time for safe and effective drugs that
truly represent new therapies [i.e., new molecular entities (NMEs) and biologics] means earlier
patient access for these medicines. Reducing unnecessary delays in drug approval also helps to
both control the cost of new drug development, cited as a factor affecting the cost to consumers,
and supports market competition among innovators. This is both good for the drug industry and
good for consumers. New drug development presents uncertainties that increase the business risk
and costs to the innovator. Higher costs can create barriers to competition both from new drugs
with therapeutic value — but not blockbuster potential, and new innovators that don’t have access
to the capital available to more established pharmaceutical companies. Although some scientific
and technical uncertainties are inherent and unavoidable in drug innovation, others can be
reduced or eliminated, helping speed patient access to new drugs, and reducing the cost of drug
development. FDA has begun major initiatives to reduce those sources of uncertainty. The
targeted reductions in this FDA outcome goal represent approximately 10.5 percent reductions in
total FDA review times for priority and standard NMEs and BLAs. Using Tufts estimates of
potential cost reductions by phase of drug development, a 10 percent reduction in regulatory
review time yields a 1.6 percent reduction in total capital costs, now estimated at $802 million,
translating to a savings of $12.8 million per NME approved.

Performance: The FDA approval time for the fastest 50 percent of standard NME and biologics
licensing applications (BLAs) approved in CDER and CBER for the FY 2001-2003 cohort is 523
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days as compared to 575 days for the baseline FY 1999-2001 submission cohort. This is a
reduction of 52 days versus the FY 2005-2007 target of a reduction of 61 days. Performance for
the FY 2004 submission cohort was 547 days.

6. Reduction in FDA time to approval or tentative approval for the fastest 70 percent of
original generic drug applications approved or tentatively approved of those submitted
using the 3-year submission cohort for FY 2005-2007. (223208)

Context: FDA achievement of this goal will create earlier access to lower cost drug alternatives
for patients. The high cost of drugs limits patient access to treatment. The lower income and
uninsured populations are particularly affected. Research has shown that 42 percent of the
uninsured do not fill prescriptions because of financial reasons. The Center for Medicaid and
Medicare Services has stated that the new Medicaid prescription drug coverage has come in
under budget and points to the availability of more generic products as a factor in this outcome.
Increasing the availability of generic drugs will make many important treatments more
affordable to the poor and the elderly and significantly improve access to treatment. Optimal
access and use of generic drugs will enable policy decision makers to contain costs in both the
Medicare and Medicaid programs. This will only become more important as more of the top
selling brand name drugs go off patent over the next few years.

Performance: The FDA approval time for the fastest 70 percent of original generic drug
applications approved for the FY 2003-2005 cohort is 17.8 months as compared to 17.9 months
for the baseline FY 1998-2000 submission cohort. This is an increase from the FY 2002-2004
cohort of 16.0 months. In the last several years, submissions of abbreviated new drug
applications have increased exponentially.

7. Number of medical countermeasures in which there has been coordination and
facilitation in development. (223102)

Context: In the Federal Government’s response to a biological, chemical, or
radiological/nuclear attack or to a natural disaster, drugs will be mobilized from the CDC’s
Strategic National Stockpile (SNS). However, not all drugs in the SNS are FDA-approved as
countermeasures against threat agents or emerging infections. FDA has been taking an
aggressive and proactive approach to identify and facilitate development of new therapeutic
options as well as to obtain information on existing approved drugs that may be used for an
unapproved indication. ldentification of gaps in the therapeutic armamentarium and
development of a plan to address these gaps will move the FDA closer to a goal of labeling
medical countermeasures that reside in the SNS. For example, although ciprofloxacin and
doxycycline are FDA approved for post-exposure prophylaxis of anthrax, these drugs are not
recommended for use in children and pregnant women unless no other drug is available.
Amoxicillin may be recommended as an alternative for these special populations, but it is not
FDA approved and the optimal dose and dosing frequency are unknown. Hollow fiber studies
with amoxicillin may provide data to develop appropriate dosing regimens. FDA is also active
in department and agency efforts to prepare for other emergencies, such as natural disasters and
pandemics. In FY 2009, the target remains at 4 countermeasures.
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Performance: In FY 2008, CDER facilitated the development of and access to medical
countermeasures for counterterrorism and emerging infections through these actions:

o FDA extended the expiry of Tamiflu (oseltamivir) capsules from 5 years to 7 years.

e FDA assisted the HHS/PHEMCE Radiological/Nuclear Integrated Program Team
(R/N IPT) in preparing a White Paper for the Enterprise Executive Committee:
“Neupogen in the Strategic National Stockpile to Address Neutropenia Associated
with Acute Radiation Syndrome -- Issues Regarding Potential Use in an Emergency.”

o FDA provided comments to the Department of Health and Human Services (HHS)
regarding a plan for anticipated information needs to support submission of an NDA
for approval of a “home MedKit” containing antiviral drugs as a mitigation strategy
for a potential influenza pandemic.

e Levaquin (levofloxacin) tablets, injection, and oral solution were approved for
inhalational anthrax (post-exposure) to reduce the incidence or progression of disease
following exposure to aerosolized B. anthracis in pediatric patients. The drug
previously was approved to treat adults after exposure to inhaled anthrax.

e To prepare the American population for an anthrax attack, FDA posted on its internet
site revised home preparation instructions for doxycycline dosing for children and
adults who are not able to swallow pills, at:
http://www.fda.gov/cder/drug/infopage/penG_doxy/home_prep.htm.

o FDA awarded a contract for hollow fiber studies and mathematical modeling to
determine the optimal dosing regimen for amoxicillin for anthrax post-exposure
prophylaxis for pregnant women and children.

8. Improve the Safe Use of Drugs in Patients and Consumers. (222301)

Context: CDER is implementing a policy of more transparency in ensuring patients and
physicians have the most up-to-date and complete information necessary to make treatment
decisions. The FDA Amendments Act of 2007 (FDAAA) recognizes FDA’s critical role in
assuring the safe and appropriate use of drugs after they are marketed. FDAAA gives FDA
substantial new resources for medical product safety, as well as a variety of regulatory tools and
authorities to ensure the safe and appropriate use of drugs. Congress, along with the
recommendations made over the past two years by the Institute of Medicine, the Government
Accountability Office (GAO), and a multitude of others, directed FDA to shift its regulatory
paradigm to recognize that ensuring that marketed products are used as safely and effectively as
possible is equally as important as getting new safe and effective drugs to market quickly and
efficiently. With increased focus and resources on post-marketing, CDER is establishing
procedures and tools for tracking, managing, and monitoring safety issues in much the same way
CDER tracks pre-market issues according to PDUFA requirements. Activities in FY 2006 and
FY 2007 to standardize communications policies and procedures and to develop a tracking
system to capture information about known and emerging safety issues established a foundation
upon which CDER can now begin to build the capacity and capability to more effectively
manage safety issues in a timely fashion. In FY 2009 the target is to act on 50% of the issues
within timelines.
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Performance: In FY 2008, CDER met its target of acting upon at least 50 percent of the
identified priority postmarket safety issues within an established timeframe. During the first year
of this new process, CDER focused its efforts on increasing its staff resources for tracking,
managing, and monitoring postmarket safety issues. CDER conducted a pilot for prioritizing
postmarket safety issues, developing action plans and timelines for those issues, and monitoring
and managing progress toward those plans.

9. Reduce the Unit Cost associated with turning a submitted Adverse Event Report into a
verified record in the database. (222201)

Context: The collection and analysis of data by FDA staff must occur throughout the entire life cycle of
the product to identify unexpected safety risks associated with the use of a human drug that could not
have been predicted by clinical trials and biostatistical analysis. Reports of these unexpected safety
problems, called adverse events, are captured in the Adverse Event Reporting System (AERS), a critical
component of FDA's post-marketing safety surveillance systems for all drug and therapeutic biologic
products. Information captured in AERS allows FDA scientists and statisticians to search for patterns
that may indicate an emerging safety hazard, which is the first step in analyzing the potential causes and
formulating an effective risk management response. FDA is working to make AERS more efficient by
improving the data entry work processes and reengineering the system to increase the percentage of
electronic submissions, to reduce the amount of manual re-keying, along with other efficiencies. These
system improvements will allow the FDA to reduce the average cost and time associated with turning a
submitted Adverse Event Report into a verified record in the database. This improvement in efficiency
will allow scientists and statisticians to access safety information sooner, and will free up resources that
can be redirected to risk analysis activities that directly improve our ability to recognize and respond to
drug safety problems.

Performance: The average cost associated with turning a submitted Adverse Event Report into
a verified record in the database has been decreasing since FY 2003 due to FDA efforts to
streamline its business processes and improve the information systems that are used to process
records. In FY 2003, the cost per report was $21.91/per report. In FY 2004, the cost per report
was $19.30/per report. In FY 2005, the cost per report was $17.35/per report. In FY 2006, the
cost per report was $16.47/per report. In FY 2007, the cost per report was $13.64/per report. In
FY 2008, the actual cost per report was $10.59/per report. The proposed FY 2009 target of $12
per report is an increase over the FY 2008 value due to the expected addition of periodic reports
that have not been previously entered in the past. The cost decrease for the FY 2008 actual of
$10.59 per report as compared to the target value of $13 per report is due mainly to the high
volume of electronic submissions, thereby offsetting the cost per report. The overall savings to
FDA from electronic submission continues to increase due the increasing numbers of received
reports. In the absence of electronic submissions, the program costs for manual data entry would
be nearly double what they are today.

10. Reduce medication errors in hospitals through increased adoption of bar code
medication administration technology. (222202)

Context: In November 1999, the Institute of Medicine released a report estimating that as many
as 98,000 patients die from medical errors in hospitals alone. Many of these deaths, as well as
additional non-fatal illnesses, are associated with errors involving FDA regulated medical
products, especially medications. A significant percentage of drug related mortality and
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morbidity results from errors that are preventable. In addition to their human cost, these errors
impose significant economic costs on the U.S. health care system. The total cost of preventable
adverse events has been estimated at $17 billion. Preventing some of the adverse drug events
related to medication errors in U.S. hospitals will significantly reduce related morbidity,
mortality and health care costs. Research to date has demonstrated the ability of bar code
scanners at the point of care to intercept errors in dispensing and administration of medications
and thereby prevent related adverse events. Consequently, this measure tracks the adoption rate
of bar code medication administration technology in hospitals, with the expectation that
increased adoption rates will be directly related to decreased medication error-related adverse
events.

Performance: The results of the American Society of Health-System Pharmacists (ASHP)
national survey of pharmacy practice in hospital settings: prescribing and transcribing-2007 were
published in 2008. Over the last few years the adoption rate of bar code medication
administration technology has grown each year, up to 19.6% overall in 2007.

11. Number of foreign and domestic high-risk human drug inspections. (224201)

Context: FDA is continuing to develop a more quantitative risk model to help predict where
FDA’s inspections are most likely to achieve the greatest public health impact. The Risk-Based
Site Selection Model provides a risk score for each facility, which is a function of four
component risk factors — Product, Process, Facility, and Knowledge. In the FY 2007 model, the
Agency developed several enhancements and improvements and will continue to explore ways to
enhance calculations of process risk and facility sub-scores in FY 2010. As enhancements are
made to FDA’s data collection efforts and to the Risk-Based Site Selection Model, FDA will
improve its ability to focus inspections on the highest-risk public health concerns in a cost-
effective way. For FY 2010, the target has been increased to 700 to reflect the FY 2009
Appropriations.

Performance: FDA exceeded the FY 2008 goal of 500 by inspecting 534 high-risk foreign and
domestic drug manufacturers.
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CDER Program Activity Data (PAD)

FY 2007 FY 2008 FY 2009 FY 2010
CIDIER el el GUpUE Actual Actual Estimate Estimate
New Drug Review
Workload — Submissions/Filings/Requests
New Drug Applications/Biologic
Licensing Applications (NDA/BLA) 104 135 110 110
Efficacy Supplements 176 132 185 185
Manufacturing Supplements 2031 1784 2220 2350
Active INDs (Drugs and Biologics— 14.820 15.745 15270 15500
Commercial and Research)
Sponsor ReqL_Jests: IND-Phase 2502 2059 2575 2600
Formal Meetings
Sponsor Requests: Review of Special 456 347 485 500
Study Protocols
Submissions of Promotional Materials 68,288 70,509 72,500 75,000
Outputs — Reviews/Approvals
Reviews: Priority NDA/BLA 31 31 32 30
Reviews: Standard NDA/BLA 140 118 140 135
Approvals: Priority NDA/BLA 21 20 22 22
Approvals: Standard NDA/BLA 67 60 70 70
Mean time from Receipt to Approval:
Priority NDA/BLAs (in months) 9.9 10.4 10.0 10.0
Mean time from Receipt to Approval:
Standard NDA/BLASs (in months) 153 233 15.0 150
Median time from Receipt to
Approval: Priority NDA/BLAS (in 6.0 6.0 6.0 6.0
months)
Median Time from Receipt to
Approval: Standard NDA/BLAS (in 10.0 16.1 10.0 10.0
months)
Reviews: NDA Supplementals 3,147 3,167 3,250 3,250
ngews: Cllmc_al Pharmacology/ 1,730 1,880 1,780 1,780
Bio-Pharmaceutic
Biologic Therapeutics Review
Workload — Submissions/Filings/Requests
Re_celpttc,: Commercial IND/IDE 98 100 99 100
(Biologics Only)
Re_celpt_s: IND/IDE Amendments 8,325 13.727 14,023 14,023
(Biologics Only)
Outputs — Reviews/Approvals
Reviews: Total Original License 5 ; 7 ;
Application (PLA/ELA/BLA)
Approvals: PLA/BLA 1 5 2 2
Reviews: License Supplement
(PLA/ELA/BLA) 232 240 250 250
Generic Drug Review
Workload — Submissions/Filings/Requests
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FY 2007 FY 2008 FY 2009 FY 2010
CIDIER el el GUpUE Actual Actual Estimate Estimate
Receipts: Abbreviated New Drug 830
Applications (ANDA) 882 850 800
Outputs — Reviews/Approvals
Actions — ANDA 1779 1934 1900 1900
Approval Actions - ANDA (both
Tentative and Full Approvals) 682 598 650 700
Median Review Time from ANDA 21.65
Receipt to Approval (months) 18.89 17.5 17.5
Actions - ANDA Supplementals 5562
(Labeling and Manufacturing) 3720 3000 3000
Over-the-Counter Drug Review
OTC Monographs Under 15 12 12 12
Development*
OTC Monographs Published* 5 3 5 5
*Category includes Proposed Rules and Final Rules
Best Pharmaceuticals for Children Act
Labels A_pproved with New Pediatric 17 16 29 20
Information
New Written Requests Issued 30 5 5 5
Pediatric Exclusivity Determinations 14 18 29 20
made
. 13 drugs 19 drugs
Post Exclusivity Safety Report (2 AICs) (2 AICs) 12 12
Patient Safety
Workload — Submissions/Filings/Requests
Submissions: Adverse Event Reports 486,882 522,871 600,000 650,000
Electronic Submissions: % of Total 0 0 0 0
Adverse Drug Reaction Reports 43% 58% 60% 65%
Electronic Submissions: % of
Serious/Unexpected Adverse Drug 70% 7% 85% 85%
Reaction Reports
Submissions: Drug Quality Reports 3371 5390 5900 6400
Outputs — Reviews/Approvals
Safety reviews compl_eted _by Office 1863 1,900 2,000 2,000
of Surveillance & Epidemiology
Number qf drugs with Risk 63 104 60-80 70-90
Communications
Administrative/Management Support
Workload
Numl_aer of Advisory Committee o5 28 35 35
Meetings
Number of FOI Requests 2,984 2431 3,200 3,200
Number of Citizen Petitions
Submitted (excluding suitability
petitions and OTC monograph-related 83 & 100 100
petitions)
Number of Citizen Petitions Pending 217 237 277 317
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petitions and OTC monograph-related
petitions)

FY 2007 FY 2008 FY 2009 FY 2010
CIDIER el el GUpUE Actual Actual Estimate Estimate
on Last Day of Fiscal year (excluding
suitability petitions and OTC
monograph-related petitions)
Outputs
Number of FOI Requests Processed 3676 3588 3,900 3,900
Number of E:itizen Petitions
Completed ~ (excluding suitability 48 55 60 60

! Cittizen Petitions completed may include petitions filed in prior years.
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Field Drugs Program Activity Data (PAD)

. FY 2008 FY 2009 FY 2010
Field Drugs Program Workload and Outputs Actual Estimate Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC HUMAN DRUG

ESTABLISHMENT INSPECTIONS 1,774 1,960 1,960
Pre-Approval Inspections (NDA) 138 120 120
Pre-Approval Inspections (ANDA) %5 51 51
Bioresearch Monitoring Program Inspections 526 490 490
Drug Processing (GMP) Program Inspections 972 1,085 1,085
Compressed Medical Gas Manufacturers Inspections 46 159 159
Adverse Drug Events Project Inspections 144 144
OTC Monograph Project and Health Fraud Project Inspections 3 48 48

Domestic Laboratory Samples Analyzed 1,769 951 951

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN HUMAN DRUG

ESTABLISHMENT INSPECTIONS 452 566 566
Foreign Pre-Approval Inspections (NDA) incl PEPFAR 174 192 192
Foreign Pre-Approval Inspections (ANDA) incl PEPFAR 117 69 69
Foreign Bioresearch Monitoring Program Inspections incl PEPFAR 129 210 210
Foreign Drug Processing (GMP) Program Inspections 268 382 382
Foreign Adverse Drug Events Project Inspections 6 16 16

IMPORTS

Import Field Exams/Tests 2,863 2,870 6,197

Import Laboratory Samples Analyzed 346 586 586

Import Physical Exam Subtotal 3,209 3,456 6,783

Import Line Decisions 321,205 330,267 339,584

Percent of Import Lines Physically Examined 1.00% 1.05% 2.00%

STATE WORK

UNIQUE COUNT OF STATE PARTNERSHIP HUMAN DRUG

ESTABLISHMENT INSPECTIONS. 166 166 166
State Partnership Inspections: Compressed Medical Gas
Manufacturers Inspections 135 110 110
State Partnership Inspections: GMP Inspections % 50 50

TOTAL HUMAN DRUG INSPECTIONS (FOREIGN AND

DOMESTIC/FDA AND STATE)

GRAND TOTAL HUMAN DRUG ESTABLISHMENT

INSPECTIONS 2,392 2,692 2,692

Estimates for FY10 Generic Drugs User Fee Inspections not reflected in the table.
Estimated timeframe for these inspections is FY 2012 and FY 2013.
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OFFICE OF ORPHAN PRODUCTS DEVELOPMENT*

FDA’s Office of Orphan Products Development summarizes the budget program requirements
that justify a $20,396,034 submission for FY 2010.

The following table shows a three-year funding history for the Office of the Orphan Products
Development

FY 2008 FY 2009 FY 2010
Actual® Omnibus Estimate
Program Level $16,655,394 | $18,805,394 | $20,396,034

$14,035,161 | $14,035,161 | $14,315,864
$2,000,000 | $2,000,000
$1,200,000
$2,620,233 | $2,770,233 | $2,880,170

Orphan Product Grants *

Pediatric Consortia Grants®

Medical Product Safety and Research®
Program Administration *

The Orphan Product Grants piece is part of the aggregate amount of budget authority contained in the CDER
budget line item of the All Purpose Tables.

*The Pediatric Device Consortia Grants piece is part of the aggregate amount of budget authority contained in the
CDRH budget line item of the All Purpose Tables.

*Request for new funds to implement the Food and Drug Administration Amendments Act of 2007 (FDAAA).
*The Program Administration piece is part of the aggregate amount of budget authority contained in the Other
Activities budget line item of the All Purpose Tables. FY 2009 and FY 2010 amounts include a $150,000 increase
to support the Pediatric Consortia Grants.

*Includes 0.7 percent Rescission.

The FDA Office of Orphan Products Development operates under the following legal authorities:

Federal Food, Drug and Cosmetic Act (21 U.S.C. 321-399).

Orphan Drug Regulations (21 CFR 316)

Safe Medical Device Act of 1990 (as amended) (21 U.S.C. 351-353, 360, 360c-360j,
371-375, 379, 379, 381)

Humanitarian Use Device and Humanitarian Device Exemption Regulations: (21 CFR
814 Subpart H)

PHS Act (42 U.S.C. 241). Section 301

Federal Food, Drug, and Cosmetic Act (21 U.S.C. 331 et seq.)

Allocation Method: Direct Federal/Intramural; Grants.

! The Office of Orphan Products Development is shown for illustrative purposes and is not
contained as a separate line item in the All Purpose Tables.
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Program Description and Accomplishments

Since its inception in 1982, the Office of Orphan Products Development (OOPD), located in the
Office of the Commissioner, has been dedicated to promoting and advancing the development of
products (drugs, biologics, medical devices, and medical foods) that demonstrate promise for the
diagnosis and/or treatment of rare diseases or conditions. These are products necessary to treat a
patient population that otherwise would be considered too small for profitable research,
development, and marketing. OOPD administers the major provisions of the Orphan Drug Act
(ODA) which provide incentives for sponsors to develop products for rare diseases. The ODA
has been very successful — as of April 21, 2009 , 339 drugs and biological products for rare
diseases have been brought to market since 1983. In contrast, the decade prior to 1983 saw
fewer than ten such products come to market. OOPD also administers the designation of
humanitarian use device provisions under the Food Drug and Cosmetic Act — more that 48
humanitarian use devices have been approved for very rare diseases and conditions. OOPD
interacts with the medical and research communities, professional organizations, academia, and
the pharmaceutical industry, as well as rare disease groups. It provides research study design
assistance to sponsors of orphan products and encourages well-controlled clinical studies.

OOPD activities support FDA'’s strategic goals by improving the efficiency of translation of new
discoveries into safe, effective, and accessible treatments for patients, and by empowering
patients and patient groups with vital information and linkages between researchers, patients, and
patient advocacy organizations. As more therapies are developed for rare diseases and
conditions, and patients and providers become more educated about these therapies, there will be
a positive impact on public health. Furthermore, the discovery and innovation of medical
products for smaller populations has potentially positive public health implications for
personalized health care in the future.

OOPD has four functional mission activities: orphan product grants which provide funding for
clinical research in rare diseases, orphan drug designations, humanitarian use device
designations, and outreach activities.

Orphan Product Grants Activity

OOPD supports new and continuing extramural research projects that test the safety and efficacy
of promising new drugs, devices, and medical foods for rare diseases and conditions through
human clinical trials. Orphan product grants are a proven method of successfully fostering and
encouraging the development of new safe and effective medical products for rare
diseases/conditions. Grants ensure that product development occurs in a timely manner with a
very modest investment. In general, OOPD grant funding is for up to three years for Phase 1
trials, and up to four years for Phase 2 and 3 trials.

Because grants are for up to four years, at any one time, there are typically 60 to 85 ongoing
grant-funded projects. A major portion of the appropriated funds for a given fiscal year go
towards continued funding of prior approved grants.

OOPD engages in several grant program activities. OOPD staff review solicited grant
applications to ensure program requirements are met, and coordinate and convene peer review
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panels to provide technical review of grant proposals to ensure that the best scientific proposals
are funded. OOPD selects grant applications for funding, and conducts site visits to grantees to
ensure extramural funded studies, which involve human subjects, are consistent with grant
agreement terms and minimize FDA’s exposure to risk of violations in human subjects
protection requirements. OOPD monitors the grant-funded products to satisfy regulatory and
program requirements. OOPD is modernizing the transmission of applications and other review
information through full electronic submissions, and improving the OOPD database system to
allow for more efficient and effective retrieval of information and other internal management
practices.

There have been 43 products approved by FDA for marketing which received development
support from the orphan grants program. Most are listed at
http://www.fda.gov/orphan/grants/magrants.htm. Highlights of these include treatments for
Fabry Disease (approved in 2003), for Mucopolysaccharidosis Type 11, also known as Hunter
Syndrome (approved 2006), for Cystic Fibrosis patients with Pseudomonas Aurginosa (approved
1997), for infant botulism (approved 2003), a titanium expandable rib prosthesis for Thoracic
insufficiency syndrome (approved 2004), and Diaphragm Electrical Stimulator for ventilator
dependent tetraplegic patients (approved 2008).

In FY 2008, OOPD funded 21 new grants and provide funding for approximately 40 other
ongoing grant-funded clinical study projects totaling $14,035,161. Among the recent new
applications recommended for funding are studies for the treatment of neonatal hyperinsulism
and for the treatment of cholestasis, a blockage of the bile duct. A recent example of the success
of the orphan grants program was the approval of the first product for the treatment of Hunter
syndrome, a rare inborn disease of metabolism characterized by deficiency of the enzyme
iduronate-2-sulfatase. Symptoms of Hunter syndrome, which usually become apparent at the age
of one to three years, include growth delay, joint stiffness and coarsening of facial features.
More advanced features include respiratory and cardiac problems, enlargement of liver and
spleen, and neurologic deficits. The condition is diagnosed in approximately one out of 65,000
to 132,000 births. Another example of a successful orphan product is Elaprase, a new molecular
entity that received Orphan designation on November 28, 2001. An Orphan grant to study
Elaprase in the treatment of this disease was awarded in 2004. Elaprase was approved for
marketing by FDA in 2006 after a randomized, double-blind, placebo-controlled study of 96
patients with Hunter syndrome showed that the treated participants had an improved capacity for
walking. A more recent example of the success of the orphan grants program was the approval
of the NeuRx DPS RA/4 Respiratory Stimulation System in 2008. An Orphan grant to study this
device for the treatment of ventilator dependent tetraplegic patients was awarded in 2000. More
information is provided in the Humanitarian Use Device (HUD) Designation Activity section
below.

Orphan Drug Designation Activity

There are an estimated 6,000 rare diseases, affecting more than 25 million people in the U.S.,
between 85 and 90 percent of which are serious or life-threatening. In enacting the ODA in
1983, Congress sought to provide incentives to promote the development of drugs (including
antibiotics and biological products) for the treatment of rare diseases. OOPD evaluates
applications for orphan drug designations from sponsors who are developing medical products to
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treat rare diseases or disorders that affect fewer than 200,000 persons in the U.S. Medical
products for diseases or disorders that affect more than 200,000 persons may be able to obtain an
orphan designation if the sponsor is not expected to recover the costs of developing and
marketing the product. After a designation is made, the developer of a designated orphan
product is guaranteed seven years market exclusivity for a specific indication following the
approval of the product by FDA.

OOPD facilitates the designation and development of orphan drugs by reviewing applications
and designating orphan drugs; acting as an intermediary between sponsors and FDA medical
product review divisions in the drug development process to help resolve any outstanding
problems, discrepancies, or misunderstandings in the regulatory review process; providing
expertise in clinical trial design and outcome review; and assisting in the development of medical
countermeasures through the orphan drug designation process

Of the 1,994 orphan designations issued by OOPD as of April 21, 2009 , 339 have resulted in
marketing approval with orphan exclusivity. During FY 2008, OOPD reviewed 192
applications for orphan designation. These include potential treatments for many kinds of
cancers, multiple myeloma, sickle cell disease, and pediatric multiple sclerosis. OOPD
designated 164 orphan drugs in FY 2008. FDA has approved 13 prior orphan designated drugs
for marketing in FY 2008. One example is the approval of Xenazine (tetrabenazine) for the
treatment of chorea associated with Huntingtons’s Disease (HD), a devastating
neurodegenerative disease that causes progressive movement disorders, cognitive dysfunction
and behavioral changes and is ultimately a fatal condition. Chorea is the most common
symptom, affecting approximately 90% of HD patients, and is characterized by excessive,
involuntary and repetitive movements, which are the most visible and dangerous manifestations
of HD and interfere with patients' abilities to perform activities of daily living, including
dressing, bathing and caring for themselves. Until this year, patients had no FDA-approved
treatments for Huntington’s disease. It is estimated that 30,000 Americans are affected by
Huntington’s disease. This drug was first granted orphan drug designation by the FDA in
December 1997. It received marketing approval August 15, 2008.

The number of requests for orphan designation has nearly doubled in the last nine years on
average. OOPD anticipates that the workload associated with the orphan designation requests
will continue to increase in the future. Not only are the requests increasing, but the complexity
of the science of potential orphan drugs is increasing. There are many more entrepreneurial
ideas and concepts being considered in the areas of pharmacogenomics and individualized
medicine that challenge our reviewers.

Humanitarian Use Device Designation Activity

The purpose of the Humanitarian Use Device (HUD) program is to encourage the discovery and
use of devices intended to benefit patients in the treatment or diagnosis of diseases or conditions
that affect or are manifested in fewer than 4,000 individuals in the United States per year.

A device manufacturer's research and development costs could exceed its market returns for
diseases or conditions affecting small patient populations. FDA, therefore, developed and
published a regulation to carry out provisions of the Safe Medical Devices Act of 1990 to
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provide an incentive for the development of devices for use in the treatment or diagnosis of
diseases affecting these populations. This regulation became effective on October 24, 1996. A
HUD designation from OOPD is required for a device prior to applying for a Humanitarian
Device Exemption (HDE) from the Center for Devices and Radiological Health (CDRH).

OOPD conducts activities leading to HUD designation, including: reviewing applications and
designating humanitarian use devices; facilitating the HDE approval process to help resolve any
outstanding issues; and providing expertise to sponsors in approaches to the various types of
marketing approvals for medical devices.

An HDE for a specific device allows the sponsor to bring the device to market for the small
patient population after demonstrating the safety and probable benefit of the device. Itis
somewhat like a pre-market approval (PMA) application, but exempt from the effectiveness
requirements of sections 514 and 515 of the Safe Medical Devices Act of 1990. In FY 2008,
OOPD received 13 HUD applications and designated 9 of these.

A recently approved (June 2008) HDE includes a stimulator device for severe spinal cord injury
patients to free the patients temporarily from their ventilator. Christopher Reeve had received
the still experimental device in 2003, allowing him to breathe off a ventilator for up to eight
hours at a time prior to his death caused by an unrelated bloodstream infection. Spinal cord
injuries can affect the muscles of the chest and abdomen, including the diaphragm, which is a
lower abdominal muscle essential for breathing. Normally, a person inhales when the diaphragm
contracts and the lungs expand with air, and a person exhales when the diaphragm relaxes and
the air flows back out of the lungs. The HDE approved implantable device called the NeuRx
DPS RA/4 Respiratory Stimulation System electrically stimulates the muscles and nerves that
run through the diaphragm. It allows some spinal cord injury patients to breathe for at least four
hours a day without a mechanical ventilator. The stimulation device uses four electrodes
implanted in the muscle of the diaphragm to stimulate contraction. The device does not cure
paralysis of the diaphragm, but does free a patient from a ventilator to enhance their quality of
life. There are about 500 ventilator-dependent spinal cord injuries in the U.S., per year.

Pediatric Consortia Grants Activity

The development of pediatric medical devices currently lags five to ten years behind those for
adults. Children differ from adults in terms of their size, growth, development, and body
chemistry, adding to the challenges of pediatric device development. There currently exists a
great need for medical devices designed specifically with children in mind. Such needs include
the de novo development of pediatric medical devices, as well as the specific adaptation of
existing adult devices for children. Thus, as part of the 2007 FDAAA legislation, Congress
passed the Pediatric Medical Device Safety and Improvement Act of 2007. Section 305 of this
Act mandates demonstration grants for improving pediatric device availability, to be
administered for the creation of pediatric device development consortia. The demonstration
grants are not limited to addressing diseases or conditions that are considered to be rare.

The FDA definition of “pediatric” for purposes of device development encompasses devices
used from birth to 21 years of age. The FDA’s Center for Devices and Radiologic Health defines
“pediatric use” as any use of a medical device in a pediatric population in which there is a
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primary pediatric indication or a more general indication where considerable pediatric
application is anticipated.

The goal of FDA's Pediatric Consortia Grant Program is to support the development of nonprofit
consortia designed to stimulate projects which will promote pediatric device development. The
consortia will facilitate the development, production, and distribution of pediatric medical
devices by:

1. encouraging innovation and connecting qualified individuals with pediatric device ideas
with potential manufacturers.

2. mentoring and managing pediatric device projects through the development process,
including product identification, prototype design, device development, and marketing.

3. connecting innovators and physicians to existing Federal and non-Federal resources.

4. assessing the scientific and medical merit of proposed pediatric device projects.

5. providing assistance and advice as needed on business development, personnel training,
prototype development, and post-marketing needs.

In 2009, an estimated 3 grants will be awarded on a competitive basis up to $2 million in total
(direct plus indirect) costs per year for up to 2 years. It is anticipated that funding for the
number of non-competing continuation awards in FY 2010 will be similar to FY 2009.

Medical Product Safety and Research Activity

This is a proposed new activity for FY 2010 in support of the medical product safety and
research initiatives in the Food and Drug Administration Amendments Act of 2007 (FDAAA).
With the $1.2 million request for FY 2010, the OOPD plans to support its ongoing activities in
the following ways:

1. Encourage additional applications for orphan product grants for research on promising
products beneficial to the pediatric community, especially promising pediatric medical
device products.

2. Fund additional orphan product grants for research on promising products beneficial to
the pediatric community, and

3. Provide additional guidance and training on safety practices and considerations to
principal investigators who conduct OOPD-funded research on promising orphan
products involving human subjects.

Qutreach Activity

OOPD continues its outreach activities to increase the feasibility and level of sponsor interest in
orphan products development through the orphan grants program, orphan designations programs,
and HUD program. Companies and others interested in commercializing new products for rare
diseases and conditions often seek the advice of OOPD staff. The complexity of the science of
potential orphan drugs is increasing; there are many more entrepreneurial ideas and concepts
being considered in the areas of pharmacogenomics and individualized medicine that are
challenging and potentially useful to patients with rare diseases. OOPD frequently meets with
companies that have expressed an interest in commercializing new products for rare diseases to
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encourage them to go forward with development and to advise them on possible approaches to
follow while gathering information that will lead to the approval of their product. The design of
clinical trials is more complicated for rare diseases because there are fewer available patients.
OOPD provides valuable expertise in regulatory concerns and facilitation with the FDA review
divisions.

OOPD participates in significant outreach activities by providing information on approved
therapies for rare diseases for the patient community and advocacy groups; speaking at meetings
and conferences on the FDA approval processes, the Orphan Products Grants Program, and the
science of developing therapeutic products for rare diseases/conditions; and assisting patients
and advocacy groups on issues of concern related to rare diseases and orphan products, such as
drug shortages.

OOPD participated in various outreach activities during FY 2008. Some of these activities
include participation in international governmental conferences, patient support meetings, and
meetings addressing rare medical conditions. In FY 2008, OOPD received more than 40
invitations/requests to speak at orphan-drug stakeholders' meetings. OOPD made presentations
at over 20 of these meetings. The presentations ranged in scope from explaining to a small
patient advocacy group with less than 250 patients in this country how orphan drugs and
humanitarian devices could be developed with ODA incentives and HDE provisions to
international meetings that discuss global issues. The attendance at these meetings ranged from
30 professionals to over 500 patients and families. At these meetings, the missions of OOPD and
FDA were prominently explained and displayed, and the questions and concerns from
stakeholders were satisfactorily addressed. Other OOPD accomplishments include:

1. meeting with the Chief Executive Officers of the member companies of PhRMA (the
Pharmaceutical Research and Manufacturers of America) to discuss and encourage these
companies to commit more effort and resources toward developing products for rare
diseases

2. locating a new source of the drug uridine for a 13 year old girl when the current source
stopped. This is a life-saving drug to treat Uridine Monophosphate Synthetase
Deficiency, a genetic enzyme deficiency that currently affects only 20 surviving patients
worldwide

3. partnering with the National Organization for Rare Disorders (NORD), a consortium of
rare disease patient organizations, and the NIH, to sponsor an educational conference
about rare diseases, which included international groups. This conference coincided with
the 25™ anniversary of the Orphan Drug Act

4. participating in a conference sponsored by Genetic Alliance, an organization devoted to
promoting optimum health care for people suffering from genetic disorders, about the
Federal programs and resources available for product developers and patient groups

5. meeting with representatives of the World Health Organization to discuss assistance
WHO could provide in facilitating the development of potential products for neglected
diseases, typically tropical diseases that are rare in the United States

6. completing the development of a common application format for the approval of orphan
products to be used by both the FDA and the European Medicines Agency, FDA’s
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European counterpart. This agreement was a significant accomplishment that will make
it easier for drug sponsors to get their orphan products designated

7. planning a training course on the topic of small clinical trials to be held in FY 2009. The
course will consist of experts and will be for FDA and NIH employees who will benefit
from a rigorous look at how to apply the newest methodologies for clinical trials to small
patient populations

8. meeting with stakeholders in an interagency effort to increase the availability of pediatric
medical devices for children with rare diseases or conditions through both the HUD
program and the Orphan Grant program.

The following table shows a five-year funding history for the Office of Orphan Product
Development’s program level resources.
Five Year Funding Table

The following table shows a five-year funding history for the Office of Orphan Products program
level, budget authority, and user fee resources.

Fiscal Year Program Level
FY2006 Actual $16,644,270
FY 2007 Actual $17,167,256
FY 2008 Actual $16,655,394
FY 2009 Omnibus $18,805,394
FY 2010 Estimate $20,396,034

Budget Request

The FY 2010 President’s Budget request for the Office of Orphan Products Development is
$20,396,034. The request represents an increase of $1,590,640 (or almost nine percent) above
the FY 2009 Omnibus level. This change represents $390,640 for pay increases and $1,200,000
for non-pay increases.
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Office of Orphan Product Development
Program Activity Data (PAD)

PROGRAM WORKLOAD FY 2008 | FY 2009* | FY 2010*

AND OUTPUTS Actual Estimate Estimate
GRANTS PROGRAMS
New Orphan Product Grants 21 23 23
Awarded
New Pediatric Consortia Grants 3 3

ORPHAN DRUG REQUESTS,
DESIGNATIONS, AND

MARKET APPROVALS

Designation Requests 192 220 235
Designations 171 180 190
Market Approvals 13 18 20

HUD REQUESTS AND
DESIGNATIONS

Designation Requests 13 20 22

Designations 9 10 11

*preliminary estimates based on recent year
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BIOLOGICS

The FY 2010 program level budget submission for the FDA Biologics Program is $305,731,000.

The following table shows a three-year funding history for the Biologics Program.

FDA Program Resources Table

FY 2008

FY 2010
FY 2009 President's | FY 2010 +/- FY
Enacted Actuals Omnibus  |Budget Request| 2009 Omnibus
Program Level $248,627,000] $233,508,0000 $271,490,000] $305,731,000 $34,241,000
Center $212,390,000] $202,278,000] $232,308,000] $260,997,000 $28,689,000
FTE 888 858 916 959 43
Field $36,237,000 $31,230,000 $39,182,000 $44,734,000 $5,552,000
FTE 228 209 230 238 8
Program Level FTE 1,116 1,066 1,146 1,197 51
Budget Authority $167,965,000) $154,831,000] $183,451,000( $206,438,000(  $22,987,000
Center $135,457,000] $125,383,000] $148,134,000] $166,182,000 $18,048,000
Field $32,508,000] $29,448,000 $35,317,000 $40,256,000 $4,939,000
Pay Increase (non add) $2,803,000 $2,803,000
Safer Medical Products (non-add) $20,184,000 $20,184,000
Budget Authority FTE 795 725 810 836 26
Center 579 526 592 615 23
Field 216 199 218 221 3
User Fees $80,662,000 $78,677,000 $88,039,000 $99,293,000 $11,254,000
Center PDUFA $66,824,000] $70,890,000f $73,206,000 $83,747,000 $10,541,000
FTE 278 304 293 313 20
Field PDUFA $3,262,000] $1,524,000 $3,358,000 $3,489,000 $131,000
FTE 10| 9] 10 10 0
Center MDUFMA $10,109,000] $6,005,000 $10,968,000 $11,068,000 $100,000
FTE 3] 28 31 31 0
Field MDUFMA $467,000 $258,000) $507,000 $507,000 $0
FTE 2 2 2 4 2
Proposed User Fees $0 $0 $0 $482,000 $482,000
Field Reinspection (non-add) $482,000 $482,000
FTE 3 3
User Fees FTE 321 342 336 361 25

The FDA Biologics Program operates under the following legal authorities:

Public Health Service Act

Federal Food, Drug, and Cosmetic Act* (21 U.S.C. 321-399)

Medical Device Amendments of 1976*

Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 201)

Safe Medical Devices Act of 1990*

Medical Device Amendments of 1992*

Food and Drug Administration Modernization Act*

Medical Device User Fee and Modernization Act of 2002*

Public Health Security and Bioterrorism Preparedness Response Act of 2002*
Project BioShield Act of 2004 (21 U.S.C. 360bbb-3)
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Medical Device User Fee Stabilization Act of 2005*
Food and Drug Administration Amendments Act of 2007

Allocation Method: Direct Federal/Intramural

Program Description and Accomplishments

The FDA Biologics Program is responsible for ensuring the safety, purity, potency, and
effectiveness of biological products, including vaccines and allergenics, blood and blood
products, and cells, tissues, and gene therapies for the prevention, diagnosis, and treatment of
human diseases, conditions, or injuries. The Biologics Program also helps to defend the public
against the threats of emerging infectious diseases and bioterrorism through preparedness
planning, development and licensing of medical countermeasures (that are used to diagnose,
treat, or prevent disease from pathogen exposure), and ensuring the availability of safe and
effective medical countermeasures.

The Biologics Program began in 1902 with the passage of the Biologics Control Act, which
established the authority to regulate biological products and ensure their safety for the American
public. This program was located in the Department of Treasury’s Hygienic Laboratory, which
in 1930 became the National Institutes of Health (NIH). In 1972, the Biologics Program was
transferred from NIH to FDA and became the Bureau of Biologics. In 1988, the Center for
Biologics Evaluation and Research (CBER) became its own center within FDA. The program
operates with both budget authority appropriations and user fees to support prescription drug and
medical device review.

CBER is committed to advancing the public health through innovative regulation that ensures the
safety, effectiveness, and timely delivery of biological products to patients. CBER is responsible
for ensuring the safety of the nation’s blood supply and the products derived from blood, the
production and approval of safe and effective adult and childhood vaccines, the oversight of
human tissue for transplantation, and an adequate and safe supply of allergenic materials and
anti-toxins.

The Office of Regulatory Affairs (ORA) provides FDA leadership on enforcement, import,
inspection, and laboratory policies. Through its field offices nationwide, ORA supports the
Biologics Program by conducting premarket activities such as bioresearch monitoring of clinical
research, preapproval inspections and laboratory method validations needed for application
decisions, and inspecting manufacturing facilities to ensure their ability to manufacture the
product to the specifications stated in the application. ORA also conducts risk-based domestic
and foreign postmarket inspections of medical products to assess their compliance with Good
Manufacturing Practice requirements. In addition to overseeing regulated products on a
surveillance or for cause basis, ORA responds to emergencies and investigates incidents of
product tampering and natural or intentional disasters that may affect FDA-regulated goods. In

“ Authorities under this act do not appear in sequence in the U.S. Code. The authorities are codified as amended in
scattered sections of 21 U.S.C. or 42 U.S.C. (Public Health Service Act and Public Health Security and
Bioterrorism Preparedness Response Act of 2002).
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instances of criminal activity, ORA’s Office of Criminal Investigations (OCI) complements the
regular Field force. ORA’s Field Biologics Program is funded by appropriated budget authority
and user fee dollars that allow the Field to perform inspections.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Biologics Program by maintaining its legacy
systems and databases used for managing and tracking its premarket review programs, for
monitoring and tracking adverse event activities, and for conducting various compliance
activities. OIM also work with the Biologics Program through the FDA Bioinformatics Board to
ensure that current and future IT enterprise and center investments continue to fulfill program
requirements while meeting broader FDA objectives.

The Prescription Drug User Fee Act (PDUFA) and Medical Device User Fee and Modernization
Act (MDUFMA) enable the Biologics Program to ensure the timeliness and predictability of
FDA review of new products for sponsors and consumers. Under these user fee programs, FDA
agreed to pursue a comprehensive set of application review performance goals. During FY 2007,
the latest completed performance period, the Biologics Program met or exceeded all of its user
fee performance commitments.

The Biologics Program has also continued to meet all of the targets in FY 2007 for all of the
non-user fee Government Performance and Results Act (GPRA) goals. Thus far, CBER has
successfully achieved the FY 2008 targets for which completed performance data is available
and expects to continue to meet the performance targets when data becomes available in FY
2009. In FY 2008 CBER also achieved the 2003 Program Improvement Plan long-term outcome
goal to reduce the approval time for the fastest 50 percent of standard New Molecular
Entities/Biologics Licensing Applications for the FY 2005- 2007 cohort.

The Biologics Program executes its regulatory responsibilities in three major program areas:
Blood and Blood Products, Vaccines and Allergenics, and Cell, Tissues and Gene Therapies.
The activities conducted in these program areas are as follows:

Blood and Blood Products — Center Activities

CBER is responsible for ensuring the safety of the nation’s blood supply by minimizing the risk
of infectious disease transmission and other hazards while facilitating the maintenance of an
adequate supply of blood and blood products. The scope of the blood program is far reaching,
with over 14.4 million human whole blood and red blood cell components and over 15 million
transfusions of other blood components transfused annually, according to The 2007 National
Blood Collection and Utilization Survey. The responsibility to keep the blood supply safe is
especially important in the face of an emerging infectious disease, pandemic or terrorist event.
CBER regulates blood and blood components used for transfusion and for manufacture into
products such as plasma derivatives and their resulting blood products, including clotting factors,
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concentrates, immune globulins, albumin and protease inhibitors. CBER also establishes product
standards and performs lot-release testing for products. CBER works closely with many
partners, including the Department of Health and Human Services’ (DHHS) Office of the
Secretary, the Centers for Disease Control and Prevention (CDC), and industry to ensure the
safety and availability of blood products.

CBER also regulates related products, including blood establishment computer software, cell
separators, and blood collection containers, as well as tests to screen blood donors for human
immunodeficiency virus-type 1 (HIV1) and other viruses, including hepatitis B and C viruses
(HBV and HCV), West Nile virus (WNV), human T-lymphotropic virus types | and |1, and for
syphilis. The testing of donors for infectious agents is a critical safeguard for blood safety. To
further enhance blood safety, CBER facilitates the development and implementation of sensitive
tests to detect infectious agents in blood. CBER also continues the development of donor
screening questionnaires to reduce risk by identifying and deferring high risk donors. In the
postmarket arena, CBER develops and enforces quality standards, and monitors, analyzes, and
acts on reports of errors, accidents and adverse clinical events.

In FY 2007, CBER exceeded all of its performance goals by completing review and action on at
least 99 percent of all complete blood bank and source plasma Biologic License Application
(BLA) submissions, and BLA supplements within 12 months. Some FY 2009 highlights include
the approval of two orphan drugs for patients with potentially fatal, rare conditions to help
prevent bleeding and the formation of blood clots, and the approval of the first nucleic acid test
that screens for the presence of two divergent types of HIV in donated blood plasma and tissue.

Blood and Blood Products — Field Activities

Under the provisions of both the Public Health Service Act and the Federal Food Drug and
Cosmetic Act, ORA field investigators conduct inspections of blood establishments that
manufacture or participate in the manufacture of blood and blood components for human use.
The Field conducts inspections to ensure that blood establishments manufacture biological
products that are safe and are in accordance with current good manufacturing practices. FDA
implemented the inspection of blood establishments in 1972.

The inspection of a blood establishment is based on a multi-layered set of safeguards related to
blood and blood component collection, manufacturing, and distribution. Inspections verify that
firms institute proper procedures to screen donors, test blood for required infectious diseases, and
follow-up on blood donor and recipient adverse reactions.

Blood and blood products are vitally important products in medical treatment. ORA Field efforts
focus on two main areas: performing inspections of blood establishments engaged in the
collection, manufacturing, preparation or processing of human blood or blood products and
inspecting laboratories that perform testing on blood products and donors to confirm donor
screening for communicable disease agents. In FY 2008, ORA conducted 1,014 inspections of
highest priority registered domestic blood banks, source plasma operations, and biologics
manufacturing establishments, exceeding the FY 2008 GPRA performance target of 870
establishments.

Vaccines and Allergenics — Center Activities
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CBER regulates vaccine and allergenic products. Many vaccine products are pediatric vaccines
that have contributed to the dramatic reduction or elimination of life-threatening childhood
diseases in the U.S., such as diphtheria, measles, and polio. Newer vaccines play an increasing
role in protecting and improving the lives of adolescents and adults and include vaccines to
prevent meningococcal disease, shingles, and cervical cancer. In addition, there are vaccines
under development that offer the promise of preventing serious infectious diseases, such as
pandemic influenza viruses and severe acute respiratory syndrome (SARS), HIV-1, and malaria.
As with all medical products, highly-trained scientists and clinicians rigorously review
laboratory and clinical data in assessing the safety, effectiveness, and quality of vaccines.

CBER reviews additional studies after some vaccines are approved to further evaluate their
safety and effectiveness (for example, in broader population groups). Both before and after a
vaccine is licensed, FDA inspects vaccine manufacturing facilities to help ensure continued high
quality and safe production. Due to the complexity of the manufacturing process, CBER
activities also include lot-release testing to ensure vaccines are potent, safe, and sterile before the
manufacturer distributes the product in interstate commerce.

CBER regulates allergenic products: patch tests and extracts. Allergen patch tests are diagnostic
tests applied to the surface of the skin that are used by physicians to determine the specific
causes of contact dermatitis. Allergenic extracts are used for the diagnosis and treatment of
allergic diseases such as allergic rhinitis ("hay fever™), allergic sinusitis, allergic conjunctivitis,
bee venom allergy and food allergy. CBER maintains reference standards for allergenics, used
by physicians to detect allergies in patients. CBER distributes the reference standards to
manufacturers and evaluates novel technological approaches to improve allergenic product
development, standardization, and characterization of these complex biological products.

In the postmarket area, the CDC and FDA jointly manage the Vaccine Adverse Event Reporting
System (VAERS), a cooperative program for vaccine safety. VAERS is a postmarketing safety
surveillance program that collects information about adverse events (also known as side effects)
potentially related to vaccination and reported after the administration of U.S. licensed vaccines.
In collaboration with CDC, state health departments, and other partners, CBER uses VAERS to
monitor vaccine adverse event reports for possible indicators of vaccine safety concerns.

CBER plays a leadership role to prepare for and respond to the risks of a pandemic influenza
outbreak. Working with industry, agencies in DHHS, and global partners, CBER facilitates the
development and availability of pandemic influenza vaccines in the shortest time possible to
protect the largest number of people using a vaccine that is safe, effective, and easy to deliver.

CBER accomplished its annual performance targets under its performance goal for increasing
manufacturing diversity and capacity for pandemic influenza vaccine production in FY 2008.
These targets included ensuring all six influenza vaccine producers were licensed before the start
of the influenza season, creating an influenza A reference strain for manufactures to make an
effective vaccine, and engaging in pre-BLA discussions with a manufacturer on a pandemic
vaccine, and holding workshops with the World Health Organization (WHO) to develop and post
guidelines for regulatory preparedness regarding pandemic influenza vaccines on the web.
Additionally, CBER approved the first vaccine available in the United States to protect against
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Japanese encephalitis virus which is transmitted to people by mosquitoes, and is evaluating
vaccine postmarket safety information from a large managed care organization.

Vaccines and Allergenics — Field Activities

ORA provides significant inspection oversight, technical assistance, and outreach to
manufacturers to help assure the adequate preparation and rapid availability of safe and effective
vaccines. ORA’s activities include annual inspections of influenza virus vaccine manufacturing
facilities and appropriate compliance follow-up with manufacturers when inspections reveal
issues that could compromise a safe, plentiful supply of influenza vaccine, and bioresearch
monitoring inspections in support of FDA’s review of new applications submitted by flu vaccine
manufacturers. ORA also provides technical support to CBER, HHS agencies and flu vaccine
manufacturers during product development.

Cell, Tissue and Gene Therapy — Center Activities

CBER is responsible for regulating many different types of human tissue and cells that are
transplanted during various types of medical procedures, including skin replacement following
severe burns, tendons and ligaments used to repair injuries, bone replacement, and corneas used
to restore eyesight. Tissue transplantation is a rapidly growing industry. The number of
musculoskeletal tissue transplants increased from approximately 350,000 in 1990, to more than
1.5 million transplants annually.

Transplantation of human tissues presents unique safety challenges in light of the risks of
transmitting infectious diseases from donor to recipient and the contamination of tissues during
processing. Since 1993, CBER has required tissue establishments to screen and test donors, and
since 1997 required tissue establishments to prepare, validate, and follow written procedures to
prevent contamination and cross-contamination during processing. In response to the increased
use, role, and complexity of tissue transplants, CBER developed a comprehensive regulatory
framework, which went into effect in May 2005, for the regulation of human cells, tissues, and
cellular- and tissue-based products. The new framework promotes the use of the most up-to-date
tools and methods to reduce risks of infectious disease transmission and contamination.

CBER also regulates cellular and gene therapy products. Somatic cells, vectors expressing
certain gene products, and genetically manipulated cells offer the promise of harnessing the
power of different cell types to fight disease, restore normal function, repair injuries, replace lost
cells, or regenerate failing organs. CBER is aware of both the promise of gene therapy and its
potential to cause serious adverse events, and works closely with NIH, academia, and industry on
these products. For example, CBER and NIH have collaboratively developed a Web-accessible
database on human gene transfer to enable faster reporting of adverse events in human gene
transfer trials.

CBER has provided proactive scientific and regulatory advice through meetings, guidance and
regulations to biologic manufacturers in areas of novel product development. Focusing on how
best to evaluate essential issues of safety and efficacy while facilitating product development,
CBER is also committed to protecting human-study subjects. CBER’s involvement in broad
public interactions helps CBER and product developers address important issues involving the
development of novel gene and cellular therapy products.
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Some FY 2009 accomplishments include issuing recommendations for developing tests to
measure potency of therapies, participation in many outreach activities such as workshops, and
the issuance of draft guidance on Current Good Tissue Practices for Human Cells, Tissues, and
Cellular and Tissue-Based Products (HCT/P) manufacturing establishments to help prevent the
introduction, transmission, or spread of communicable disease during the manufacturing process.

Cell, Tissue and Gene Therapy — Field Activities

FDA’s risk-based approach to assure the safety of HCT/Ps is being implemented to prevent
infectious disease transmission and contamination and to increase the quality and consistency of
products. ORA’s efforts are concentrated in two main areas. The first area includes ensuring
that tissues are recovered, processed, stored and distributed in a manner that reduces the risks of
serious infectious diseases and contamination with infectious agents. The second area includes
performing inspections to monitor the recovery and processing of HCT/Ps and the testing and
screening of donors, and assuring that HCT/Ps do not contain communicable disease agents, that
they are not contaminated, and that they do not become contaminated during manufacturing.
During FY 2008, ORA inspected 383 highest priority human tissue establishments, exceeding
the FY 2008 performance target of 325 establishments.

Five-Year Funding Table with FTE Totals

The following table shows a five-year funding history for the Biologics Program’s program
level, budget authority, and user fee resources.

Program

Program Budget Level

Fiscal Year Level Authority User Fees FTE
FY 2006 Actual $197,709,000 | $138,518,000 | $59,191,000 979

FY 2007 Actual $202,162,000 | $146,328,000 | $55,834,000 [ 1,045

FY 2008 Actual $233,508,000 | $154,831,000 | $78,677,000 | 1,066

FY 2009 Omnibus | $271,490,000 | $183,451,000 | $88,039,000 | 1,146

FY 2010 Estimate | $305,731,000 | $206,438,000 | $99,293,000 | 1,197

Budget Overview and Supported Activities

The FY 2010 President’s Budget requests $305,731,000 in program level funding for the

Biologics program, including the support of 1,197 FTE. The Field portion of this request is

$44,734,000, supporting 238 FTE.
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The request represents an increase of $34,241,000 (or 12.6 percent) over the FY 2009 FDA
appropriation level in the Omnibus Appropriations Act, 2009 in budget authority and user fee
amounts. The overall increase provides additional resources for pay increases, strengthening the
information technology systems, increasing safety of blood and tissues, maintaining user fee
goals and strengthening the science behind CBER’s regulatory decisions.

The budget authority for the FY 2010 President’s Budget is $206,438,000, an increase of
$22,987,000 over the FY 2009 FDA appropriation in the Omnibus Appropriations Act, 2009.
The CBER portion of the submission is $166,182,000 and the Field amount is $40,256,000.

The user fee collection authority includes a total of $99,293,000 for the Biologics Program, an
increase of $11,254,000 over the FY 2009 FDA appropriation in the Omnibus Appropriations
Act. The Biologics program collects user fees for human drug review (PDUFA) and medical
device review (MDUFMA). The CBER portion of the current law user fees is $94,815,000 and
the Field amount is $3,996,000. The proposed user fee for the Field to conduct additional
reinspections and export certification is $482,000 in new fees.

Safer Biologics Initiative

The FY 2010 budget requests an increase over the FY 2009 FDA appropriation level in the
Omnibus Appropriations Act, 2009 of $22,987,000 for the safer biologics initiative. Of this
amount, $2,803,000 is for the pay raise and $20,184,000 is the Biologics portion of the initiative that
will fund enhancements to the biologics safety programs, including information technology. The
CBER portion of the pay raise is $2,041,000 and the Field portion of the pay raise is $762,000. The
cost of living pay raise will contribute towards allowing the Biologics program to maintain their
GPRA performance targets and other workload outputs at the FY 2009 levels.

Base funding for this initiative encompasses the entire Biologics program. This increase along
with the base funding will work to ensure the safety and effectiveness of biological products,
including the nation’s blood supply and the products derived from it. It will contribute to the
production and approval of safe and effective adult and childhood vaccines, the oversight of
human tissue for transplantation, cell and gene therapies, biological related devices, and an
adequate and safe supply of allergenic materials and anti-toxins. It will also continue to ensure
preparedness to help defend against the threats of emerging infectious disease and bioterrorism.

With the requested increases, CBER will continue to implement the pediatric and postmarket
safety requirements of the 2007 Food and Drug Administration Amendments Act (FDAAA). To
improve safety in the pediatrics arena, CBER will review pediatric plans, assessments, waivers,
and deferrals and conduct a retrospective review. In the postmarket safety arena, CBER will
develop a system and standards to track and review safety information for prescription biologics
to help report regularly on potential risks identified through the system.

The requested increase will continue enhancements to modernize the human tissue, blood safety,
and vaccine programs, including the supply, quality, and availability of these products, and
innovative technologies to deal with terrorism and emerging public health threats.
Enhancements will include conducting safety investigations, modernizing tissue, blood and
vaccine standards, testing assays, disease models, methods, sample panels, and review capacity.
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CBER will increase the capacity and expertise of their blood, tissue and vaccine safety teams to
proactively monitor and analyze outcomes and potential adverse events, including data gained
though increased partnerships with healthcare organizations and other federal agencies.
Additionally, CBER will develop enhanced guidance for evolving technologies and provide early
interactions, outreach and training on product development and safety. Support for inspections,
the enhancement of risk analysis tools and help for manufacturers to implement and expand a
quality systems approach that will contribute to safer biologic products.

CBER plans to meet its pandemic influenza vaccine production performance goal by completing
an evaluation of a pilot vaccine adverse-effects program. This includes developing and
evaluating new methods to detect possible adverse effects of newly licensed vaccines and to
participate in at least one international workshop or conference.

In FY 2010, ORA is continuing to progress towards the GPRA goal to increase tissue inspections
to 518. Additionally, ORA will continue to establish its workforce for inspections and import
exams and to increase laboratory capacity with the FY 2010 Budget Request. Specifically, ORA
will increase inspections for the Biologics Program:

e to 25 domestic tissue inspections above the FY 2010 levels by the end of 2012
e to 23 foreign tissue inspections above the FY 2010 levels by the end of 2013.

These inspections are planned to for 2012 and 2013 because it will take two years to hire and
train new field staff so they can conduct inspections.

User Fees Authority and Increases

The current law and proposed user fees will provide an increase of $11,254,000 for the Biologics
Program. This amount includes increases for the current PDUFA and MDUFMA user fees and a
proposed user fee for reinspection. The base funding for the current user fees is $88,039,000.

The Biologics Program is submitting an increase in PDUFA user fee collection authority that
will provide an additional $10,672,000. Of this amount, CBER will receive an increase of
$10,541,000 and the Field portion will be $131,000. The PDUFA increase provides for inflation
and workload adjustments. These increases will help FDA meet the agreed upon performance
goals negotiated with industry when PDUFA IV was passed in FY 2007. For the FY 2010
performance, the Biologics Program will maintain or exceed performance targets to review and
complete action on standard and priority original PDUFA NDA/BLA submissions within 10
months and 6 months respectively. It will also maintain or exceed performance targets to review
and complete action on standard PDUFA efficacy supplements within 10 months.

This submission also includes an increase in MDUFMA user fee collection authority that will
provide CBER an additional $100,000 for Biologics medical device review program. The
MDUFMA increase provides for inflation and workload adjustments. These increases will help
FDA meet the agreed upon performance goals negotiated with industry in MDUFMA.
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Proposed User Fees

The FY 2010 request also includes $482,000 for a proposed mandatory reinspection user fee.
The Reinspection User Fees supports reinspection costs incurred when FDA conducts follow-up
inspections to verify that a firm implements action to correct violations discovered during an
inspection or stemming from a warning letter. This new user fee will amend the Food, Drug, and
Cosmetic Act to permit FDA to collect and retain fees to recover from the inspected firm the full
cost of reinspections that FDA performs to ensure that their products and facilities comply with
current FDA regulations.
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Biologics Performance Measures Table

Long Term Objective: Increase the number of safe and effective new medical products
available to patients

Measure FY Target Result
233201: Complete review and action on 2010 90% Nov 30, 2011
standard original PDUFA NDA/BLA
submissions within 10 months of 2009 90% Nov 30, 2010
receipt. (Output)
2008 90% Nov 30, 2009
100%
0,
2007 90% (Target Exceeded)
100%
0,
2006 90% (Target Exceeded)
100%
0,
2005 90% (Target Exceeded)
233202: Complete review and action on 2010 90% Apr 30, 2011
priority original PDUFA NDA/BLA
submissions within 6 months of receipt. 2009 90% Apr 30, 2010
(Output)
2008 90% Apr 30, 2009
100%
0,
2007 90% (Target Exceeded)
100%
0,
2006 90% (Target Exceeded)
100%
0,
2005 90% (Target Exceeded)
233203: Complete review and action on 2010 90% Nov 30, 2011
standard PDUFA efficacy supplements
within 10 months of receipt. (Output) 2009 90% Nov 30, 2010
2008 90% Nov 30, 2009
100%
0,
2007 90% (Target Exceeded)
100%
0,
2006 90% (Target Exceeded)
100%
0,
2005 90% (Target Exceeded)
233205: Complete review and action on 2010 90% Nov 30, 2011
complete blood bank and source plasma
BLA submissions within 12 months 2009 90% Nov 30, 2010
after submission date. (Output)
2008 90% Nov 30, 2009
100%
0,
2007 90% (Target Exceeded)
100%
2006 N/A (Target Not In Place)
100%
2005 N/A (Target Not In Place)
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Measure FY Target Result
233206: Complete review and action on 2010 90% Nov 30, 2011
complete blood bank and source plasma
BLA supplements within 12 months 2009 90% Nov 30, 2010
after submission date. (Output)
2008 90% Nov 30, 2009
99%
0,
2007 90% (Target Exceeded)
100%
2006 N/A (Target Not In Place)
100%
2005 N/A (Target Not In Place)

Long Term Objective: Prevent safety problems by modernizing science-based standards and

tools to ensure high-quality manufacturing, processing, and distribution.

Measure FY Target Result
23410_1: Increase m.anufacturlng _ 2010 See goal-by-goal section Nov 30, 2010
diversity and capacity for pandemic below.
influenza vaccine production. (Output -bv- i
p (Output) 2009 See goal-by-goal section Nov 30, 2009
below.
See qoal-bv aoal section Accomplished targets. See
2008 9 b()allgw ' goal-by-goal section below.
' (Target Met)
See 0oal-by coal section Accomplished targets. See
2007 g bgllgw ' goal-by-goal section, below.
' (Target Met)
Accomplished targets. See
2006 N/A goal-by goal section, below.
(Target Met)
2005 N/A N/A

Long Term Objective: Detect safety problems earlier and better target interventions to prevent

harm to consumers.

Measure FY Target Result
234202: Number of high risk registered 2010 1,000 December, 2010
domestic blood bank and biologics
manufacturing inspections. (Output) 2009 870 December, 2009
1,014
2008 870 (Target Exceeded)
234203: Number of highest priority 2010 518 December, 2010
human tissue establishment inspections.
(Output) 2009 380 December, 2009
383
2008 325 (Target Exceeded)
427
2007 325 (Target Exceeded)
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Measure FY Target Result

354
2006 N/A (Historical Actual)

1. Complete review and action on standard original PDUFA NDA and BLA submissions
within 10 months of receipt. (233201)

Context: The Prescription Drug User Fee Act (PDUFA) authorizes the FDA to collect fees from
the prescription drug and biologic drug industries to expedite the review of human drugs and
biologics so they can reach the market more quickly. Standard original BLASs are license
applications for biological products, not intended as therapies for serious or life-threatening
diseases. In FY 2010, FDA continues to maintain the target set for this goal in the PDUFA
legislation.

Performance: FDA tracks PDUFA performance by year-of-receipt, which FDA calls the cohort
year, and complete performance data are not available until the prescribed review time, i.e., 10
months after receipt, is expired. In FY 2007, CBER exceeded its goal by completing review and
action on 100 percent of 9 standard applications within 10 months of receipt, and has met or
exceeded this performance goal since 1994. The FY 2008 performance data for this goal will not
be available until November 20009.

2. Complete review and act on priority original PDUFA NDA/BLA submissions within 6
months of receipt. (233202)

Context: PDUFA authorizes the FDA to collect fees from the prescription drug and biologic
drug industries to expedite the review of human drugs and biologics so they can reach the market
more quickly. A BLA will receive priority review if the product would be a significant
improvement in the safety or effectiveness of the treatment, diagnosis or prevention of a serious
or life-threatening disease. In FY 2010, FDA continues to maintain the target set for this goal in
the PDUFA legislation.

Performance: FDA tracks PDUFA performance by year-of-receipt, which FDA calls the cohort
year and complete performance data are not available until the prescribed review time, i.e., 6
months after receipt, is expired. In FY 2007, CBER exceeded its goal by completing review and
action on 100 percent of 6 priority applications within 6 months of receipt, and has met or
exceeded this performance goal since 1994. The FY 2008 performance data for this goal will not
be available until April 2009.

3. Complete review and action on standard PDUFA efficacy supplements within 10
months of receipt. (233203)

Context: PDUFA authorizes the FDA to collect fees from the prescription drug and biologic
industries to expedite the review of human drugs and biologics so they can reach the market
more quickly. An efficacy supplement is a change to an approved licensed product to modify the
“approved effectiveness” of a product such as a new indication, and normally requires clinical
data. In FY 2010, FDA continues to maintain the target set for this goal in the PDUFA
legislation.
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Performance: FDA tracks PDUFA performance by year-of-receipt, which FDA calls the cohort
year and complete performance data are not available until the prescribed review time, i.e., 10
months after receipt, is expired. In FY 2007, CBER exceeded its goal by completing review and
action on 100 percent of 9 standard PDUFA efficacy supplements within 10 months of receipt,
and has met or exceeded most of these performance goals since 1994. The FY 2008
performance data for this goal will not be available until November 2009.

4. Complete review and action on complete blood bank and source plasma BLA
submissions within 12 months after submission date. (233205)

Context: In FY 2010, CBER has established the goal of reviewing and acting upon complete
blood bank and source plasma BLA submissions within 12 months after submission. Since so
few complete blood bank and source plasma submissions are received by CBER, the actual
performance may be significantly different than the target. User fee resources are not available
for blood bank and source plasma application review.

Performance: CBER tracks performance by year-of-receipt, which FDA calls the cohort year
and complete performance data are not available until the prescribed review time, i.e., 12 months
after receipt, is expired. In FY 2007, CBER exceeded its goal by reviewing and acting on 100
percent of 5 submissions within 12 months of receipt. The FY 2008 performance data for this
goal will not be available until November 2009.

5. Complete review and action on complete blood bank and source plasma BLA
supplements within 12 months after submission date. (233206)

Context: In FY 2010, CBER has established the performance goal of reviewing and acting upon
complete blood bank and source plasma BLA supplement submissions within 12 months after
submission. User fee resources are not available for blood bank and source plasma application
review.

Performance: CBER tracks performance by year-of-receipt, which FDA calls the cohort year
and complete performance data are not available until the prescribed review time, i.e., 12 months
after receipt. In FY 2007, CBER exceeded its goal by reviewing and acting on 99 percent of 371
supplements within 12 months of receipt. The FY 2008 performance data for this goal will not
be available until November 20009.

6. Increase manufacturing diversity and capacity for pandemic influenza vaccine
production. (234101)

Context: During FY 2006, the Biologics Program received appropriated funding under P.L. 109-
148 to establish the infrastructure and surge capability to react to a potential disease pandemic.
Influenza pandemics are explosive global events in which most, if not all, persons worldwide are
at risk for infection and illness. Pandemic influenza strains, such as avian influenza, can rapidly
change. Vaccines will need to be produced for pandemic influenza strains on a short notice, and
FDA needs to provide new and accelerated pathways to facilitate their rapid production and
evaluation. This goal changes on a yearly basis to ensure continued progress in preparation for a
pandemic outbreak. In FY 2007, the targets included: Issue one guidance or concept paper to
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facilitate development of non-egg-based influenza vaccines; evaluate the potency of monovalent
influenza vaccines from at least three manufacturers by using quality systems guidelines;
demonstrate two new or improved methods for improved influenza vaccine manufacture; and
develop at least four influenza virus vaccine strains optimized for growth in non-egg culture
systems by using quality systems guidelines.

In FY 2008, the pandemic preparedness targets were to: facilitate rapid development, evaluation
and availability of at least one new pandemic influenza vaccine and one new trivalent (seasonal
influenza) vaccine; demonstrate one improved method for evaluating the safety, potency or
immunogenicity of influenza vaccines; and establish international regulatory cooperation,
harmonization and information sharing in vaccine evaluation and safety activities by
participating in one international workshop or conference. The FY 2009 pandemic preparedness
targets include: starting a pilot program to develop and evaluate new methods to detect possible
adverse effects, both pre-specified and non-pre-specified, of newly licensed vaccines, including
pandemic influenza vaccines, in large population databases and participating in at least one
international workshop or conference. The FY 2010 pandemic preparedness targets will be to
complete and evaluate the pilot vaccine adverse-effects program and to participate in at least one
international workshop or conference.

Performance: In FY 2006, CBER accomplished all of it targets for this goal. The targets
include: developing a concept paper on clinical data needed to support license of new trivalent
vaccines and of pandemic vaccines; drafting a guidance on cell substrates to facilitate
development on non-egg based influenza vaccines and co-sponsoring two workshops with WHO
an pandemic vaccines. In FY 2007, CBER met all of its pandemic targets. The targets include:
issuing the guidance “Clinical Data Needed to Support the Licensure of Pandemic Influenza
Vaccines” to facilitate development of non-egg-based influenza vaccines; evaluating the potency
of five influenza vaccines (four inactivated and one live) using quality systems guidelines; and
demonstrating four methods for improved influenza manufacture and develop four influenza
virus vaccine strains optimized for growth in non-egg culture systems by using reverse genetics
to rescue reassortants based on the A/Puerto Rico/8/34 virus backbone.

In FY 2008, CBER accomplished all of it targets for this goal. CBER facilitated rapid
development and evaluation of a new pandemic vaccine through multiple activities including:

¢ Completing production of an H5 reassortant, "Influenza A virus reassortant
A/Duck/Laos/3295/2006 (H5N1), DUCK/LAOS-PR8/CBER-RG1 reference strain" and
distributing it to the recipients including the National Institute for Biological Standards and
Control (NIBSC) in the UK and Taiwan-CDC in China;

¢ Characterizing attenuated reassortant of A/duck/Laos/3295/06 with modified internal gene;

¢ Completing collaborative calibration (with National Biological Standards Board-UK) for
A/Anhui/2/2005

CBER posted guidelines on the WHO website of The WHO Guidelines on regulatory
preparedness for pandemic influenza vaccines. The guidelines, co-authored by WHO, FDA and
Health Canada, resulted from three technical workshops that were convened with representation
of national regulatory authorities (NRAS) from a broad range of countries. The goals of these
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workshops were to build a global network of key regulatory authorities engaged in and
responsible for pandemic influenza vaccine regulation and to develop regulatory guidelines for
preparedness of human pandemic influenza vaccines. The guidelines are intended to provide,
both NRAs and vaccine manufacturers, state of-the art advice concerning regulatory pathways
for human pandemic influenza vaccines; regulatory considerations to take into account in
evaluating the quality, safety and efficacy of vaccine candidates; and requirements for effective
postmarketing surveillance of human pandemic influenza vaccines.

7. Number of high risk registered domestic blood bank and biologics manufacturing
inspections. (234202)

Context: FDA will increase risk-based compliance and enforcement activities by inspecting the
highest priority registered manufacturers of biological products. The highest priority firms will
be those whose operations are determined to be the highest risk, new product types in need of an
inspectional history to evaluate and stratify risk, and emergency response situations. Inspections
for the goal are conducted to ensure compliance with Current Good Manufacturing Practices
(CGMPs), and to ensure, as appropriate, the safety, purity and potency of biological products.
The biologics inventory includes high-risk establishments such as blood collection facilities,
plasma fractionator establishments, and vaccine manufacturing establishments, especially
seasonal and pandemic influenza vaccines. In FY 2010, the target has been increased to 1,000
inspections to reflect historical accomplishments.

Performance: In FY 2008, FDA exceeded the high risk inspection goal of 870 by inspecting
1,014 blood banks and biologics manufacturing establishments.

8. Number of highest priority human tissue establishment inspections. (234203)

Context: Beginning in FY 2006 as a result of new regulations, the human tissue inspection goal
was created. FDA'’s responsibility for enforcing the new regulations and the need to quickly
assess compliance makes tissues one of the highest priorities. Two new rules took effect
regarding human tissue: one requiring tissue facilities to register with FDA became effective
January 2004; while the “Donor Eligibility Rule” became effective May 2005. The Field
conducts tissue inspections to determine if human tissues for transplantation are in compliance
with FDA tissue regulations and to assure consumer protection from unsuitable tissue products
and disease transmission which may endanger public health. In FY 2009, FDA increased this
goal by 55 additional tissue inspections, over the FY 2008 target, in order to cover more of the
firms that registered as a result of the new regulations. In FY 2010, the target was increased by
138 inspections.

Performance: In FY 2008, FDA exceeded the human tissue goal of 325 by conducting 383
inspections under new regulations.
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BIOLOGICS PROGRAM ACTIVITY DATA (PAD)

Premarket Review Applications FY 2008 FY 2009 FY 2010
Actual Estimate Estimate

NDA/BLA Submissions

Applications received

Standard: 26 29 29
Priority: 4 5 5
Applications completed

Standard: 82 82 82
Priority: 2 3 4
Applications approved ¥

Standard: 59 35 37
Priority: 0 1 2
Applications pending ¥

Standard: 46 51 50
Priority: 7 8 6

Efficacy Supplements

Applications received

Standard: 7 8 8
Priority: 2 3 3
Applications completed

Standard: 4 5 7
Priority: 1 2 3
Application approved ¥

Standard: 8 9 10
Priority: 1 2 3
Applications pending ¥

Standard: 15 17 15
Priority: 1 2 1
Original Manufacturing

Supplement

Applications received 1,689 1,858 1,860
Applications completed 528 581 585
Applications approved ¥ 1,458 1,604 1,610

Applications pending ¥ 1,031 1,134 1,100
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Device Premarket Applications — FY 2008 FY 2009 FY 2010
PMAs Actual Estimate Estimate
Applications received 0 1 1
Supplements received 33 36 40
Applications completed ” 0 1 1
Supplements completed ¥ 5 6 6
Applications approved ? 1 1 1
Supplements approved ¥ 30 33 33
Applications pending ¥ 0 1 1
Supplements pending ¥ 5 6 6
Device 510(K)s
Applications received 53 58 60
Applications completed 43 47 50
Applications approved ¥ 45 50 55
Applications pending ¥ 23 25 20
Investigational Applications
Commercial IND/IDE Receipts ¥ 137 151 151
IND/IDE Amendment Receipts * 10,779 11,857 11,860
Active INDs/IDEs “ 2,894 3,183 3,190
Other Activities FY 2008 FY 2009 FY 2010
Actual Estimate Estimate
Patient Safety
Adverse Event Report Received > 36,410 40,000 44,000
Biological Product Deviation 44,723 44,000 44,000
Report Received
Sponsor Assistance/Outreach
Meetings 408 450 455
Final Guidance Documents 30 28 28
Admin/Management Support
Advisory Committee meetings held 7 9 14
FOI requests processed 562 % 401 425

1/ Completed means complete action letter was sent to sponsor. Includes withdrawn, denied,
NSE, and exempts.

2/ Approved includes all applications approved during the fiscal year, regardless of year of
receipt.

3/ Pending includes applications for which complete action has not been achieved at the end of
the fiscal year. It does not mean the application is overdue.

4/ Includes IND, IDE, Master File and license master file receipts.

5/ Includes MedWatch, Foreign reports and VAERS reports. Does not include Fatality Reports
or Medical Device Reports for CBER-regulated medical devices.

6/ Increase due to an Agency-wide effort to reduce the FOI backlog.
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Field Biologics Program Activity Data (PAD)

. . . FY 2008 FY 2009 FY 2010

Field Biologics Program Workload and Outputs Actual Estimate Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC BIOLOGICS

ESTABLISHMENT INSPECTIONS 1,678 2,010 2,034
Bioresearch Monitoring Program Inspections 104 183 183
Blood Bank Inspections 991 1,093 1,093
Source Plasma Inspections 149 206 205
Pre-License, Pre-Approval (Pre-Market) Inspections 38 24 24
GMP Inspections 25 17 17
GMP (Device) Inspections 3 10 10
Human Tissue Inspections 381 49 518

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN BIOLOGICS

ESTABLISHMENT INSPECTIONS 50 52 66
Bioresearch Monitoring Program Inspections 6 6 6
Foreign Human Tissue Inspections 2 0 13
Blood Bank Inspections 8 12 12
Pre-License Inspections 7 10 10
GMP Inspections 23 20 20

IMPORTS

Import Field Exams/Tests 36 100 100

Import Line Decisions 63,302 81,864 105,868

Percent of Import Lines Physically Examined 0.06% 0.12% 0.09%

TOTAL BIOLOGICS INSPECTIONS (FOREIGN

AND DOMESTIC/FDA AND STATE)

GRAND TOTAL BIOLOGICS ESTABLISHMENT

INSPECTIONS 1,728 2,062 2,100

129




BLANK PAGE

130



ANIMAL DRUGS AND FEEDS

The FY 2010 program level budget submission for the FDA Animal Drugs and Feeds Program is

$171,022,000.

The following table shows a three-year funding history for the Animal Drugs and Feeds

Program.

(dollars in thousands)

FDA Program Resources Table

FY 2008 FY 2010
FY 2009 President's FY 2010 +/- FY
Enacted Actuals Omnibus  [Budget Request| 2009 Omnibus
Program Level $114,617,000 $109,625,000 $134,344,000f  $171,022,000 $36,678,000
Center $75,224,000 $72,150,000] $90,515,000]  $105,198,000 $14,683,000
FTE 383 378 424 456 32
Field $39,393,000 $37,475,000 $43,829,000 $65,824,000 $21,995,000
FTE 226 211 238 311 73
Program Level FTE 609 589 662 767 105
Budget Authority $103,094,000 $97,365,000 $116,471,000f  $135,475,000 $19,004,000
Center $63,701,000 $59,890,000 $73,035,000 $82,452,000 $9,417,000
Field $39,393,000 $37,475,000] $43,436,000) $53,023,000 $9,587,000
Pay Increase (non add) $1,990,000 $1,990,000
Protect America's Food Supply (non-add) $13,312,000 $13,312,000
Safer Medical Products (non-add) $3,702,000 $3,702,000
Budget Authority FTE 573 620 47
Center 338 361 23]
Field 235 259 24
User Fees $17,873,000 $35,547,000 $17,674,000
Center ADUFA $13,362,000 $15,290,000 $1,928,000
FTE 66 66 0
Field ADUFA $250,000) $250,000 $0
FTE 2 2 0
Center AGDUFA $4,118,000) $4,382,000 $264,000
FTE 20 20 0
Field AGDUFA $143,000] $143,000 $0
FTE 1 1 0
Proposed User Fees $0 $15,482,000 $15,482,000
Field Reinspection $2,408,000 $2,408,000
FTE 19 19
Center Export Certification $74,000 $74,000
FTE 0 0
Inspection and Facility Registration 13,000,000 $13,000,000]
Center $3,000,000 $3,000,000
FTE 9 9
Field $10,000,000 $10,000,000
FTE 30 30
User Fees FTE 147 58|

The FDA Animal Drugs and Feeds Program operates under the following legal authorities:

Federal Food, Drug, and Cosmetic Act* (21 U.S.C. 321-399)
Public Health Service Act (1944) (42 U.S.C. 264, 271)

Animal Drug Amendments (1968) (21 U.S.C. 360b)
Generic Animal Drug and Patent Term Restoration Act (1988)*

Animal Medicinal Drug Use Clarification Act of 1994*
Animal Drug Availability Act of 1996*
Food and Drug Administration Modernization Act of 1997*
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Public Health Security and Bioterrorism Preparedness Response Act of 2002*
Animal Drug User Fee Act of 2003 (21 U.S.C. 379j-11 - 379j-12)

Minor Use and Minor Species Animal Health Act of 2004*

Food and Drug Administration Amendments Act of 2007 (FDAAA)”

Animal Drug User Fee Amendments of 2008 (P.L. 110-316)

Animal Generic Drug User Fee Act of 2008 (P.L. 110-316)

Allocation Method: Direct Federal/intramural; Contract

Program Description and Accomplishments

The FDA Animal Drugs and Feeds Program ensures that only safe and beneficial veterinary
drugs to treat and prevent diseases in animals and improve the production of food-producing
animals are approved for marketing. The Animal Drugs and Feeds Program is responsible for
ensuring that animal drugs and feeds used for food-producing animals do not result in unsafe
residues in the food supply. In addition, the Center for Veterinary Medicine (CVM) works to
protect the health of companion animals. CVM accomplishes its program responsibilities
through premarket review, surveillance, and compliance monitoring activities designed to
prevent marketing of products that are toxic and by coordinating enforcement actions against
products associated with adverse events that threaten public and animal health.

The authority to regulate animal drugs and medicated feeds derives from the Food, Drug, and
Cosmetic Act, which Congress amended in 1968 to include new authorities relating to animal
drugs. The Animal Drugs and Feeds Program is funded through appropriations and user fees.
The Animal Drug User Fee Act (ADUFA) was enacted in FY 2003 and reauthorized in FY 2008.
The new Animal Generic Drug User Fee Act (AGDUFA) was enacted in FY 2008.

CVM conducts the activities of the Animal Drugs and Feeds program with assistance from the
Office of Regulatory Affairs (ORA). ORA provides FDA leadership on enforcement,
inspections (domestic and import), and laboratory policies. Through its Field offices nationwide,
ORA supports the Animal Drugs and Feeds Program by conducting pre- and postmarket
inspections of domestic and foreign establishments to determine the safety and effectiveness of
manufactured products. ORA also monitors and samples imports to ensure the safety of the
animal drug and feeds supply. In instances of criminal activity, ORA’s Office of Criminal
Investigations (OCI) complements the regular Field force.

The Field Animal Drugs and Feeds Program is funded by appropriated dollars, ADUFA, and
AGDUFA. Appropriated budget authority and user fee revenue allow the Field to perform
inspections and fund inspections through State contracts.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the

“ Authorities under this act do not appear in sequence in the U.S. Code. The authorities are codified as amended in
scattered sections of 21 U.S.C.
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platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Veterinary Program by maintaining its legacy
systems and databases used for managing and tracking its review programs, for monitoring and
tracking adverse event activities, and for conducting various compliance activities. OIM also
work with Veterinary Program through the FDA Bioinformatics Board to ensure that current and
future IT enterprise and center investments continue to fulfill program requirements while
meeting broader FDA objectives.

The Animal Drugs and Feeds Program executes its regulatory responsibilities in three areas:
Premarket and Medical Product Safety, Food and Feed Protection, and Other Postmarket Safety
and Effectiveness Activities.

Premarket and Medical Product Safety — Center Activities

Under Premarket and Medical Product Safety, the Animal Drugs and Feeds Program is
responsible for bringing innovative, high quality, and safe medical products to market for
consumers and animals. Premarket and Medical Product Safety supports important public health
priorities by transforming health through improved regulatory processes that safely make new
drugs, procedures, and technology available in less time.

During the premarket review, the program reviews premarket applications of pioneer and generic
animal drugs for safety and effectiveness. In addition, under the Minor Use and Minor Species
(MUMS) Animal Health Act of 2004, CVM reviews conditional drug approval requests,
indexing requests, and new requests for designation to increase the number of safe and effective
new animal drug products for minor animal species and uncommon diseases in major animal
species.

On August 14, 2008, the Animal Drug User Fee Amendments of 2008 (ADUFA) was
authorized. ADUFA was originally passed in 2003 and was set to expire on September 30, 2008.
The new amendments extend ADUFA until 2013. ADUFA permits collection of application,
product, establishment, and sponsor fees to enhance the animal drug review process. The
ADUFA reauthorization maintains the FY 08 review timeframes for key submissions, in addition
to enhancements to the program. The most significant of these is the “end review amendment”
process which enables the FDA to work with a drug manufacturer to make corrections to address
deficiencies at the end of the review process, rather than restarting the review clock. This will
improve efficiency by significantly reducing the number of submission review cycles. In
addition, this reauthorization encourages increased communications between FDA and industry,
and also provides for improvements to the information technology infrastructure of animal drug
review, providing a tool which enables industry to submit drug applications electronically and
gives reviewers the ability to evaluate those applications online. Under the first five years of
ADUFA, FDA agreed to pursue a comprehensive set of six review performance goals. For
example, the review and action time on 90 percent of original new animal drug applications and
reactivations decreases from 295 days in FY 2004 to 180 days in FY 2008. FDA'’s overall
performance to date for the FY 2004 through FY 2008 submission cohorts indicates FDA met or
exceeded those ADUFA performance goals. In FY 2008, CVM approved 11 original new animal
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drug applications and 15 significant supplemental applications. An example includes Cefovecin
sodium, a new antimicrobial for use in dogs and cats for the treatment of skin infections.

Passage of the first ever generic drug user fee program, the Animal Generic Drug User Fee Act
(AGDUFA) of 2008, made user fees available to enhance review performance. This program
provides consumers with alternative lower cost medications available sooner, better ensuring an
adequate supply of animal drugs. Under AGDUFA, FDA agreed to meet review performance
goals intended to achieve progressive yearly improvements, shortening the time for FDA to
review and act on submissions with each fiscal year. For example, the review and action time on
90 percent of non-administrative original abbreviated new animal drug applications and
reactivations decreases from 700 days in FY 2009 to 270 days in FY 2013. In FY 2008, CVM
approved four significant generic animal drug applications.

Under MUMS, CVM reviews conditional approval requests for minor species drugs, new
requests for designation, and requests for indexing of legally marketed unapproved new animal
drugs. In March 2008, CVM issued a notice of proposed rule making to amend the
implementing regulations of the MUMS Act to define a small number of animals for minor use
designation. In 2009, appropriations allowed for implementation of a grant program for
designated products authorized by the Act. In addition, CVM added the first drug to the “Index
of Legally Marketed Unapproved New Animal Drugs for Minor Species,” commonly referred to
as the “Index”. The MUMS Act created the Index to permit the marketing of some drugs that
would not otherwise be made available, because the potential market is too small to support the
costs of the drug approval process. The product added to the index is Ovaprim, a spawning
hormone for ornamental fish. Also, as of March 2009, CVM has granted 64 listed drug
designations. An example includes Aquaflor® (florfenicol) Type A medicated article for the
control of mortality in freshwater-reared salmonids due to a skin condition characterized by the
development of recurring boils. This is the first new antimicrobial approved for use during
furunculosis outbreaks in more than 20 years.

Another growing area is the application of genetically engineered animals. Producing animals
through genetic engineering raises potential food and animal safety issues, and CVM needs to act
based on a thorough understanding of the scientific and risk issues that are involved. In FY
2008, CVM continued to work with developers of genetically engineered (GE) animals to ensure
that research animals did not enter the food supply. CVM helped them develop data to lead to
potential approval for commercialization. In addition, CVM worked on developing a
coordinated, science-based approach to regulating genetically engineered animals and their
products in CVM and across FDA. On January 15, 2009, FDA issued a final guidance for
industry, "The Regulation of Genetically Engineered Animals Containing Heritable rDNA
Constructs," on the regulation GE animals. The guidance clarifies the FDA's statutory and
regulatory authority, and provides recommendations to producers of GE animals to help them
meet their obligations and responsibilities under the law. On February 6, 2009, FDA approved
the first rDNA construct in a GE animal, a goat used to produce a human biologic in its milk.

CVM reviews new applications and previously approved new animal antimicrobial drug

applications with respect to antimicrobial resistance and human safety. CVM issued Guidance
For Industry #152 as a possible process for evaluating the potential effects of antimicrobial new
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animal drugs on non-target bacteria as part of the new animal drug application process. On July
10, 2008, FDA announced approval of Terramycin® 200 for Fish, an antimicrobial drug for two
new aquaculture indications. Terramycin® is the second drug approved for use during outbreaks
of coldwater disease and the first ever drug approved for the control of mortality due to
columnaris disease, a bacterial infection.

On July 3, 2008, CVM published a final rule in the Federal Register that prohibits the extralabel
use of cephalosporin antimicrobial drugs in food-producing animals, including, but not limited
to, cattle, swine, chickens, and turkeys. This rule will help further protect consumers against
antimicrobial-resistant strains of zoonotic foodborne bacterial pathogens and preserve the
effectiveness of cephalosporin-class drugs for the treatment of human infections. On November
25, 2008, FDA revoked the order so that it may fully consider the many substantive comments it
received.

CVM conducts regulatory research to support premarket and medical product safety. Regulatory
research activities allow CVM to validate the safety and efficacy of animal-derived food and
animal health products to ensure approved products are safe for humans and animals to eat. In
FY 2008, CVM scientists initiated laboratory work aimed at improving methods for detecting
veterinary drug residues from approved uses and to replace older official methods that are
becoming outdated due to advances in technology. In addition, CVM scientists have completed
or initiated several studies in food animals to investigate biomarkers of inflammation, or genetic
and protein markers, that may be used in the premarket evaluation of anti-inflammatory claims
made for new animal drugs. Also, CVM scientists have provided antimicrobial susceptibility
data obtained through the National Antimicrobial Resistance Monitoring System (NARMS) to
pharmaceutical sponsors seeking new animal antimicrobial drug approvals.

Premarket and Medical Product Safety — Field Activities

ORA’s Field force conducts preapproval inspections to support CVM’s review of New Animal
Drug Applications (NADA). The Field inspects manufacturing establishments to determine their
ability to manufacture the product to the specifications stated in their application. ORA also
performs inspections of non-clinical laboratories engaged in the collection of data to determine
whether Good Laboratory Practices are followed. Accurate data is essential to the review and
approval of new animal drugs. Inspections also help ensure that the rights and welfare of
animals are protected.

Food and Feed Protection — Center Activities

The Animal Drugs and Feeds Program ensures animal drugs and feed products currently on the
market remain safe and effective for consumers by monitoring animal drug and feed products,
manufacturers, and adverse events. Seventy-percent of CVM’s work is devoted to the safety of
the food supply. A key to food safety is reducing the risk of foodborne illnesses that sicken
millions of people each year. Some foodborne illnesses are due to harmful or illegal residues in
animal products, while others result from microbiological infection. Food and feed protection
safeguards the public from the spread of infectious, occupational, and environmental diseases,
and terrorist threats.
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In November 2007, FDA released its Food Protection Plan. The Plan encompasses three core
elements: prevention, intervention, and response. Consistent with the Food Protection Plan,
CVM is incorporating an enhanced modeling capability for relative risk ranking into CVM
surveillance and compliance programs, which will better ensure the safety of animal feed and
animal-derived food supplies. CVM supports the Food Protection Plan to better detect food
system signals that indicate contamination by developing a centralized database for veterinarians
that captures data on food safety incidents and causes. CVM is also developing an early warning
surveillance and notification system to identify adulterated pet food products and outbreaks of
pet illness, and to provide notice to veterinarians and other stakeholders during pet food recalls.
In addition, CVM is improving risk communications to the public, industry, and other
stakeholders by developing a program for disseminating timely and accurate information through
a variety of methods such as articles and brochures.

Reducing the risk of Bovine Spongiform Encephalopathy (BSE, also known as "mad cow
disease") in the food supply is also a CVM priority. In April 2008, FDA issued a final regulation
that strengthened the existing 1997 rule, “Substances Prohibited From Use in Animal Food or Feed;
Animal Proteins Prohibited in Ruminant Feed” by prohibiting the tissues that have the highest risk
for carrying the agent thought to cause BSE in animal feed, including pet food. These high risk
cattle materials are the brains and spinal cords from cattle 30 months of age and older. The 2008
rule also prohibits the use of the entire carcass of cattle not inspected and passed for human
consumption, unless the cattle are less than 30 months of age, or the brains and spinal cords have
been removed. In addition, the revisions augment the current animal feed regulation by further
reducing the risks of BSE associated with cross-contamination and on-farm mis-feeding of
animals. On April 6, 2009, FDA announced a proposed delay in the implementation of the 2008
BSE final rule. The final rule, which would have gone into effect on April 27, 2009, is proposed
to be delayed 60 days to June 26, 2009. The agency is taking this action in response to comments
from affected parties expressing concerns about their ability to fully comply with the rule by the
April 27, 2009 effective date. The original 12-month implementation period was to allow time
for the livestock, meat, rendering, and animal feed industries to adapt their practices to comply
with the new regulation.

Another highly publicized area in FY 2008 was producing animals through cloning. On January
15, 2008, FDA issued three documents on animal cloning outlining FDA's regulatory approach.
The three documents were a risk assessment, a risk management plan, and guidance for industry.
FDA concluded that meat and milk from clones of cattle, swine, and goats, and the offspring of
all clones, are as safe to eat as food from conventionally bred animals.

CVM also monitors antimicrobial drugs used in food-producing animals to identify the
development of resistance among bacterial foodborne pathogens. CVM serves as the leader for
the NARMS program, which monitors changes in susceptibility or resistance of select zoonotic
bacterial organisms recovered from animals, humans and retail meats On July 16, 2008, the
second NARMS-Enteric Bacteria Executive Report (2004) was published, summarizing data on
Salmonella and Campylobacter isolates recovered in 2004 from food animals at federally
inspected plants, in retail meats, and in humans in an integrated format. The report also includes
susceptibility data on Escherichia coli isolates recovered from retail meats and chickens in 2004.
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This information is needed to monitor potential public health impacts of antimicrobial use in
food producing animals. The 2005 NARMS Executive Report was published in February 2009.

In addition, CVM expanded the number of DNA fingerprinting profiles of Salmonella and
Campylobacter isolated from retail meats. All DNA profiles are submitted to the Centers for
Disease Control and Prevention (CDC) PulseNet national database at CDC. On October 2008,
FDA released the 2006 NARMS Retail Meat Annual Report providing 2006 data on the
prevalence of antimicrobial resistant foodborne pathogens and commensal bacteria among retail
meat and poultry samples, comprising results from nearly 4,800 samples. In addition, CVM has
added a second reporting requirement that requires analysis and summary of data from all these
monitoring components. This added requirement necessitates the need for improved testing, data
review and reporting timeframes of our partner agencies with more efficient data sharing and
increased interagency communication.

CVM plays a vital role in pandemic influenza preparedness because of uncontrolled use of
antiviral drugs in agriculture. In FY 2008, CVM worked with counterparts in the U. S.
Department of Agriculture to draft guidance for animal feed that applies to certain situations
where bird flocks containing Influenza A (commonly known as “bird flu”) may be rendered.
CVM scientists developed a method to analyze antiviral drugs in poultry tissues so that CVM
may detect prohibited use of these drugs in poultry.

CVM’s mission also includes protecting the food supply from deliberate contamination,
including terrorist activities. CVM works with other Federal agencies to help the country
prepare for a biological emergency, natural disaster, or terrorist attack by making sure there is a
safe animal feed supply system. In 2008, CVVM enhanced the protection of homeland security by
assembling experts on imported animal feed that may be at risk for deliberate contamination and
by establishing new criteria that is now being applied to all inspections.

Related to regulatory research in the area of BSE, a real-time polymerase chain reaction, or PCR-
based method, to detect ruminant materials such as cattle, sheep, goat, and deer in feed is being
subjected to a peer-verification trial prior to release for general use by federal and state
laboratories. This method, which CVM scientists developed, is capable of analyzing 15 feed
samples for ruminant materials in just over 2 hours, compared to 8 hours using the current PCR-
based method used by these same laboratories.

Food and Feed Protection — Field Activities

ORA works to ensure that animal drugs and feed products currently on the market remain safe
and effective for consumers by monitoring animal drug and feed products and manufacturers.
The Field conducts BSE inspections and follow-up investigations and inspections of findings of
illegal drug residues in meat and poultry. ORA works to identify the source of adulteration and
supports CVM in taking corrective actions against repeat violators to prevent the problem from
reoccurring.

During FY 2008, ORA inspected 244 high risk animal drug and feed establishments to ensure the
safety of marketed animal drugs and animal feeds. By conducting appropriate and effective pre-
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and post-approval monitoring and surveillance activities, the Field seeks to mitigate the effects of
harmful products entering into the supply chain.

ORA works with State counterparts on safety activities. ORA funds grants and cooperative
agreements to perform State inspections in areas such as BSE and Tissue Residue. State
inspection staffs also attend ORA-sponsored training courses, which allow these partners to more
effectively contribute to FDA’s mission.

Other Postmarket Safety and Effectiveness Activities — Center Activities

The Animal Drugs and Feeds Program is responsible for monitoring adverse events and
addressing zoonotic diseases, animal diseases that can be transmitted to humans. These efforts
support the goal of protecting the public from infectious, occupational, and environmental threats
and preventing the spread of infectious disease.

CVM maintains an early warning system by collecting and reviewing information from Drug
Experience Reports (DER) that list Adverse Drug Events (ADE). The primary purpose for
maintaining the FDA/CVM ADE database is to provide an early warning or signaling system to
CVM for adverse effects not detected during pre-market testing of FDA-approved animal drugs
and for monitoring the performance of drugs not approved for use in animals. CVM scientists
use the ADE database to make decisions about product safety, which may include changes to the
label or other regulatory action. For FY 2008, CVM received approximately 41,403 ADEs, and
was able to review 16,832 of these complaints. During the fiscal year, CVM reviewed
approximately 3,800 DERs regarding promotional labeling and advertising. As a result, the
Center in FY 2008 issued three Warning Letters and two untitled letters requesting
discontinuation of violative labeling and advertising materials. The issues ranged from
unsubstantiated claims for prevention of zoonotic disease to omission of pertinent information
and inappropriate minimization of risk.

Under the Public Health Service Act, CVM has responsibility for controlling the spread of
zoonotic diseases transmitted from pets and exotic animals to humans. In January 2008, FDA
updated a previous consumer article on the danger of contracting Salmonella from pet turtles to
reflect new information from the CDC. CVM, through the Animal Health Literacy Campaign,
also created education materials such as a brochure, poster and book cover. CVM continues to
work with turtle growers, states, and CDC to address public health concerns. On September 9,
2008, FDA announced that it would remove its restrictions of the Interim Final Rule banning
certain African rodents and prairie dogs that can carry or spread monkeypox because it has been
determined that such measures are no longer needed. There have been no new cases of
monkeypox in the United States since an outbreak in 2003 through diseased African rodents.
The CDC has a rule which prohibits the importation of all African rodents.

CVM conducts regulatory research to support other postmarket safety and effectiveness
activities. CVM scientists published two manuscripts, one describing a new liquid
chromatography/mass spectrometry surveillance method for detecting multiple drug residues in
honey and another on the determination of albendazole and its metabolites in the muscle tissues
of hybrid striped and large mouth bass, to identify the marker residue for which analytical
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methods are developed for regulatory monitoring. In addition, CVM scientists developed
methods for detecting melamine in feeds and drugs in distillers grains.

Other Postmarket Safety and Effectiveness Activities — Field Activities

ORA supports the Center’s evaluation of adverse event reports. The Field conducts follow-up
inspections on adverse event reports when information from the manufacturer is needed to
evaluate the risks involved. In addition, ORA reviews adverse event and complaint files during
inspections for compliance with FDA reporting regulations.

In the event of a public health incident concerning a disease from an animal (i.e., salmonella
from pet turtles) ORA will assist CVM by conducting any appropriate investigations.
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Five Year Funding Table with FTE Totals

The following table shows a five-year funding history for the Animal Drugs and Feeds program
level, budget authority, and user fee resources.

Program Budget
Fiscal Year Level Authority User Fees Program Level FTE
FY 2006 Actual $97,844,000 [ $89,580,000 $8,264,000 592
FY 2007 Actual $105,718,000 $94,749,000 $10,969,000 588
FY 2008 Actual $109,625,000 $97,365,000 $12,260,000 589
FY 2009 Omnibus $134,344,000 | $116,471,000 | $17,873,000 662
FY 2010 Estimate $171,022,000 | $135,475,000 $35,547,000 767

Budget Request

The FY 2010 President’s Budget requests $171,022,000 in program level funding for the Animal
Drugs and Feeds Program, including the support of 767 FTE. CVM’s portion of the request is
$105,198,000, supporting 456 FTE. The Field’s portion is $65,824,000, supporting 311 FTEs.
The request represents an increase of $36,678,000 (or twenty-seven percent) over the FY 2009
Enacted Budget in budget authority and user fee amounts. The overall increase provides
additional budget authority to cover a targeted increase to improve animal drug review and safety
activities, food and feed protection activities, and a cost of living pay increase for the entire
Animal Drugs and Feed Program.

This total funding level meets the required trigger for the Animal Drugs and Feeds Program,
enabling FDA to collect the ADUFA and AGDUFA user fees that supplement the appropriated
portion of the new animal drugs review program. The Program will be able to retain more than
89 user fee supported FTE to continue its efforts to improve the quality and timeliness of the new
animal drug and animal generic drug review processes.

Protecting America’s Food Supply Initiative

The FY 2010 budget request for the Protecting America’s Food Supply Initiative for the Animal
Drugs and Feeds program is $13,312,000. With the additional funding, the Animal Drugs and
Feeds program will increase performance in protecting America’s food supply by investing in
the FDA Food Protection plan supporting an approach consisting of prevention, intervention and
response to the lifecycle of food protection.

Additional funding for CVM’s efforts to protect America’s food supply will focus on three areas:
risk assessment, detection of food system “signals”, and emergency response. Under the risk
assessment area, CVM will develop mechanisms to protect animal feeds from becoming
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contaminated with harmful ingredients. CVM will also improve its risk-based safety framework
by developing and publishing new processing and ingredient standards and definitions for animal
feeds, and updating feed labeling standards. CVM will improve its detection of food system
“signals” by working with the states and veterinary associations to develop and implement a Pet
Event Tracking Network to track early reporting of contaminated feed and food. This will help
improve the response time to animal disease outbreaks associated with pet food. CVM plans to
improve its emergency response area by developing a network of state and federal laboratories
that integrate resources and expertise for timely and accurate reporting, identification, and
analysis of animal feed contamination events through examination of animal tissues for
infectious agents, toxins and other causes of disease. This will enhance the ability to conduct
root cause analysis and develop the data, information and protective measures needed to help
prevent future outbreaks.

Under the Protect America’s Food Supply Initiative, the ORA’s FY 2010 budget request for the
Field Food Protection Program is $107,952,000, which includes a $100,733,000 increase in the
Field Foods Program and a $7,219,000 increase in the Field Animal Drugs and Feeds Program
over FY 2009 funding levels.

FDA envisions establishing a new strategic framework for an integrated national food safety
system. In order to efficiently and effectively establish a fully integrated national food and feed
safety system, FDA must build and expand existing programs and relationships with its
regulatory partners, specifically its Federal, State, local, tribal and territorial partners. FDA is
requesting funding in FY 2010 to begin establishing the necessary infrastructure for the Field
Food and Field Feeds Programs in the following four areas:

e Develop a National Workplan that includes the inspections of food manufacturing and
distribution facilities and the collection and analyses of compliance, surveillance, and
environmental samples;

e Ensure that programmatic objectives and implementation are coordinated:;

e Continue to develop uniform, national standards for such subjects as manufacturing,
inspections, and enforcement;

e Build training courses and a certification program to be delivered to state, local, and tribal
regulatory partners;

e Increase programmatic oversight and develop a more robust audit program.

A system of this magnitude may require new authorizations such as multi-year budget authority
for Federal, State, local, tribal and territorial regulatory partners and the authority to share non-
public information with our regulatory partners when it is necessary to protect public health.
However, this request is necessary to begin building the framework for an integrated national
food safety system.

Furthermore, ORA is requesting funding in FY 2010 to continue building its workforce for more
field food and feed work and support for the field food and feed work. In order to do so, ORA is
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requesting funding to continue hiring investigators, analysts, and support staff in order to
continue to increase field and food work such as:

e Increase of 20,000 food and feed import exams by the end of 2011
e Increase of 50 foreign food and feed inspections by the end of 2012.

Safer Medical Products Initiative

The FY 2010 budget request for the Safer Medical Products Initiative for the Animal Drugs and
Feeds Program is $3,702,000. With the additional funding, the Animal Drugs and Feeds
program will increase performance in two major areas: new science and analysis to improve the
safety of medical products and enhancing science programs across FDA.

Additional funding for CVM’s efforts to modernize medical product safety and development will
be targeted in two areas: safer drugs, including regulating animal biotechnology, and
modernizing science. Under the safer drugs area, the increase will permit CVM to partner with
state control organizations to implement targeted sample analysis of animal feeds and develop
the infrastructure and laboratory capacity to support critically needed directed feed sampling
surveillance programs. This will improve sampling strategies for imported animal drugs and
animal feeds for chemical and microbiological contaminants and sampling of animal feeds
related to bovine spongiform encephalopathy (BSE). In addition, to help ensure food and drug
health concerns produced through genetically engineered animals is addressed, CVM will hire
cross-disciplinary staff for scientific and risk evaluation of animal biotechnology products.
These staff will implement final guidance, review safety questions and review approvals for new
animal biotechnology products, and coordinate related U.S. and foreign regulation and trade.
Under the modernizing science area, CVM will strengthen its capacity to support emerging areas
of science and manufacturing that are essential to regulation FDA products by using genomics,
proteomics, and metabolomics technologies as a source of biomarkers to individualize or
personalize medical and veterinary treatment.

Under the Safer Medical Products Initiative, the ORA’s Field Animal Drugs and Feeds program,
the FY 2010 budget request for the Field Medical Product Safety and Development Program is
$26,986,000, which includes a $13,868,000 increase in the Field Drugs Program, a $4,177,000
increase in the Field Biologics Program, a $1,554,000 increase in the Field Animal Drugs and
Feeds Program, and a $7,387,000 increase in the Field Device and Radiological Products
Program over FY 2009 funding levels.

Cost of Living Pay Increase
The Animal Drugs and Feeds Program’s portion of FDA’s requested pay increase is $1,990,000.
Of this amount, CVM’s portion of this increase is $1,176,000 and the Field portion is $814,000.

User Fees Inflationary Increases:

The ADUFA collection estimate is $17,280,000 for FY 2010, an increase of $2,020,000 over the
FY 2009 Enacted level, with the Animal Drugs and Feeds program portion totaling $15,540,000.
Of this amount, CVM’s portion of this increase is $15,290,000 and the Field portion is $250,000.
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provides a cost-efficient, high quality animal drug review process that is predictable and
performance driven.

The AGDUFA collection estimate is $5,106,000 for FY 2010, an increase of $275,000 over the
FY 2009 Enacted level. The Animal Drugs and Feeds program portion totals $4,525,000 and
will generate resources that will allow FDA to improve product review performance.

Authorized in August 2008, AGDUFA provides revenue for FDA plans to increase review staff,
provide training and development, and refine business processes, including development of
policies targeted at more efficient review. AGDUFA shortens the time to approval, thereby
making lower cost medications available sooner to the food animal production industry,
veterinary practitioners, companion animal owners, and the general public.

Proposed User Fee Increase

The Animal Drugs and Feeds program proposed receiving user fee resources for Food
Inspections and Facility Registrations generating resources that will allow FDA to further protect
America’s food supply. FDA is requesting an increase for user fee collection authority that will
provide an additional $13,000,000 and 39 FTE for the Animal Drugs and Feeds program. With
these resources, CVM will provide contract support to state feed control laboratories to increase
the activity levels of current programs and greatly enhance FDA'’s feed safety program by
coordinating feed surveillance activities of states with FDA’s programs, further strengthening
FDA’s ability to prevent the occurrence of future feed safety problems. In addition, these
resources would fund FDA inspections at food facilities.

Finally, the Animal Drugs and Feeds Program proposed receiving user fees resources for
Reinspection and Export Certification User Fees. FDA is requesting and increase for user fee
collection authority that will provide an additional $2,408,000 and 19 FTE for the Animal Drugs
and Feeds program. These resources will support reinspection costs incurred when FDA
conducts follow-up inspections to verify that a firm implements action to correct violations
discovered during an inspection or stemming from a warning letter. This new user fee will
amend the Food, Drug, and Cosmetic Act to permit FDA to collect and retain fees to recover
from the inspected firm the full cost of reinspections that FDA performs to ensure that their
products and facilities comply with current FDA regulations.

The FY 2010 budget also proposes a new user fee to support export certification activities. FDA
collects user fees of up to $175 per certificate issued for export certificates for animal drugs as
authorized by Section 801 (e)(4)(B) of the Act. However, there is no similar authority for
collection user fees for export certificates for animal feed. This new user fee will amend the
Food, Drug, and Cosmetic Act to permit FDA to collect the cost of animal feed export
certificate-related activities through user fees. Private sector exporters would bear the cost of the
program, but would reap its benefits through FDA’s enhanced ability to facilitate exports of their
products. FDA currently funds this activity through discretionary appropriations.
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Animal Drugs and Feeds Performance Measures Table

Long Term Objective: Increase the number of safe and effective new medical products

available to patients.

Measure FY Target Result
243201: Complete review and 2010 90% w/in 180 days Jan 2012
action on original NADAs &
reactivations of such applications 2009 90% w/in 180 days Jan 2011
received during the fiscal year. o
(Output) 2008 90% w/in 180 days Jan 2010
. .
2007 90% w/in 200 days 100(%?;;"&’5('2;82 do)'ays
. .
2006 90% w/in 230 days 100(4’&?;;";;'2;32 do)'ays
. .
2005 90% wiin 270 days 100(%?;;"&'28%2 d‘;ays
243202: Complete review and 2010 90% wi/in 680 days Jan 2012
action on Non-administrative
original ANADAs and reactivations 2009 90% wi/in 700 days Jan 2011
of such applications received during
2008 N/A NA

the fiscal year. (Output)

Long Term Objective: Detect safety problems earlier and better target interventions to prevent

harm to consumers.

Measure FY Target Result
244202: Number of domestic and 2010 250 December, 2010
foreign high risk animal drug and
feed inspections. (Output) 2009 233 December, 2009
244
2008 233 (Target Exceeded)
244203: Number of targeted 2010 490 December, 2010
prohibited material BSE
inspections. (Output) 2009 490 December, 2009
555
2008 490 (Target Exceeded)
523
2007 490 (Target Exceeded)
516
2006 N/A (Historical Actual)
2005 N/A 588

(Historical Actual)

1. Complete review and action on original NADAs & reactivations of such applications

received during the fiscal year. (243201)
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Context: The FY 2009 and FY 2010 goal and targets reflects reauthorization of ADUFA and
continued achievement of statutory review timeframe(s) over a five-year period (FY 2009-FY
2013). The goal and targets reflect one of the ADUFA user fee goals and the Center’s ability to
maintain FY 2008 review time frames for specified new animal drug application reviews.

Performance: Based on the final performance update for FY 2007, FDA exceeded all ADUFA
performance goals. FDA reviewed and acted on all seven (7) original NADASs and reactivations
of such applications received during FY 2007 within 200 days. As of September 30, 2008, the

preliminary performance assessment for FY 2008 data indicates FDA has exceeded the ADUFA

goal(s).

2. Complete review and action on Non-administrative original ANADASs and reactivations
of such applications received during the fiscal year. (243202)

Context: This new measure reflects the FY 2008 authorization of the new Animal Generic Drug
User Fee Act (AGDUFA). The FY 2009 and FY 2010 goal and targets reflect one of the
AGDUFA user fee goals to complete the review of 90% of specified abbreviated applications for
the approval of generic new animal drugs within incrementally decreasing time frames over a
five-year period (FY 2009-FY 2013).

Performance: AGDUFA is a new performance goal and target as of FY 2009. Performance
data is not available to report in this budget submission since the program is currently
undergoing implementation.

3. Number of domestic and foreign high risk animal drug and feed inspections. (244202)

Context: Important features of the risk-based strategy for this revised goal are to reduce the
occurrence of illness and death by focusing resources on manufacturing establishments and other
industry components that have the greatest potential for risk. This will result in different
inspection frequencies as establishment processes come under control and present lower risk, or
as new risks are identified. In FY 2008, this revised goal focused on pre-market approval
inspections and implementing risk-based cGMP inspection plans for animal drug and feed
manufacturing facilities that utilized risk modeling to identify the highest risk firms to be
inspected. The FY 2008 target was maintained in FY 2009 because this was a new, risk-based
goal for which we had no historical experience, and were unsure how the new site-selection
methodology would evolve. In FY 2010, the target is being slightly increased as a result of the
FY 2009 Appropriation while evaluation of the new methodology continues.

Performance: In FY 2008, FDA exceeded this inspection goal of 233 by inspecting 244 high
risk animal drug and feed establishments.

4. Number of targeted prohibited material BSE inspections (244203)
Context: FDA developed a comprehensive public protection strategy of education, inspection

and enforcement action to ensure compliance with the Bovine Spongiform Encephalopathy
(BSE) feed regulations. Using an inventory of all known renderers and feed mills processing
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products containing prohibited material, FDA will continue to conduct annual inspections to
determine compliance with the BSE feed rule. Inventories of these firms may vary from year to
year based on changes at the firm such as consolidations, business closures, relocations, etc.

Performance: In FY 2008, FDA completed the inspection of all 555 firms known to be

processing with prohibited materials as part of a concentrated effort to prevent an outbreak of
BSE in the U.S.
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Animal Drugs & Feeds Program Activity Data (PAD)

FY 2008 FY 2009 FY 2010
Animal Drugs & Feeds Workload and Outputs Actuals Estimate Estimate
New Animal Drug Applications (NADASs)*
Received 11 13 13
Completed 14 14 14
Approved 11 11 11
Pending? 4 3 2
New Animal Drug Application Supplements™?
Received 510 510 510
Completed 534 534 534
Approved 447 447 447
Pending? 162 138 114
Abbreviated New Animal Drug Applications (ANADAs)*
Received 47 12 12
Completed 27 27 27
Approved 4 4 4
Pending® 59 44 29
Abbreviated New Animal Drug Application Supplements™ >
Received 146 146 146
Completed 98 110 122
Approved 78 78 78
Pending® 205 241 265
Investigational New Animal Drug (INAD) Files’
Received 2440 2464 2464
Completed 2238 2491 2491
Pending? 313 286 259

! Includes originals applications and reactivations. If the application is not approvable, the sponsor may submit

additional information until FDA is able to approve the application.
2 Reflects submissions received during the fiscal year that still require review.
® A supplemental application is a sponsor request to change the conditions of the existing approval. Supplemental

applications can be significant (such as a new species or indication), or routine (such as product manufacturing
changes). The estimates do not include invited labeling change supplement applications because it is not possible to

accurately project sponsor or CVM requests for this type of application.
* An INAD or JINAD file is established at the request of the sponsor to archive all sponsor submissions for a phased

drug review including requests for interstate shipment of an unapproved drug for study, protocols, technical
sections, data sets, meeting requests, memos of conference, and other information.
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Animal Drugs & Feeds Program Activity Data (PAD)

FY 2008

FY 2009 FY 2010
Animal Drugs & Feeds Workload and Outputs Actuals Estimate Estimate
Generic Investigational New Animal Drug (JINAD) Files*
Received 137 137 137
Completed 103 135 137
Pending? 71 73 73
Food (Animal) Additive Petitions 21 11 11
Investigational Food Additive Petitions 61 46 46
Adverse Experience Reports (AERS)
Received 41,403 44.934 48,465
Reviewed 16,832 19,770 24,233
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Field Animal Drugs & Feeds Program Activity Data (PAD)

. . FY 2008 FY 2009 FY 2010

Field Animal Drugs and Feeds Program Workload and Outputs N Estimate Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC ANIMAL DRUGS AND 2,127 2,820 2,621

FEEDS ESTABLISHMENT INSPECTIONS
Pre-Approval /BIMO Inspections 61 77 77
Drug Process and New ADF Program Inspections 190 151 205
BSE Inspections 1,794 2,594 2,306
Feed Contaminant Inspections 26 20 20
Illegal Tissue Residue Program Inspections 212 320 320
Feed Manufacturing Program Inspections 208 141 141

Domestic Laboratory Samples Analyzed 1,617 1,850 1,850

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGNANIMAL DRUGS AND

FEEDS ESTABLISHMENT INSPECTIONS 33 2% 41
Foreign Pre-Approval/Bioresearch Monitoring Program
Inspections 23 25 26
Foreign Drug Processing and New ADF Program Inspections 19 10 20
Foreign Feed Inspections 2 0 8

IMPORTS

Import Field Exams/Tests 2,930 2,930 3,500

Import Laboratory Samples Analyzed 594 720 720]

Import Physical Exam Subtotal 3,524 3,650 4,220

Import Line Decisions 244 591 253,956 263,680

Percent of Import Lines Physically Examined 1.44% 1.44% 1.60%

STATE WORK

UNIQUE COUNT OF STATE CONTRACT ANIMAL DRUGS

AND FEEDS ESTABLISHMENT INSPECTIONS 5712 5,160 5,160

UNIQUE COUNT OF STATE PARTNERSHIPS ANIMAL

DRUGS AND FEEDS ESTABLISHMENT INSPECTIONS 324 300 300
State Contract/ Coop Agreement Inspections: BSE 5,652 4,744 4,744
State Contract Inspections: Feed Manufacturers 322 348 348
State Contract Inspections: Illegal Tissue Residue 271 550 550
State Partnership I nspections: BSE and Other 324 300 300

State Contract Animal Drugs/Feeds Funding $2,300,000 $2,550,000 $2,725,000

BSE Cooperative Agreement Funding $3,000,000 $3,000,000 $3,000,000

State Contract Tissue Residue Funding $300,000 $342,801 $375,050

Total State Funding $5,600,000 $5,892,801 $6,100,050]

TOTAL ANIMAL DRUGS AND FEEDS INSPECTIONS

(FOREIGN AND DOMESTIC/FDA AND STATE)

GRAND TOTAL ANIMAL DRUGS AND FEEDS

ESTABLISHMENT INSPECTIONS 8,196 8,306 8,122
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DEVICES AND RADIOLOGICAL HEALTH

The FY 2010 program level budget request for the FDA Devices and Radiological Health

Program is $371,414,000.

The following table shows a three-year funding history for the Devices and Radiological Health

Program.

FDA Program Resources Table

FY 2008 FY 2010 FY 2010 +-
FY 2009 President's FY 2009
Enacted Actuals Omnibus Budget Request] Omnibus

Program Level $303,871,000 $275,284,000] $329,627,000 $371,414,000 $41,787,000
Center $225,203,000 $204,791,000] $243,975,000 $273,813,000 $29,838,000
FTE 1,141 1,130 1,204 1,275 71
Field $78,668,000 $70,493,000 $85,652,000 $97,601,000f  $11,949,000
FTE 441 434 443 485 42
Program Level FTE 1,582 1,564 1,647 1,760, 113
Budget Authority $258,086,000 $237,734,000] $280,587,000 $315,377,000 $34,790,000
Center $192,839,000 $177,455,000] $209,061,000 $234,974,000 $25,913,000
Field $65,247,000] $60,279,000] $71,526,000 $80,403,000 $8,877,000

Pay Increase (non add) $4,859,000 $4,859,000

Safer Medical Products (non-add) $29,931,000 $29,931,000
Budget Authority FTE 1,395 1,365 1,406 1475 69
Center 969 945 977 1,029 52|
Field 426 420 429 446 17
User Fees $45,785,000 $37,550,000 $49,040,000 $56,037,000] $6,997,000
Center MDUFMA $26,647,000 $23,289,000 $28,911,000] $32,836,000 $3,925,000
FTE 146 164 201 220 19
Field MDUFMA $967,000 $972,000 $1,049,000 $1,049,000 $0
FTE 7 6 6] 7 1
Center MQSA $5,717,000 $4,047,000 $6,003,000 $6,003,000 $0
FTE 26 21 26 26 0
Field MQSA $12,454,000] $9,242,000 $13,077,000 $13,077,000] $0
FTE 8 8 8 8| 0
Proposed User Fees 0 0 0 $3,072,000 $3,072,000
Field Reinspection $3,072,000 $3,072,000
FTE 24 24
User Fees FTE 187 199 241 285 44

The FDA Devices and Radiological Health Program operates under the following legal
authorities:

Federal Food, Drug, and Cosmetic Act® (21 U.S.C. 321-399)
Radiation Control for Health & Safety Act (21 U.S.C. 360hh-360ss)
Medical Device Amendments of 1976

Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 201)
Safe Medical Devices Act of 1990*

Mammography Quality Standards Act of 1992 (42 U.S.C. 263Db)
Medical Device Amendments of 1992*

Food and Drug Administration Modernization Act®

Medical Device User Fee and Modernization Act of 2002*

Project Bioshield Act of 2004 (21 U.S.C. 360bbb-3)

Medical Device User Fee Stabilization Act of 2005"
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Food and Drug Administration Amendments Act of 2007 (FDAAA)'

Allocation Method: Direct Federal/intramural
Program Description and Accomplishments

The FDA Devices and Radiological Health Program (the Devices Program) is responsible for
ensuring the safety and effectiveness of medical devices and for eliminating unnecessary human
exposure to products that emit radiation.

The Devices Program protects the health of the American public by assuring the safety and
effectiveness of medical devices throughout their total product life cycle (TPLC) — from product
conception and premarket development, through production and use of the marketed products.
The Devices Program also eliminates unnecessary human exposure to man-made radiation from
medical, occupational, and consumer products, such as airport scanners and microwave ovens.
The scope of the medical device and radiological health industry is diverse. Products range in
complexity from eye glasses to heart pacemakers and genetic tests, and from microwave ovens to
medical ultrasound, mammaography and x-ray equipment.

The Devices and Radiological Health Program began in 1976 with the passage of the Device
Amendments to the Food, Drug, and Cosmetic Act. The program operates with appropriations
and user fees. The user fee program known as the Medical Device User Fee and Modernization
Act (MDUFMA) was enacted in FY 2002 and reauthorized in FY 2007 under FDAAA as the
Medical Device User Fee Act (MDUFA). An additional user fee program is authorized by the
Mammography Quality Standards Act (MQSA), enacted in 1992. The Centers for Medicare and
Medicaid Services (CMS) user fee program, authorized by the Clinical Laboratory Improvement
Amendments of 1988 (CLIA), also provides support for the Devices Program.

FDA’s Center for Devices and Radiological Health (CDRH), with assistance from the Office of
Regulatory Affairs (ORA) Field offices nationwide, administers the Devices Program. CDRH
evaluates new premarket medical devices for safety and effectiveness during the device review
process. To ensure that products currently on the market remain safe and effective for patients
and consumers, CDRH monitors medical products, manufacturers, and adverse events. ORA
provides FDA leadership on enforcement, import, inspection, and laboratory policies. ORA
conducts premarket and postmarket inspections of domestic and foreign manufacturers, performs
laboratory analysis to support inspections, reviews and evaluates imports of medical devices and
radiological products, and, in collaboration with CDRH, conducts enforcement activities. In
instances of criminal activity, ORA’s Office of Criminal Investigations (OCI) complements the
regular Field force. The Field Devices and Radiological Health program is funded by
appropriated budget authority and user fees.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM

! Authorities under this act do not appear in sequence in the U.S. Code. The authorities are codified in scattered
sections of 21 U.S.C.
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works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT
projects and resources in 2008, OIM supports the Device and Radiological Health Program by
maintaining its legacy systems and databases used for managing and tracking its review
programs, for monitoring and tracking adverse event activities, and for conducting various
compliance activities. OIM also work with the Device and Radiological Health Program through
the FDA Bioinformatics Board to ensure that current and future IT enterprise and center
investments continue to fulfill program requirements while meeting broader FDA objectives.

The Devices Program executes its regulatory responsibilities in three areas: Premarket Device
Safety and Effectiveness, Postmarket Device Safety and Surveillance, and MQSA.

Premarket Device Safety and Effectiveness — Center Activities

Under Premarket Device Safety and Effectiveness, the Devices Program is responsible for
bringing to market innovative, high quality, and safe medical products. Premarket Device Safety
and Effectiveness supports the Pandemic Influenza initiative, the HIV/AIDS initiative, and the
priority to transform health through improved regulatory processes that safely make technology
available in less time.

CDRH conducts Premarket Device Safety and Effectiveness activities with assistance from ORA
Field offices. During premarket review, the program evaluates the safe manufacturing and data
integrity components of premarket applications for medical devices. With support from
MDUFA user fees, the program improved the timeliness and predictability of FDA premarket
review of new devices for consumers. Under MDUFMA and MDUFA, FDA agreed to pursue a
comprehensive set of device review performance goals. FDA’s overall review performance for
the FY 2004 through FY 2008 receipt cohorts? indicates that FDA is meeting or exceeding most
MDUFA performance goals.

CDRH reviews of safety and effectiveness in device premarket applications improves patient
care and access to health care technology and innovation. CDRH recently approved and cleared
many advanced, first-of-kind device technologies. Examples include

o the first total ankle replacement to give patients the ability to regain and retain some of their
ankle mobility and function

e atest to diagnose common human influenza infections and the highly pathogenic avian
influenza A (H5N1) viruses within four hours on multiple samples at one time, a significant
achievement for public health surveillance and more timely detection of a pandemic virus

e abreast cancer gene test that is an important new tool in treatment management, providing
assessment of tumor recurrence risk and long term survival

% MDUFA calculates performance statistics for the fiscal year in which premarket submissions are

received (the “receipt cohort™), regardless of when FDA acts on the submissions. As a result, the statistics shown
for a particular fiscal year may change with time as FDA continues to complete work on the submissions within a
fiscal year cohort. Until all submissions in a cohort receive a final decision, only a preliminary performance
assessment can be provided for that cohort.
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e the first test for hepatitis B virus that measures the amount of virus in a patient’s blood to
provide a highly sensitive method for gauging therapy progress in patients with chronic disease.

CDRH conducts regulatory research to support Premarket Device Safety and Effectiveness.
Regulatory research allows CDRH to improve the predictability, efficiency, effectiveness, and
speed of premarket reviews to ensure that consumers have access to safe medical devices.
Research findings improve the development of new device technologies, such as cancer imaging
technologies, by developing methodology to estimate device performance after a small pilot
study, before conducting a large pivotal trial. CDRH laboratory research also ensures greater
understanding of future technology that CDRH must be prepared to regulate.

Concurrent with regulatory research, CDRH is working collaboratively with product developers
and the scientific community on FDA’s critical path initiative to identify and resolve critical
product development problems and improve FDA'’s regulation of new device technology.
Modernizing the medical product development process makes product development more
predictable and less costly. Important results of the critical path initiative during FY 2008
include progress in developing an artificial pancreas for treating adult and juvenile diabetes, in
cancer biomarker validation to support cancer research, and in developing and implementing
feasibility trials for the treatment of breast cancer with thermal ablation devices.

To improve the quality of industry premarket submissions and health outcomes for consumers,
the Devices Program conducts outreach to industry, consumers, and others. CDRH conducts
industry workshops and participates in audio conferences and educational programs at national
meetings. In FY 2008, CDRH participated in 42 educational programs at national and regional
meetings. Clinical community outreach also includes newsletters and websites, such as CDRH
Learn—the innovative new online educational tool for industry.

Premarket Device Safety and Effectiveness — Field Activities

ORA'’s Field force supports CDRH in the initial phases of the total product life cycle by
conducting preapproval inspections of foreign and domestic establishments. ORA also conducts
bioresearch monitoring of clinical research studies, laboratory method validations for premarket
application decisions, and preapproval quality manufacturing facility inspections to determine if
the factory is able to manufacture products according to the specifications stated in their
application.

The device bioresearch monitoring program assures the quality and integrity of research data and
protects human research subjects through the prompt investigations of allegations of research
misconduct. In FY 2008, ORA conducted 301 inspections with an emphasis on scientific
misconduct, data integrity, innovative products, and vulnerable populations. By consistently
meeting its performance goal targets since FY 2002, 85 percent of FDA inspections of clinical
research with medical devices revealed only minor problems with research conduct. To help
improve the remaining device research that may be problematic, CDRH increased outreach
activities to regulated industries through meetings and by publishing articles in professional
journals to improve awareness of proper clinical research practices.

Postmarket Device Safety and Surveillance — Center Activities
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The Devices Program is responsible for ensuring that medical devices and radiological products
currently on the market remain safe and effective for consumers by monitoring medical products,
manufacturers, and adverse events. Postmarket Device Safety and Surveillance supports the
HHS priority to transform health by proactively communicating with providers and patients, and
sustains the HHS goal of protecting the public from infectious, occupational, environmental, and
terrorist threats, and preventing the spread of infectious disease.

During FY 2008, CDRH moved forward in its transformation of Postmarket Device Safety and
Surveillance by establishing a Center-wide matrix structure. Based on corporate models, the
matrix formalizes interactions horizontally across the vertical CDRH Offices to improve the
Center’s postmarket risk identification, risk analysis, and public health response through
increased collaboration. The matrix also ensures that all CDRH Offices communicate consistent,
substantial, and timely information for regulatory public health decision-making within FDA and
among its international counterparts.

CDRH’s Unique Device Identification (UDI) initiative is another element of the transformation
effort. Upon completion of this multi-year initiative, UDI will enable CDRH to track devices,
facilitate recalls, and support inventory management during terrorist attacks or natural disasters.

CDRH is committed to an import safety program that meets the needs of the growing global
medical device market and helps assure that medical devices shipped to the United States meet
FDA standards for safety and manufacturing quality. CDRH’s efforts support FDA’s Action
Plan for Import Safety (APIS) and include staff dedicated to Import/Export Strategic issues.
CDRH collaborates with foreign governments regarding the sharing of inspection and adverse
event data. CDRH continues to support commitments under the 2007 China memorandum of
agreement (MOA) by providing capacity building training in China. CDRH provides medical
device regulatory training in India and Panama and is fulfilling additional commitments to
capacity building by training over 15 FDA staff assigned to oversee FDA offices in India, Costa
Rica, Europe, China and Jordan.

CDRH established the Medical Products Surveillance Network (MedSun) in 2002 to collect
information about device use problems from a sample of clinical sites nationwide. MedSun has
been successful in monitoring postmarket device use. CDRH exceeded its performance targets
for FY 2006 through FY 2008 to increase the number of actively participating facilities that
submit reports to FDA. MedSun sub-networks within MedSun participating facilities provide
FDA with increased knowledge of device problems occurring in targeted high-risk products and
populations. During FY 2008, CDRH established a new subnetwork, HomeNet, to identify
problems with medical devices used in the home, and recruited and oriented 22 sites into it.
CDRH expanded existing subnetworks and now has 48 LabNet, 37 KidNet, 10 SightNet, and 20
HeartNet sites.

To ensure the safety of newly marketed products, CDRH monitors post-approval studies. In FY
2008, CDRH epidemiology staff monitored 150 industry-run studies. CDRH also employs a
Medical Device Reporting (MDR) system for adverse event reports. In FY 2008, the system
received more than 616,000 reports concerning 1,342 medical devices. FDA review of these
reports led to follow-up actions, including a Public Health Notification to communicate critical
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health information on life-threatening complications associated with the unapproved use of a
bone protein to fuse vertebrae in the upper spine. In 2008 CDRH was awarded international
recognition for the paper, “Risk of local adverse events by gender following cardiac
catheterization.” CDRH collaborated with the American College of Cardiology to identify
factors causing women to be at substantially higher risk than men for local hemorrhage
complications at the puncture site following cardiac catheterization.

CDRH provides training for industry on ways to reduce manufacturing errors and omissions.
The CDRH risk communication and outreach program to health professionals and consumers
provides science-based, accurate information about medical devices and radiological products to
improve consumer health. CDRH develops consumer websites, publishes four audience-specific
e-Newsletters, and produces the award-winning FDA Patient Safety News, a monthly television
news show and web site for communicating FDA safety messages on drugs, devices, and
biologics to physicians, nurses, pharmacists, risk managers, and educators. In 2008, FDA piloted
a partnership with WebMD to expand access to timely and reliable consumer health information
through a specific FDA page on WebMD’s site. By leveraging WebMD’s website readership,
CDRH can now reach 34 million more visitors per month.

CDRH’s research activities provide information to assess device postmarket risks and
performance issues. For many medical devices, embedded software now determines much of the
product's functionality and performance, and can require more than 100,000 lines of code.
Managing the complexity is a huge challenge for medical device designers and regulators alike.
CDRH'’s Software Laboratory is at the forefront of investigating the performance of embedded
software. In 2008, the Software Laboratory exposed software design errors that were linked to
adverse events, including deaths. Cases included devices such as an implantable cardioverter-
defibrillator and wearable insulin pumps, and resulted in appropriate corrective actions.
Additionally in 2008, CDRH scientists used their research knowledge to assist the Veteran’s
Administration (VA) in developing a plan for monitoring the health of approximately 5,000
soldiers returning from Iraq and Afghanistan with embedded fragments of improvised explosive
devices (IEDs). CDRH is applying its expertise with medical implants to help assess the safety
consequences of embedded fragments. IED fragments must be monitored for three carcinogenic
effects: low-level radiation, toxic metals, and implanted solids. CDRH also is applying its
expertise in imaging, which is a major mode of monitoring embedded fragments.

CDRH maintains pandemic and emergency preparedness, assuring compliance with federal
Continuity of Operations (COOP) guidelines, the FDA Pandemic Flu Exercise, and participation
in interagency groups. During 2008 CDRH participated with multiple interagency-academic-
medical center organizations in the Biological Aerosol Test Method (BATM) and Personal
Protective Equipment Decontamination Project. The aim of the Department of Defense-
sponsored project is to develop strategies for reusing single use, disposable respirators in the
event of a shortage or pandemic situation.

Postmarket Device Safety and Surveillance — Field Activities

ORA'’s Field force supports postmarket safety by performing risk-based domestic and foreign
postmarket surveillance inspections, field exams, and sampling of medical device manufacturers
to assess their compliance with Quality Systems (Good Manufacturing Practice) (QS)
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requirements. This work includes conducting inspections of reprocessors of single-use devices
and manufacturers of radiological health products. ORA’s radiological health activities include
inspecting radiation emitting products such as lasers, sunlamps, and x-ray equipment to ensure

that they comply with performance standards.

During FY 2008, the ORA Field force conducted more than 1,431 QS foreign and domestic
inspections to evaluate the manufacturing processes of medical device manufacturers. The
importance of postmarket surveillance is highlighted by a recent increase in Class | (most
serious), I, and Il recall actions. The number of recall actions for FY 2008 was 831, up from
661 in FY 2007, and these recalls involved 2,472 different products. This surveillance
achievement is also shown in the resolution of significant enforcement actions involving the
safety of marketed medical devices. In FY 2008, FDA reached a $1.1 M settlement with
Advanced Bionics LLC, a California hearing device manufacturer, and its president and CEO
over alleged violations that involved the failure to notify the FDA of a change of outside supplier
or vendor, which may have exposed patients to unnecessary health risks. The FDA’s complaint
alleged that Advanced Bionics shipped cochlear implants to customers in the United States
without first filing appropriate supplemental information with the FDA, preventing the FDA
from being able to evaluate the potential impact of the changes on the safety and effectiveness of
the device. FDA’s complaint also stated that two devices were shipped after the firm had
conducted a recall of the product in March 2006. The two devices were subsequently implanted
in patients.

In accomplishing its mission, the postmarket area faces many of the same challenges as the
premarket activities; however, the postmarket area faces the additional challenge of ensuring the
safety of rapidly increasing imported products. By detecting and intercepting unsafe products at
the manufacturing level, ORA strives toward its ultimate goal of preventing harmful and
ineffective devices from reaching the consumer. ORA continues to implement improved risk-
based targeting of inspection and import resources to protect the public health by ensuring both
the quality and effectiveness of medical products that are available to consumers.

Mammography Quality Standards Act (MQSA) — Center Activities

The Devices Program safeguards the public health with safe and reliable mammography to detect
breast cancer in its earliest and most curable stages, as authorized by MQSA. MQSA can
transform the health of women through early detection strategies that increase healthy life
potential.

Under MQSA, FDA collects user fees to cover the costs of inspecting non-government facilities.
Congress authorizes yearly fee adjustments, as necessary, to ensure that FDA recovers the full
cost of facility inspections.

CDRH’s MQSA program develops national quality standards and regulations for mammography
facilities and the mammography accrediting bodies. The program focuses on facility inspections
to ensure that mammograms are performed only in federally compliant establishments. MQSA
activities also provide accessible MQSA data to consumers. CDRH certifies new mammography
facilities and annually recertifies one-third of approximately 8,800 facilities. CDRH analyzes and
acts on inspection results to ensure compliance with quality standards. Through state contracts
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and ORA’s field force, CDRH met or exceeded its mammography performance goal in the five
years ending FY 2008. This goal ensures that 97 percent of domestic facilities meet inspection
standards, with less than 3 percent with Level I problems. In FY 2008 only 1.5 percent of
mammography facilities had Level | violations.

Mammography Quality Standards Act — Field Activities

The Field Devices Program supports MQSA objectives by managing approximately 8,000 state-
conducted inspections annually and by conducting foreign inspections to ensure the safety of
mammography conducted in military facilities located in foreign countries.
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Five Year Funding Table with FTE Totals

The following table shows a five-year funding history for the Devices and Radiological Health

Program’s program level, budget authority, and user fee resources.

Program Budget
Fiscal Year Level Authority User Fees Program Level FTE
FY 2006 Actual $255,041,000 | $220,563,000 | $34,478,000 1,498
FY 2007 Actual $267,543,000 | $230,682,000 | $36,861,000 1,544
FY 2008 Actual $275,284,000 | $237,734,000 | $37,550,000 1,564
FY 2009 Omnibus $329,627,000 | $280,587,000 | $49,040,000 1647
FY 2010 Estimate $371,414,000 | $315,377,000 | $56,037,000 1760

Budget Request

The FY 2010 budget request for the Devices and Radiological Health Program is $371,414,000.
It is an increase of $41,787,000 above the FY 2009 FDA appropriation level in the Omnibus
Appropriations Act, 2009.

The total budget request provides user fees and budget authority to continue FDA’s advances in
medical product safety and development. Budget authority funding encompasses all the Devices
Program activities for ensuring the safety and effectiveness of medical devices and the safety of
radiological products. These activities include premarket review, postmarket surveillance,
inspection, research, and outreach-coordination. The funding request supports many ongoing
CDRH initiatives such as the Action Plan for Import Safety (APIS), which helps to protect the
American public from unsafe imported medical products. The request continues support for
CDRH?’s Critical Path initiative work to modernize medical product development, accelerate
innovation, and enhance product safety. Funding also supports the ongoing UDI initiative,
enabling CDRH to work toward the completion of a highly effective system to track devices,
facilitate recalls, and support inventory management during terrorist or natural disasters.
Resources in the request fund CDRH’s continued implementation of Title 111 of FDAAA,
including establishment of the Demonstration Grants Program to Improve Pediatric Device
Availability. With budget authority support for continued work on additional initiatives, such as
strengthening science capacity to support nanotechnology, genomics and personalized medicine,
CDRH advances new therapies for disease prevention, detection, diagnosis, and treatment.

Budget Authority Increase

For FY 2010, the Devices and Radiological Health Program requests increases in budget
authority for two areas. The Program requests an additional $4,859,000 in Pay, Rent and
Infrastructure to support cost of living increases. This increase provides an additional $3,369,000
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for CDRH and $1,490,000 for Field activities. These resources ensure that the Program has the
capacity to fully carry out all mission-critical activities.

The Program also requests an additional $29,931,000 to support its Safer Drug, Devices and
Biologics initiatives. This increase provides an additional $22,544,000 for CDRH and
$7,387,000 for Field activities. The additional resources enable CDRH to strengthen its ongoing
initiatives by increasing staff who will:

o
o

(0}

strengthen the foreign and domestic inspection program

enhance development and incorporation of risk-based monitoring criteria into the
screening of imported devices

strengthen enforcement of electronic product radiation control requirements to ensure
product safety

develop the capacity to gather unique information about device problems through
web interaction, which will accelerate problem identification

enhance CDRH’s development of strategies for monitoring radiation exposure from
medical imaging

increase awareness of the public health importance of reducing radiation exposure for
children.

Additional resources also enable the Devices Program to further the multi-year effort to fully
implement provisions of FDAAA by increasing staff levels, which will allow CDRH to

o
(0}
o

develop high-priority guidance relating to medical devices and global initiatives
enhance implementation of FDAAA third party inspections program provisions
increase the number and quality of hospital reports on device problems in pediatric
and other high-risk areas so problems are addressed quickly

increase capacity to address pediatric premarket and postmarket issues and improve
children's health nationwide

advance the safety and effectiveness of medical products through expert review of
device software

ensure that medical devices developed and marketed globally adhere to standardized
levels of reasonable quality, safety and effectiveness

enhance efforts to ensure the safety and effectiveness of medical devices by assessing
the impact of Center activities on clinical outcomes for patients

improve device regulation and risk communication through development of a Center-
wide, risk-based decision making process.

With additional funding, the Devices Program also plans to strengthen its science capacity,
including support in the areas of nanotechnology, genomics and personalized medicine. Experts
in these fields will

(0}

(0}

increase CDRH’s capacity to regulate the diagnostic technology used to develop
drugs and dosing based on an individual's genetic make-up (personalized medicine)
advance CDRH’s guidance for producing safe and effective devices by defining key
nanotechnology issues involving devices.
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The requested budget authority increase plus existing base funding allows the Devices Program
to reach the budget authority statutory trigger mandated under MDUFA. Meeting the trigger
authorizes FDA to collect the MDUFA user fees that supplement the appropriated portion of the
medical device review program. The user fees enable the Devices Program to maintain its cadre
of 220 user fee-supported FTE and continue its efforts to improve the quality and timeliness of
the device review process and to promote the delivery of new technologies to the public. Asa
result of the FY 2010 budget authority request, plus the MDUFA supplemental resources, the
Devices Program can achieve its Results Act performance goals and targets for FY 2010. The
Devices Program’s Activity Data show a similar level of performance for CDRH workload
targets for FY 2010 as compared to the Omnibus Appropriations Act, 2009 level.

In FY 2010, ORA will continue to establish its workforce for inspections and import exams and
to increase laboratory capacity. Specifically, ORA will increase inspections for the Medical
Devices Programs:

e Increase of 41 domestic Quality Systems (QS) -GMP medical device inspections above the
FY 2010 levels by the end of 2012.,

e Increase of 41 QS-GMP foreign medical device inspections above the FY 2010 levels by the
end of 2013.

These inspections are not planned to be completed until 2012 and 2013 because ORA will invest
the next one to two years in hiring and training new field staff.

User Fee Increases

The FY 2010 request includes a total of $52,965,000 in existing user fee authority for the
Medical Devices Program, an increase of $3,925,000 over the level of the Omnibus
Appropriations Act, 2009. FDA is requesting an increase in MDUFA user fee collection
authority, which will provide an additional $3,925,000 for CDRH’s medical device review
program. The supplemental MDUFA user fees support Device Program staff increases to ensure
ongoing improvement in the review process.

Proposed User Fees

The FY 2010 request also includes $3,072,000 for a proposed mandatory reinspection user fee.
The Reinspection User Fee ensures that facilities that fail to comply with health and safety
standards bear the full cost of reinspection and associated follow up work. FDA currently funds
this activity through discretionary appropriations. The request provides $3,072,000 in user fee
authority for Field activities.
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Medical Devices and Radiological Health Performance Measures Table

Long Term Objective: Improve the medical product review process to increase the

predictability and transparency of decisions using the best available science.

Measure FY Target Result
253203: Percentage of received Original 60% in 180 days and
Premarket Approval (PMA), Panel- 2010 90% in 295 days Jan 31, 2012
track PMA Supplement, and Premarket 60% in 180 davs and 90%
Report Submissions reviewed and 2009 in 295 élays Jan 31, 2011
decided upon within 180 and 295 days. o o
(Outcome) 2008 | 80%in 180 days and 90% Jan 31, 2010
in 295 days
. 96% of 33
0,
2007 90% in 320 days (Target Met)
81% of 40
2006 NA (Target Met)
2005 NA N/A
253204: Percentage of 180 day PMA 85% in 180 days and
supplements reviewed and decided upon 2010 95% in 210 days Jan 31, 2012
within 180 and 210 days. (Outcome % i 9
ys. ( ) o009 | 85% in 180 days and 95% Jan 31, 2011
in 210 days
05 i 0,
2008 85% |n_180 days and 95% Jan 31, 2010
in 210 days
97% of 132
0
2007 90% (Target Met)
95% of 136
2006 N/A (Target Met)
95% of 101
2005 N/A (Target Met)
253205: Percentage of 510 (k)s 90% in 90 days and 98%
(Premarket Notifications) reviewed and 2010 in 150 days Jan 31, 2012
decided upon within 90 and 150 days. 90% in 90 davs and 98%
(Outcome) 2009 - 1503(’jays Jan 31, 2011
04 1 0,
2008 90% in 90 days and 98% Jan 31, 2010
in 150 days
. 92% of 3,531
0 i
arget Met
2007 80% in 90 days (T Met)
91% of 3,530
arget Met
2006 N/A (T Met)
91% of 3,382
arget Met
2005 N/A (T Met)
253201: Number of Medical Device 2010 300 December, 2010
Bioresearch Monitoring (BIMO)
inspections. (Output) 2009 300 December, 2009
301
2008 300 (Target Exceeded)
323
2007 295 (Target Exceeded)
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Measure FY Target Result
336
2006 N/A (Historical Actual)
335
2005 NIA (Historical Actual)
253206: Reduction in FDA'’s total 2007 290 days Feb 28, 2010
approval time for the fastest 50 percent
of expedited PMAs approved, using the 2006 N/A Oct 31, 2009
submission cohort for FY's 2005-2007.
The baseline for this goal is the three
year average of total FDA approval time 322 days
for the fastest 50 percent approved for 2005 N/A (Historical Actual)
the applications filed during FYs 1999-
2001. (Outcome)

MDUFMA, and MDUFMA as amended review goals (Goals 253203, 253204, and 153205) are based on FDA
review time only, and do not include time that elapses when the sponsor is responding to questions or issues raised
by FDA. This means that FDA cannot determine exactly when all the applications in a review cohort will be
completed. The actual results reported for this goal are as of the times noted, and as the final applications in the
cohort are resolved, small changes to previously reported results may occur.

Long Term Objective: Prevent safety problems by modernizing science-based standards and
tools to ensure high-quality manufacturing, processing, and distribution.

Measure FY Target Result
254101: Percentage of an estimated 2010 97% December 31, 2010
8,800 domestic mammography facilities
that meet inspection standards, with less 2009 97% December 31, 2009
than 3% with Level | (serious) 97%
0,
problems. (Outcome) 2008 97% (Target Met)
97%
0,
2007 97% (Target Met)
97%
2006 N/A (Historical Actual)
97%
2005 N/A (Historical Actual)
254201: Number of domestic and 2010 1,365 December, 2010
foreign Class Il and Class 111 device
inspections. (Output) 2009 1,340 December, 2009
1,431
2008 1.270 (Target Exceeded)
1,468
2007 1,195 (Target Exceeded)
1,506
2006 N/A (Historical Actual)
1,495
2005 N/A (Historical Actual)
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Long Term Objective: Improve information systems for problem detection and public
communication about product safety.

Measure FY Target Result
252201: Participation rate of facilities in 2010 95% December 31, 2010
the MedSun Network. (Outcome)
2009 95% December 31, 2009
98%
0,
2008 95% (Target Exceeded)
90%
0,
2007 90% (Target Met)

1. Percentage of received Original Premarket Approval (PMA), Panel-track PMA
Supplement, and Premarket Report Submissions reviewed and decided upon within 180
and 295 days. (253203)

Context: Complete decision constitutes the comprehensive review of the application package
initially received by FDA and FDA’s decision letter. PMAs involve potentially high-risk devices
with the most chance of significantly improving the treatment of patients. The steps taken in
MDUFMA, and MDUFMA as amended, that will reduce approval times for PMA applications
are expected to reduce approval times for all filed applications, while recognizing that some
applications may not ultimately meet FDA’s standards for safety and effectiveness and that
performance measures based on all applications will take more time to observe. Due to the
renegotiation of MDUFMA, the Performance targets for Original PMA applications will be to
arrive at a decision on 60% of Original PMA applications within 180 days and 90% within 295
days. This target will remain stable from FY 2008 through FY 2012.

Performance: CDRH has exceeded performance for this goal in FY 2007 by arriving at a
decision on 96% of Original PMA applications within 320 days. The current baseline for FDA
decision time for standard PMAs is 295 days. The FY 2008 performance data for this goal will
not be available until January 2010.

2. Percentage of 180 day PMA supplements reviewed and decided upon within 180 and
210 days. (253204)

Context: Complete decision constitutes the comprehensive review of the application package
initially received by FDA and FDA'’s decision letter. A decision will result in one of the
following designations for each application: approval, approvable, approvable pending GMP
inspection, not approvable, denial. PMAs involve potentially high-risk devices that have the
highest likelihood of significantly improving the treatment of patients. Supplemental
applications are generally submitted for changes in already approved products such as
technology changes or the addition of a new indication. It is essential that FDA complete the
review process for these products quickly and thoroughly. Due to the renegotiation of
MDUFMA, the Performance targets for 180 day PMA Supplements will be to arrive at a
decision on 85% of applications within 180 days and 95% within 210 days. This target will
remain stable from FY 2008 through FY 2012.
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Performance: CDRH has exceeded performance for this goal in FY 2007 by reviewing and
arriving at a decision on 97% of PMA Supplements applications. The FY 2008 performance
data for this goal will not be available until January 2010.

3. Percentage of 510(k)s (Premarket Notifications) reviewed and decided upon within 90
and 150 days. (253205)

Context: Complete decision constitutes the comprehensive review of the application package
initially received by FDA and FDA’s decision letter. A decision will result in one of the
following designations for each application: substantially equivalent or not substantially
equivalent. This goal for review and decision on 510(k)s within 90 days addresses the statutory
requirement to review a 510(k) within 90 days. Due to the renegotiation of MDUFMA, the
Performance targets for 510(k)s will be to arrive at a decision on 90% of applications within 90
days and 98% within 150 days. This target will remain stable from FY 2008 through FY 2012.

Performance: CDRH has exceeded performance for this goal in FY 2007 by reviewing and
arriving at a decision on 92% of 510(k)s. The FY 2008 performance data for this goal will not
be available until January 2010.

4. Number of Medical Device Bioresearch Monitoring (BIMO) inspections. (253201)

Context: FDA’s mission includes assuring the protection of human research subjects, the
quality and integrity of research, and the advancement of new medical technologies. A FDA-
regulated research community that consists of Clinical Investigators, Sponsors and Monitors, and
Institutional Review Boards has a shared responsibility to oversee this research in a truthful and
ethical manner. For FY 2009, this performance goal continues to reflect the FY 2007 change in
the selection of firms for inspection to a more risk based approach. There are no projected
changes to this goal in FY 2010.

Performance: In FY 2008, FDA exceeded this goal of 300 by conducting 301 medical device
related Bioresearch Monitoring inspections.

5. Reduction in FDA’s total approval time for the fastest 50 percent of expedited PMAs
approved, using the submission cohort for FYs 2005-2007. The baseline for this goal is the
three year average of total FDA approval time for the fastest 50 percent approved for the
applications filed during FYs 1999-2001. (253206)

Context: MDUFMA commits FDA to significant improvements in device review performance.
This is important to the entire device industry, which is expanding in size and technical
complexity. The industry is relying on FDA to take a leadership role in regulating a rapidly
emerging frontier of medical device technology with timeliness, quality, scientific consistency,
and international harmonization. Most of the device industry is small and rapidly changing.
Many small and new start-up firms rely heavily on FDA for guidance and outreach, and the
reviews from these firms take extra FDA time and energy.

e About 25 percent of PMAs are for breakthrough technologies; and
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e Over 25 percent of PMAs are from first-time submitters.

The area of expedited devices is particularly important because they are the most complex, raise
new medical and scientific issues, and FDA often works with first time or small device sponsors.
These devices are for uses that have not been approved yet, and could have great clinical impact.
Our expedited program is the area where we have the most improvements to make.

Standard PMAs are also for the most complex (Class I11) devices, and also have significant
clinical impact. For example, a drug-eluting cardiac stent could, if used properly, reduce repeat
angioplasty of bypass surgery by 15-30 percent.

Performance: The FDA approval time for the fastest 50 percent of Original PMAs approved for
the FY 2003-2005 cohort is 322 days compared to 360 days for the baseline FY 1999-2001
submission cohort.

6. Percentage of an estimated 8,800 domestic mammography facilities that meet inspection
standards, with less than 3% with Level I (serious) problems. (254101)

Context: This goal will ensure that mammaography facilities remain in compliance with
established quality standards and improve the quality of mammography in the United States.
Under the Mammography Quality Standards Act (MQSA), which was reauthorized in 2004,
annual MQSA inspections are performed by trained inspectors with FDA, with State agencies
under contract to FDA, and with States that are certifying agencies. State inspectors conduct
approximately 90 percent of inspections. Inspectors perform science-based inspections to
determine the radiation dose, to assess phantom image quality, and to empirically evaluate the
quality of the facility's film processing. MQSA requires FDA to collect fees from facilities to
cover the cost of their annual facility inspections. FDA also employs an extensive outreach
program to inform mammography facilities and the public about MQSA requirements. These
include: an Internet website, collaboration with NIH to provide a list of MQSA-certified
facilities, and a toll-free facility hot line.

Performance: FDA met this goal in FY 2008 by ensuring that 97 percent of an estimated 8,800
mammography facilities met inspection standards with less than 3 percent level 1 (serious)
problems. Inspection data continue to show facilities' compliance with the national standards for
the quality of mammography images. Improving the quality of images should lead to more
accurate interpretation by physicians and, therefore, to improved early detection of breast cancer.
FDA works cooperatively with the States to achieve this goal.

7. Number of domestic and foreign Class Il and Class I11 device inspections. (254201)

Context: The ultimate goal of preventing unsafe and ineffective devices from reaching the
consumer will be advanced by detecting and intercepting unsafe and ineffective product at the
manufacturing level. By utilizing risk-based inspection strategies and focusing on surveillance
throughout a products life-cycle FDA will be better able to protect the public health by ensuring
both the quality and effectiveness of medical devices available in the U.S. marketplace. The FY
2009 target was increased to 1,340 inspections due to FY 2008 Supplemental funding increases
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in the Field Devices Program. For FY 2010, the target has been increased to 1,365 to reflect the
FY 2009 Appropriations.

Performance: FDA exceeded the FY 2008 medical device performance goal of 1,270 by
inspecting 1,431 foreign and domestic high-risk Class 11 and Class 111 medical device
manufacturers.

8. Participation rate of facilities in the MedSun Network. (252201)

Context: FDAMA gives FDA the mandate to replace universal user facility reporting with the
Medical Product Surveillance Network (MedSun) that is composed of a network of user facilities
that constitute a representative profile of user reports. MedSun is a critical component in
increasing the percent of the population covered by active surveillance, which will allow for
more rapid identification and analysis of adverse events. FDA will ensure the active
participation of 95% of Medsun facilities in FY 2009.

Performance: In FY 2008, FDA expanded actively participating sites in MedSun Network to
98% and maintained a cohort of 350 facilities.
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CDRH Program Activity Data (PAD)

FY 2008 FY 2009 FY 2010
CDRH Workload and Outputs Actual Estimate Estimate
Expedited PMA Received 3 5 9
Expedited PMA Approved 1 3 8
Expedited PMA — Performance 90% 90% 90%
e 0 | w | w
?I;ADA; g]%pg%eegited) 22 25 45
Original PMA performance 90% 90% 90%
PMA Supplement Panel Tracks Received 7 8 12
PMA Supplement Panel Track Approved 3 6 12
Panel track PMA Supplement performance 90% 90% 90%
Humanitarian Device Exemptions Received 3 6 6
Humanitarian Device Exemptions Approved 2 5 5
Average HDE FDA Review Time (FDA days approval) 534 250 140
PMA Supplements Received 171 150 150
PMA Supplements Approved 141 135 135
510(k)s Received (Trad., Special, Abbrev., 3" party) 3,848 3,800 3,600
510(k)s Completed (All Decisions)® 3,570 3,600 3,500
510(K) performance 80% 80% 80%
Investigational Device Exemptions Received 221 230 230
Investigational Device Exemptions Decisions 219 220 220
% Acted on Within 30 Days 100% 100% 100%
IDE Supplements Received 4,439 4,300 4,300
IDE Supplements (Approved/Total Decisions) 4,395 4,300 4,300
% Acted on Within 30 Days 100% 100% 100%
Total Standards Recognized for Application Review 795 815 830

* MDUFMA 510(k) Performance for FY 2008 is incomplete as the cohort remains open.
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Field Devices Program Activity Data (PAD)

- - FY 2008 FY 2009 FY 2010
Field Devices Program Workload and Outputs Actual Estimate Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC DEVICES

ESTABLISHMENT INSPECTIONS 1,996 2,322 2,404
Bioresearch Monitoring Program Inspections 289 300 300
Pre-Approval Inspections 60) 75 75
Post-Market Audit Inspections 42 58 58
GMP Inspections 1,271 1,476 1,560
Inspections (MQSA) FDA Domestic (non-VHA) 278 334 334
Inspections (MQSA) FDA Domestic (VHA) 31 30 30
Domestic Radiological Health Inspections 90 125 125

Domestic Field Exams/Tests 480 480 480

Domestic Laboratory Samples Analyzed 144 201 201

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN DEVICES

ESTABLISHMENT INSPECTIONS 262 297 329
Foreign Bioresearch Monitoring Inspections 14 10 10
Foreign Pre-Approval Inspections 38 34 34
Foreign Post-Market Audit Inspections 10 21 21
Foreign GMP Inspections 208 251 288
Foreign MQSA Inspections 15 14 14
Foreign Radiological Health Inspections 11 5 5

IMPORTS

Import Field Exams/Tests 6,566 8,770 13,180

Import Laboratory Samples Analyzed 1,110 1,141 1141

Import Physical Exam Subtotal 7,676 9,011 14,321

Import Line Decisions 5,567,469 6,786,886 8,273,385

Percent of Import Lines Physically Examined 0.14% 0.15% 0.17%

STATE WORK

UNIQUE COUNT OF STATE CONTRACT DEVICES

ESTABLISHMENT INSPECTIONS 8,272 8515 8513

UNIQUE COUNT OF STATE PARTNERSHIPS ANIMAL

DRUGS AND FEEDS ESTABLISHMENT INSPECTIONS 71 71 71
Inspections (MQSA) by State Contract 7,639 7,382 7,380
Inspections (MQSA) by State non-Contract 620 1,120 1,120
GMP Inspections by State Contract 13 13 13

State Contract Devices Funding $75,000 $85,000 $120,000

State Contract Mammography Funding $9,000,000 $9,500,000 $10,000,000

Total State Funding $9,075,000, $9,585,000 $10,120,000

TOTAL DEVICES INSPECTIONS (FOREIGN AND

DOMESTIC/FDA AND STATE)

GRAND TOTAL DEVICES ESTABLISHMENT

INSPECTIONS 10,601 11,205 11,317

169




BLANK PAGE

170



NATIONAL CENTER FOR TOXICOLOGICAL
RESEARCH

The FY 2010 program level budget request for the FDA’s National Center for
Toxicological Research is $58,745,000.

The following table shows a three-year funding history for the National Center for
Toxicological Research Program:

FDA Program Resources Table

FY 2008
FY 2010
FY 2009 President's | FY 2010 +/- FY
Enacted Actuals Omnibus Budget Request| 2009 Omnibus

Program Level $47,402,000, $44,443,000 $52,511,000 $58,745,000 $6,234,000
Center $47,402,000, $44,443,000 $52,511,000 $58,745,000 $6,234,000
FTE 196 192 198 210 12
Program Level FTE 196 192 198 210 12
Budget Authority $47,402,000, $44,443,000 $52,511,000 $58,745,000 $6,234,000
Center $47,402,000, $44,443,000 $52,511,000 $58,745,000 $6,234,000
Pay Increase (non add) $690,000 $690,000
Protect America's Food Supply (non-add) 1,625,000 1,625,000
Safer Medical Products (non-add) $3,919,000 $3,919,000

Budget Authority FTE 196 192 198 210

The FDA'’s National Center for Toxicological Research operates under the following legal
authorities:

Federal Food, Drug, and Cosmetic Act [21 U.S.C. 393(b) (1)]
Food and Drug Administration Modernization Act*
Food and Drug Administration Amendments Act of 2007"

Allocation Method: Direct Federal/Intramural

Program Description and Accomplishments

The FDA’s National Center for Toxicological Research (NCTR) conducts peer-reviewed
scientific research and provides expert technical advice and training that enables FDA to
make sound science-based regulatory decisions that improve the health of Americans. The
research conducted by the National Center for Toxicological Research provides cutting-
edge technology for FDA reviewers and solutions to complex safety issues by closing the
gap between discovery and practical application in determining the safety of products for
patient use.

* Authorities under this act do not appear in sequence in the U.S. Code. The authorities are codified as
amended in scattered sections of 21 U.S.C.
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NCTR receives federal appropriations to execute its mission under the legal authorities
highlighted above. NCTR spends all of its resources to conduct scientific research in
support of the FDA’s mission to bring safe and efficacious products to market and to
reduce the risk of adverse health effects.

NCTR was established in 1971 as a national scientific resource to conduct research that
translates knowledge and technology into processes that improve the safety-assessment of
FDA-regulated products. Through the efforts of highly trained scientists and contract
support staff, NCTR conducts fundamental and innovative laboratory research vital to the
mission of protecting public health such as:

e developing scientific processes to advance FDA towards personalized medicine
(individualized therapy and disease susceptibility)

e identifying early predictors of risk of toxicity of regulated products

e developing, validating, and providing guidance for the regulatory use of new
technologies

e providing regulatory tools that facilitate premarket review, postmarket safety
assurance, and risk-based product safety decisions

e evaluating the biological effects of potentially toxic chemicals or microorganisms
e providing key research data for high priority safety issues

e performing research in the areas of food safety and food defense

e facilitating expedited development of regulated products to improve public health.

NCTR leads national and international collaborations and innovation among government,
industry, and academic partners to leverage resources to address regulatory review needs,
develop solutions to complex safety issues, and promote the international standardization
and global harmonization of regulatory science.

NCTR executes its research responsibilities in three program areas: Personalized Nutrition
and Medicine, Food Protection, and Enhancing Product Safety.

Personalized Nutrition and Medicine

Under Personalized Nutrition and Medicine, NCTR aims to define and characterize
individual responses to regulated products such as drugs, devices, biologics, cosmetics, and
nutrients to improve the health of Americans. While the research strategies of the 20th
century yielded data and knowledge that extended our average life span and improved
personal and public health, much of that knowledge was based on the average response of
a population to a food, nutrient, or environmental chemical or the average risk for carrying
a specific allele of a gene involved in a disease. Such knowledge may or may not be
applicable to an individual with different genotypes or environmental exposures.
Personalization is aimed at changing the public’s perception that there are good drugs and
bad drugs, to a more accurate impression that certain drugs may work well for certain
people, but poorly for others.
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NCTR promotes Personalized Nutrition and Medicine by developing a broad range of
studies involving systems toxicology assessments to characterize biomarkers of health,
disease risk, and disease status. These indicators will aid the FDA in developing science-
based individualized treatment therapies that will increase treatment effectiveness and
reduce the rate of adverse events in patients. NCTR will explore new approaches such as
nutrigenomics to better understand how individual attributes affect responses to drugs,
foods, nutrients, and dietary supplements.

Under Personalized Nutrition and Medicine, NCTR supports the Department of Health and
Human Services (DHHS) priority of Personalized Health Care and FDA'’s Critical Path
Initiative. Under these programs, DHHS anticipates being able to dramatically increase the
success rate in providing patients with innovative solutions that strike an optimal balance
of high benefit and low risk because they are “personalized” making the goal of reducing
the pain, suffering, and cost to patients and the healthcare system that result from avoidable
drug side-effects more achievable.

NCTR conducts regulatory research to support Personalized Nutrition and Medicine with
collaborations in the systems biology realm of research with industry, academia, and
within FDA, and has identified a performance outcome related to personalized medicine.
NCTR’s overall performance to date for FY 2005 through FY 2008, combined with FY
2009 and 2010 goals, indicates NCTR is meeting or exceeding most personalized nutrition
and medicine targets. NCTR is developing research strategies that account for genetic,
environmental, and cultural diversity that influence expression of genetic make-up and
produce knowledge for improving personal and public health. NCTR is also developing
classification algorithms for predicting disease and health and is developing a statistical
method to identify gender-based biomarkers for both toxicity and efficacy of treatments.
NCTR will continue research to define the correlations between an individual's nutrition,
health, and genetic profile. These new and innovative projects are conducted with local-
community participation. This increased understanding can be used to develop
personalized dietary recommendations which may improve the health of individuals and
communities.

NCTR accomplishments in FY 2008 support the goal of personalizing nutrition and
medicine. A manuscript submitted for publication described the results of a prototype
pattern-recognition algorithm that detects normal and anomalous tissue developed from
more than 30 non-invasive magnetic resonance spectroscopy (MRS) brain scans. The
algorithm was developed to increase the ease and accuracy of interpreting complex MRS
scans that are expected to detect early-stage cancers. In 2008, NCTR also expanded the
study to include a training set of almost 150 brain scans representing multiple types of
tumors and normal scans. Ultimately the goals of these projects are to develop and apply
pattern-recognition algorithms to identify early manifestations of brain disease, to classify
and grade tumors, and to use the algorithms in other clinical applications such as the
detection of breast and prostate cancer markers. These projects are anticipated to lead to
improved tumor diagnostic techniques and provide more affordable noninvasive tissue
screening for disease.
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In 2008, NCTR organized and led the eighth Microarray Quality Control (MAQC)
meeting, as part of the second phase of the MAQC project, with participants from across
the government, academia, and industry. MAQC I focused on the reproducibility of gene
expression experiments and resulted in an FDA companion guidance document for
pharmacogenomic data submissions. MAQC Il aims to standardize microarray data
analysis by building consensus for “best practices” in the development and validation of
microarray-based predictive models. It is expected that an FDA guidance document on the
appropriate use of microarray genomic data in clinical and preclinical settings will be
developed based on findings from the MAQC-I11 project. More than fifteen manuscripts
generated from the MAQC-I11 project have been submitted for peer-reviewed publication.

NCTR initiated a Community-Based Participatory Research (CBPR) project, in
conjunction with the USDA, in the Lower Mississippi Delta as a means to capture and
assess individual nutritional, environmental, and activity exposures. The project is being
conducted in this area because there is a severe problem with adult obesity and the risk for
obesity in children is significantly higher than the national average. The pilot project
examined the effect of better nutrition on serum levels of certain vitamins and metabolites
in children enrolled in a 2008 obesity prevention summer camp for youth. Data generated
can improve the basis of public health policies and inform those interested in developing
improved access to food and healthcare in the Delta region.

In addition, NCTR scientists applied their classification algorithms, Classification by
Ensembles from Random Partitions (CERP), which integrate data from omics and
environmental assessments to identify gender-specific biomarkers for individualized
treatment of non gender-specific disease such as liver disease. Ideally, patient treatment
should be based on an individual’s disease characteristics and risk factors. The
identification of gender-specific biomarkers from microarray gene expression data will aid
in evidence-based and validated biomedical decision-making.

In 2008, NCTR acquired and installed a high-resolution dedicated positron emission
tomography (microPET) instrument in a specialized NCTR Imaging Facility that will be
used in preclinical studies on the development of toxicity. This noninvasive imaging tool
allows for an increased level of data from animal models and provides a direct link to
clinical applications. Biomedical imaging has the potential to play an important role in
drug-development processes and the diagnosis of disease in vital organs such as the heart,
liver, and brain. Imaging devices that reveal clinical and pharmacogenomic information
will individualize medicine both for the diagnosis and treatment of disease, and allow for
monitoring the efficacy of treatment regimens.

Food Protection

In support of Food Protection, the public health goals of NCTR are prevention and
intervention. NCTR’s Food Protection program will develop techniques to prevent
contamination of the food supply and the environment, and to ensure timely intervention
strategies by developing rapid, field-ready standards for the early detection of microbial or
chemical threats to the food supply. New methods and risk-based techniques continue to
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be developed to identify naturally occurring and intentional contamination of the food
supply and the environment. To support this goal, NCTR is expanding its capability to
identify, assess, rapidly respond to, and reduce food-related health threats.

NCTR develops methods to assess and manage risks associated with food products that
have been adulterated, intentionally contaminated, or otherwise found to be detrimental to
human health by enabling FDA and other agencies to:

« rapidly determine the source of the contaminant by providing genomic information
to the traceback investigation

e closely monitor imported food products contaminated with traditional and non-
traditional biological agents that have the potential to cause outbreaks in the U.S.

« more quickly issue health alerts to the state and local public-health agencies in case
of an outbreak associated with consumption of contaminated food products

o improve modeling of risk assessment data in present and future food imports.

Under the Food Protection program, NCTR seeks to enhance the nation’s healthcare
system to respond to bioterrorism and other public health challenges. The program is also
directly linked to one of FDA’s key initiatives — the Food Protection Plan. Through food
protection research, NCTR will continue to develop the tools and science necessary to
better understand the location of food security vulnerabilities and the most effective ways
to minimize them.

NCTR conducts Food Protection regulatory research in collaboration with industry,
academia, and within FDA, and has identified a performance outcome related to food
protection. NCTR’s overall performance to date for FY 2005 through FY 2008, combined
with FY 2009 and 2010 goals, indicates NCTR is meeting or exceeding most food-
protection targets. NCTR research will lead to the development of methods or strategies
to: 1) rapidly distinguish bioterror hoax material in samples containing pathogenic and
nonpathogenic bacteria, 2) use microarray technology to quickly and inexpensively detect
antibiotic resistance markers in Salmonella, and 3) reduce the frequency of multidrug-
resistant microorganisms and key pathogens in the U.S. food supply. The research
conducted by the NCTR contributes to FDA’s goal of increasing food protection for the
public.

NCTR will continue research projects to further evaluate metabolomic and bacterial
signatures of drink spoilage in milk. This investment should lead to a better understanding
of the interactions between bacteria in milk, which may help to reduce or eliminate
organisms that lead to spoilage. NCTR will also continue the development of an integrated
genomic knowledge base for Salmonella including identification of knowledge gaps and
development of projects to address those gaps. The goal is to increase identification and
understanding of food vulnerabilities.

In 2008, NCTR investigators developed a cell-based assay method and a biochemical assay

to detect and measure the activity of ricin and related toxins in diverse foods such as infant
formulas, fruit juices, yogurt cultures, and peanut butter. The assay methods are very
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sensitive and detect many cytotoxic agents with food-safety relevance, including the
Category B select agents of ricin, abrin, Shiga toxin, the mycotoxin fumonisin By, and the
toxic transition metal ions cadmium, iron, and copper, that are found in diverse types of
food. Applied studies performed using this method showed that ricin is not inactivated by
the typical pasteurization conditions used in manufacturing infant formulas and fruit juices.
Ultimately, the evolving progress on these studies demonstrates the need to leverage
resources to develop technology that extracts toxins from contaminated produce and other
solid surfaces.

To support the Food Protection Plan, NCTR completed an Interagency Agreement with
USDA and Homeland Security to determine the survivability of Bacillus anthracis in
processed liquid-egg products which includes whole eggs, egg yolks, and egg whites
stored at permissive and non-permissive temperatures. The requirements for survival and
inactivation of a surrogate strain of Bacillus anthracis (Sterne strain) in these products
were determined. Data from this research will be applied to assessing risks resulting from
deliberate inoculation of anthrax spores in a high-value food matrix.

In 2008, NCTR scientists applied the NCTR-developed genomic tool, Mitochip, to a
mouse model to determine the mechanism by which a weight-loss dietary supplement and
natural metabolic stimulant, usnic acid, causes liver toxicity. Usnic acid is an organic
compound with antimicrobial properties and has been used as an active ingredient or as a
preservative in several consumer products, including creams, toothpastes, mouthwashes,
deodorants, shampoos, and sunscreens. Understanding the drug-induced toxic effects on
mitochondria in the liver will aid researchers in determining the human risk of exposure to
low levels of usnic acid that are present in dietary supplements currently being marketed as
antimicrobials.

Recently, NCTR scientists developed a rapid molecular method that can identify multi-
drug resistant Salmonella from food samples. Recent collaborations with NCTR and the
Office of Regulatory Affairs (ORA) on imported seafood Salmonella isolates have
provided new information on the prevalence of antibiotic-resistant genes. The genetic
fingerprinting was helpful in identifying similar strains isolated from different seafood
samples, in different countries and years. The Centers for Disease Control (CDC) and
Prevention estimate approximately 1.4 million cases of Salmonellosis occur annually in the
U.S. causing significant economic loss and substantial morbidity. This study provides an
understanding of the frequency and mechanism of antibiotic resistance in imported seafood
products and enhances the FDA’s mission to increase safety in the food supply
domestically and abroad.

In 2008, NCTR determined that human intestinal microflora play a key role in the
metabolism of azo dyes used in cosmetics, food products, textiles, plastics, and
pharmaceuticals. The metalobolism of azo dyes by the human body is important because
some azo dyes are known carcinogens. The study found that the human intestinal
microflora are capable of degrading azo dyes found in contaminated foods and toxic
aromatic amines, which is a potential danger to the American public. This information
allows FDA scientists to gain a clearer understanding of how food contaminants affect the
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intestinal microflora and how changes in the microflora may affect human health. It also
provides the FDA with new information to consider when assessing the risk of azo dyes in
food products.

Enhancing Product Safety

Under Enhancing Product Safety, NCTR scientists conduct customized bioassessments of
regulated products. The goals of Enhancing Product Safety are to translate toxicity data
into a comprehensive risk-based evaluation and to develop reliable and reproducible
techniques for conducting safety assessments of FDA-regulated products. Quantitative
evaluation of animal data is extrapolated to humans to establish a safety assessment for
regulated products. These studies bridge the gap between laboratory studies and practical
application, leverage new technologies, and support collaboration with industry and
academia to speed and strengthen the process of regulatory decision-making.

NCTR regulatory research in support of Enhancing Product Safety expanded the
integration of animal and human data in providing improved risk assessment and has
identified a performance outcome related to enhancing product safety. This supports the
critical path initiative to establish new scientific tools, especially in the area of
bioinformatics. NCTR’s overall performance to date for FY 2005 through FY 2008,
combined with FY 2009 and FY 2010 goals, indicates NCTR is meeting or exceeding most
targets towards enhancing product safety. NCTR research will allow FDA to increase the
number of safe and effective new products available to the public by integrating new
technology and standards into the review and evaluation of FDA-regulated products at all
stages of the product lifecycle.

In support of the goal to Enhance Product Safety, NCTR is conducting ongoing research
on the pediatric anesthetic, ketamine, in collaboration with CDER. Ketamine is in a class
of anesthetic compounds that cause neurodegeneration when administered during
development in rodents. To determine the clinical relevance of the rodent studies,
scientists are evaluating the neurological effects of ketamine use in developing nonhuman
primates, an animal model closely related to the human infant. Ketamine-treated animals
are being assessed to determine the level of safety during all stages of pregnancy and early
childhood development. Obtaining data on the relationship of dose-level and anesthesia
duration to cell death and the permanency of damage to brain cells, will provide pivotal
information for assessing the potential public-health risk associated with the pediatric use
of agents such as ketamine and other anesthetic agents. The results from these studies are
not only providing fundamental insight into normal developmental processes, but are also
providing important data to guide pre- and post-market regulatory decisions and guidance
for future pre-clinical and clinical studies. NCTR will continue to develop noninvasive
techniques using imaging systems to determine if the use of anesthetics in children is
associated with memory and learning deficits or other changes in the central nervous
system. Development of these techniques will help FDA better understand the risks and
benefits of anesthetic use in children that can lead to improved guidelines.

NCTR has made large strides in establishing itself as the core source of nanotechnology
knowledge for the FDA. NCTR will support nanotechnology studies with the newly
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created NCTR/ORA Nanotechnology Core Facility (NCF) by providing analytical support,
materials characterization, and electron microscopy support. Critical equipment purchases
have been made and NCTR will be hiring one additional FTE, an electron microscopy
technician. By conducting this research, FDA will have a better understanding of the
consequences of human exposure to nanoscale materials so that FDA may provide
guidelines for the safe and effective use of these materials in regulated products.

In FY 2008, NCTR implemented the Science Training and Exchange Professional (STEP)
Development Program to facilitate and strengthen the sharing of scientific expertise, tools
and technology across the FDA Centers through short-term training or research. In its first
year of the program NCTR accepted 12 scientists from CDRH, CVM, CFSAN, and ORA.
This short-term training and exchange program is designed to enhance the professional
development of Agency scientists through hands-on training, encourage the exchange of
technical information on new laboratory methods and technologies, and foster networking
and collaborations.

NCTR also established a secure, digital-imaging and software system to be used in the
formal peer review of Good Lab Practices (GLP) studies. This virtual-pathology
environment significantly reduces procedural costs and facilitates the organization of
global professionals producing the most expert and timely reviews possible. Using
advanced digital scanners, computer networks, and sophisticated software, it is possible to
make high-resolution, high-quality images of samples and send them anywhere in the
world for analysis within hours rather than days. This new digital pathology technology
implemented at NCTR and featured in “Government Health IT,” enables military doctors,
government scientists, and university researchers to speed diagnoses and save lives.

NCTR scientists are actively working with the CDER genomic group to review genomic
data from Voluntary eXploratory Data Submissions (VXDS) using ArrayTrack™. A
manuscript titled “ArrayTrack™ — An FDA and Public Genomic Tool” has been submitted
describing the role of ArrayTrack™ in FDA's VXDS program. NCTR will develop a
prototype that integrates an agency-wide bioinformatics data warehouse (Janus databases)
with analytical tools such as ArrayTrack™ and SNPTrack in FY2010 to manage and
analyze omic data voluntarily submitted through the VXDS process by industry. Because
Janus is based on the same model typically used for electronic healthcare records and
clinical data repositories, this information can be integrated with the VXDS data and
analyzed to enable earlier detection of adverse events and to foster personalized nutrition
and medicine. An efficient and integrated bioinformatics infrastructure within the agency
is essential to review and understand how sponsors reach their biological conclusions and
to ensure the incorporation of omics data into regulatory processes. ArrayTrack™
provides this infrastructure so that the data analysis and interpretation process is simplified
and enhanced, enabling FDA to realize the public health benefits of genomic data.

In 2008, NCTR scientists developed Mold2, a software package freely available to the
scientific community that rapidly calculates a large and diverse set of molecular descriptors
encoded with two-dimensional chemical structure information. Comparative analysis of
Mold2 descriptors with those calculated from commercial software on several published
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datasets demonstrated that Mold2 produced more predictive models. Predictive modeling
can reduce the likelihood that companies will develop a drug compound that fails in animal
toxicology studies late in the product-development phase after a large investment of FDA
and pharmaceutical resources has been spent. This important decision-support tool allows
for improved predictive toxicology that can lead to significant savings of time and money
for both the pharmaceutical industry and the FDA, limited testing on animals, and
increased safety and effectiveness of new products available to the American public.

Five Year Funding Table

The following table shows a five-year funding history for the National Center for
Toxicological Research’s program level and budget authority resources.

Program Budget
Fiscal Year Level Authority FTE
FY 2006 Actual $40,739,000 $40,739,000 190
FY 2007 Actual $42,056,000 $42,056,000 183
FY 2008 Actual $44,443,000 $44,443,000 192
FY 2009 Omnibus $52,511,000 $52,511,000 198
FY 2010 Estimate $58,745,000 $58,745,000 210
Budget Request

The FY 2010 President’s Budget request for NCTR is $58,745,000. It is an increase of
$6,234,000 above the FY 2009 FDA appropriation level in the Omnibus Appropriations
Act, 2009. Base funding for the NCTR supports research in each of NCTR’s three
program areas of Personalized Nutrition and Medicine, Food Protection, and Enhancing
Product Safety. The goal of these program areas is to enable FDA to make sound science-
based regulatory decisions and improve the health of the American people.

In the Personalized Nutrition and Medicine program area, new methods for establishing
gender-related biomarkers critical to evaluating efficacy and toxicity of individualized
treatments for diseases that are not gender-specific will be developed. The ultimate goal of
this biomarker research is the development of a user-friendly classification software tool
available to the research community. Community-based participatory research is another
important area in this program that focuses on identifying the correlation between an
individual’s nutrition, genetic profile, health, and susceptibility to chronic disease. The
increased understanding of gender-specific biomarkers and gene-environment interaction
will aid in the proper treatment and management of disease and advance the development
of effective and safe medications, dosing regimens, and dietary guidelines that are tailored
to an individual’s genetic make-up.
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In the Food Protection program area, techniques are developed to help prevent and detect
both accidental and intentional food contamination. A primary goal of Food Protection
research is to develop faster and easy-to-administer methods for earlier detection of
microbial or chemical contaminants in the American food supply. This initiative will
allow FDA to increase its prevention and remedy of food contamination by arming
reviewers and industry with an arsenal of faster microbial detection methods and
techniques.

In the Enhancing Product Safety program area, studies will be initiated to identify
biomarkers of exposure and toxicity resulting from the use of nanomaterials such as the
heavy metal manganese in a wide spectrum of applications including medical diagnostic
and treatment equipment. These studies will focus on the effects of these materials on
developing neurological systems. This will enable FDA to gain a better understanding of
health and safety issues related to the use of nanomaterials. The nanotechnology research
will provide a framework for regulatory guidelines for the safe and effective use of
nanomaterials in FDA-regulated foods, cosmetics, and medical products. NCTR will
continue to conduct studies to understand the toxicological and biological impact of animal
exposure to nanomaterials. It is important for FDA to understand the toxicological
consequences of the administration of nanoscale drugs, intentional exposure to nanoscale
devices, and unintended exposure to nanoscale materials. Improved understanding of
nanomaterials, their transport, and their toxicity will provide a framework for regulatory
guidelines for safe and effective use of nanomaterials to provide early recognition of
potential safety issues before they become adverse events. FDA has already reviewed and
approved some nanotechnology-based products, and expects a significant increase in the
number of nanoscale materials in drugs, devices, biologics, cosmetics, and food.
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National Center for Toxicological Research (NCTR) Performance Measures Table

Long Term Objective: Provide consumers with clear and timely information to protect
them from foodborne illness and promote better nutrition.

Measure FY Target Result
262401: Develop biomarkers to assist 2010 Interpret data collected in the December 2010
in identifying the correlation between Delta Vitamin Obesity Study
an individual’s nutrition, genetic 2009 |N/A N/A
profile, health, and susceptibility to
chronic disease in support of N/A N/A
personalized nutrition and health. 2008
(Output)

Long Term Objective: Increase the number of safe and effective new medical products

available to patients.

Measure FY Target Result
263101: Use new omics 1) Demonstratable tool to use in the
technologies and pattern- drug-review process based upon the
recognition algorithms to liver toxicity knowledge base
analyze imaging data for early- 2010 2) Develop translatable biomarkers December 2010
stage disease diagnosis and to for studying pediatric products (e.g.
study how an FDA-regulated ketamine, methylphenidate)
compound or product interacts Analyze imaging data by application
with the human body. (Output) 2009 |of pattern-recognition algorithms to | December 2009
other tissues and diseases
1) Omics data in the review process | 1) 7 VXDS submissions
2) Determine limitations of the reviewed using omics tools
2008 algorithms (e.g. staging disease) (Target Met)
2) Algorithm able to classify
four disease categories
(Target Met)
1) Systems biology in drug review 1) Urinary biomarkers for
2) Proof-of-principle that pattern kidney failure
recognition can supplement MRS (Target Met)
brain scan interpretation 2) AZT effects on
mitochondria
2007 (Target Met)
3) Prototype algorithm was
successfully developed from 30
MRS brain scans
(Target Met)
N/A Hepatotoxicity of Type 2
2006 diabetes drugs
(Target Met)
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Measure FY Target Result
N/A 1) Biomarkers of liver toxicity
(Target Met)
2) PPAR effects on liver-gene
expression
2005 (Target Met)
3) Age-related changes in gene
expression
(Target Met)
263102: Develop computer- Add metabolomics module to
based models and infrastructure 2010 ArrayTrack™ December 2010
to predict the health risk of ™
biologically active products. 2009 Expand ArrayTrack December 2009
(Output) .. . SNPTrack Version 1 developed
2008 |Bioinformatics data package (Target Met)
1) IMP® and ArrayTrack™
integration
Utility of Array Track™ and training | (Target Met)
2007 . L
for reviewers 2) Regulatory training on
ArrayTrack™
(Target Met)
Microarray studies on
2006 Interpret DNA study using nutritional supplements,
ArrayTrack™ comfrey and aristolochic acid.
(Target Met)
Develop a computer-based system to ™
2005 |integrate databases, libraries and ArrayTrack™ implemented

analytical tools

(Target Met)

Long Term Objective: Improve the medical product review process to increase the
predictability and transparency of decisions using the best available science.

Measure FY Target Result
263201: Develop science base Validate SOPs for detection of
for_supportmg FDA regul_atory 2010 nanoscale materlals_ in FDA- _ December 2010
review of new and emerging regulated products in collaboration
technologies. (Output) with ORA/ARL
2009 Operational joint NCTR/ORA December 2009

Nanotechnology Core Facility

Long Term Objective: Prevent safety problems by modernizing science-based standards
and tools to ensure high-quality manufacturing, processing, and distribution.

Measure FY Target Result
264101: Develop risk assessment 1) Rapid detection toolkits for
methods and build biological dose- foodborne pathogens applicable
response models in support of Food to fresh produce; evaluate in
Protection. (Output) 2010 field situations December 2010

2) Begin research on Bisphenol
A (BPA), a component in baby
bottles and formula containers
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Measure

FY

Target

Result

2009

1) Rapid pathogen detection
2) Antibiotic resistance markers

December 2009

2008

Ricin screening assay

Cell-based assay and PCR-
based biochemical assay
developed

(Target Met)

2007

Flow cytometry technology

1) Test kits and methods for
pathogens

(Target Met)

2) Additional Salmonella
biochip

(Target Met)

2006

N/A

Method to screen 131
antibiotic resistance markers
(Target Met)

2005

N/A

Salmonella biochip
(Target Met)

Long Term Objective: Detect safety problems earlier and better target interventions to

prevent harm to consumers.

Measure FY Target Result
264201: Develop standard 2010 1) MAQC—draft guidance December 2010
biomarkers to establish risk document for microarray standards
measures for FDA-regulated 2) ldentify gender-specific
products. (Output) biomarkers that enable improved
risk/benefit decisions for
treatments
2009 Biological effects of manganese December 2009
nanoparticles
2008 Microarray data standards MAQC-II results are in and 15
manuscripts on track for March
2009 submission
(Target Met)
2007 Carbon nanomaterials methods and | 1) Ketamine-induced
ketamine research neurotoxicity in primate model
(Target Met)
2) Synthesis methods for
nanotubes
(Target Met)
2006 N/A 1) Behavioral effects of
acrylamide
(Target Met)
2) Concurrent
neuropathological analysis
(Target Met)
2005 N/A 1) Neuro-imaging in nonhuman

primates

(Target Met)

2) Data from PET technology
(Target Met)
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1. Develop biomarkers to assist in identifying the correlation between an
individual’s nutrition, genetic profile, health, and susceptibility to chronic disease in
support of personalized nutrition and health. (262401)

Context: NCTR’s goal is to define the correlations between an individual’s nutrition,
health, and genetic profile. This research will provide baseline data that supports the FDA
goal of providing consumers clear and timely information to help promote personalized
nutrition and health. Identifying biomarkers of health, susceptibility to chronic disease,
and gene-micronutrient interactions is essential to gaining a more complete scientific
understanding of health. NCTR is implementing a novel research program for
personalized nutrition and health that relies on the “challenge homeostasis” concept for
identifying markers of health and susceptibility. This approach implements a safe, but
acute, challenge to the body’s ability to regulate and maintain balance. NCTR will use its
current omics capabilities, in conjunction with its expanded genomic analyses capabilities,
to conduct this research. The intervention design proposed by NCTR establishes a model
that may be used by the emerging International Micronutrient Genomics Project that will
compare gene-micronutrient interactions across populations and cultures.

Performance: The NCTR Division of Personalized Nutrition and Medicine (DPNM)
developed a community-based participatory research strategy for personalizing healthcare.
The approach is to analyze genetic and nutrition interactions involved in the predisposition,
development, and severity of obesity. The Delta Vitamin pilot study was conducted in
2008 at the Boys, Girls, and Adults Community Development Center Summer Camp in
collaboration with the USDA-Agricultural Research Service Delta Obesity Prevention
Research Unit. This study introduced the concept of biomedical research to the local
community. The research compared the participating children’s serum vitamin levels
before and after a five week improved diet of healthier foods. The proposed research
program for the 2009 Delta Vitamin Study expands the study to include genetic and
metabolomic analyses of the local community participants. The FY 2010 goal is to begin
to define the correlations between an individual’s diet and genetic profile to develop
personalized dietary recommendations which may improve the health of individuals and
communities.

2. Use new omics technologies and pattern-recognition algorithms to analyze
imaging data for early-stage disease diagnosis and to study how an FDA-regulated
compound or product interacts with the human body. (263101)

Context: With the advent of new technologies such as toxicoinformatics, proteomics,
metabolomics, and genomics, and the expanding capabilities of noninvasive imaging
technologies, FDA has the necessary tools to detect disease at an earlier stage and to better
understand how an FDA-regulated compound or product interacts with the human body.
The accelerated rate at which technological advances are being made in the marketplace
dictates that FDA accelerate its rate of innovation in the regulatory-research arena.
Combining genomic knowledge with microPET imaging is expected to facilitate the search
for genetic predictors of drug response. Devices such as microPET that reveal clinical and
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pharmacogenomic information will serve to individualize medicine both for the diagnosis
and treatment of disease, and allow for monitoring the efficacy of treatment regimens.

Performance: In FY 2008, NCTR scientists expanded a pattern-recognition algorithm that
was developed to increase the ease and accuracy of interpreting complex magnetic
resonance spectroscopy (MRS) scans from more than 30 brain scans to include a set of
almost 150 brain scans. In FY 2009, the goal is to develop and apply pattern-recognition
algorithms to identify early biomarkers of brain disease and to use algorithms to analyze
imaging data of other tissues and diseases such as breast and prostate cancer. NCTR’s FY
2010 goal in this area, to develop translatable biomarkers for studying pediatric products,
is especially critical as advances in pediatric and obstetric surgery have resulted in an
increase in complexity, duration, and number of anesthetic procedures. To minimize risks
to children resulting from the use of anesthesia, it is necessary to understand the effects of
anesthetic drugs on the developing nervous system by determining the time-course of
neuronal-cell death induced by ketamine administered repeatedly in living animals. NCTR
will conduct studies using noninvasive microPET imaging to determine clinical relevance
to the pediatric population.

3. Develop computer-based models and infrastructure to predict the health risk of
biologically active products. (263102)

Context: To effectively support large datasets generated using new technologies such as
toxicoinformatics, proteomics, metabolomics, and genomics, NCTR scientists develop and
enhance scientific analytical software in collaboration with colleagues from government,
academia, and industry to advance the incorporation of this data analysis into the
regulatory process. NCTR’s key objective is to develop computer-based models and
infrastructure to predict the health risk of biologically active products. ArrayTrack™ is
software invented by NCTR scientists that allows for the management, analysis, and
interpretation of vast amounts of omics data, and is an important tool for the American
public to benefit from the vast amount of bioinformatic data being generated from the new
technologies. The expanded use of ArrayTrack™ and other bioinformatic tools allows
FDA to support the rapid translation of scientific research into reliable and safer
treatments, and better risk evaluations by improving the analysis and management of
available data.

Performance: In FY 2008, NCTR developed a bioinformatics infrastructure, SNPTrack
Version 1, for genotyping-data management, analysis, and interpretation which has been
used in VXDS reviews. The FY 2009 and FY 2010 goals to expand ArrayTrack™ to
accommodate the analysis of other omics data such as proteomics and metabolomics will
even further simplify and enhance FDA’s data analysis and review process. Another
important accomplishment in FY 2008 is the selection of ArrayTrack™ by Eli Lilly for
their clinical gene-expression data storage and baseline analysis. ArrayTrack™ was
chosen as Eli Lilly’s data management and analysis tool because of its architectural
structure, quality, security, and its ability to support their gene-expression studies.
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4. Develop science base for supporting FDA regulatory review of new and emerging
technologies. (263201)

Context: NCTR’s goal to develop a science base to support the FDA regulatory review of
new and emerging technologies by establishing a joint NCTR/ORA Nanotechnology Core
Facility will strengthen the FDA’s ability to prevent potential health-endangering products
from entering the marketplace. It is anticipated that NCTR’s nanotechnology research
program will expand as the number of nanoscale products the regulated community seeks
to market increases. The FDA has already reviewed and approved some nanotechnology-
based products, and expects a significant increase in the use of nanoscale materials in
drugs, devices, biologics, cosmetics, and food. Improved understanding of nanomaterials,
their transport, and their toxicity will provide a framework for regulatory guidelines for
safe and effective use of nanomaterials in FDA-regulated foods, cosmetics, and medical
products and provide early recognition of potential safety issues before they become
adverse events in the patient population.

Performance: In FY 2008, NCTR identified collaborations, funding, and resource
requirements to facilitate the establishment of the NCTR/ORA Nanotechnology Core
Facility. NCTR is currently conducting studies in FY 2009, which will extend into FY
2010, to understand the toxicological and biological impact of animal exposure to
nanomaterials. It is important for FDA to understand the toxicological consequences of the
administration of nanoscale drugs, intentional exposure to nanoscale devices, and
unintended exposure to nanoscale materials. Research plans in this area for FY 2010
include studies to quantify the migration of nanosilver from food-contact materials, and
determine the conditions under which migration will occur.

5. Develop risk assessment methods and build biological dose-response models in
support of Food Protection. (264101)

Context: To address research needs and build the FDA’s capability to assess and reduce
food-related health threats, NCTR researchers evaluate key regulatory issues of food
safety, conduct multidisciplinary studies to develop risk-assessment methods, and develop
biological dose-response models vital to food security. ldentifying the prevalence of
antibiotic-resistant genes and the genetic fingerprinting of these genes will help identify
similar strains isolated from different samples. Another food-related health threat,
especially for infants and children, is the presence of Bisphenol A (BPA), an endocrine
disruptor that can mimic hormones and a compound used in a wide variety of household
items including baby bottles, drinking bottles, and liners for canned food. NCTR will be
initiating studies in collaboration with the NIEHS National Toxicology Program to address
the health concerns associated with exposures to low doses of BPA during critical periods
of perinatal development. Effects reported include alterations in central nervous system
(CNS) anatomy, lesions in prostate and mammary glands, urinary tract abnormalities, and
the early onset of puberty.

Performance: NCTR will support the implementation of the Food Protection Plan by
hiring five researchers and providing equipment to develop test systems for neurotoxins
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(including Class B select agents) and develop tests to rapidly identify and characterize
strains of the foodborne microbial pathogen Salmonella. NCTR’s development of a ricin-
screening assay and a PCR-based biochemical assay in FY 2008 resulted in three
manuscripts being submitted for publication and five presentations given at national
meetings, including the annual Society of Toxicology meeting in March 2008. Both assay
systems developed at NCTR will be applied in FY 2009 to validate new technologies for
rapid identification of contaminants and intervention strategies to reduce threats to human
health. In FY 2010 NCTR will work toward the development of rapid- detection toolKkits
for foodborne pathogens. The goal is for these toolkits to be applicable to fresh produce
and also be usable in the field. These goals and the goal to identify antibiotic-resistant
markers will allow the FDA to reduce the spread of foodborne outbreaks and enable the
development of intervention strategies to reduce the frequency of multi-drug resistant
pathogens in the U.S. food supply.

6. Develop standard biomarkers to establish risk measures for FDA-regulated
products. (264201)

Context: NCTR’s research to develop standard biomarkers to establish risk measures for
FDA-regulated products prevent potential health-endangering products from remaining in
and continuing to enter the marketplace. NCTR’s research increases the number of safe
and effective medical products available to the public by integrating new automated tools
and standards into the review and evaluation of FDA-regulated products at all stages of the
product lifecycle. FDA’s ability to identify gender-specific biomarkers will provide
improved risk/benefit decisions for treatments. The resulting treatments that focus on
specific population needs will help provide personalized nutrition and medicine to the
American public. By increasing the understanding of the biological effects and toxicity of
nanomaterials, FDA will be able to identify biomarkers of toxicity, thus providing early
recognition of potential safety issues before they become adverse events in the general
population. In addition, the regulatory guidelines for nanomaterials will assist industry in
identifying the most promising uses of this technology resulting in more cost-effective
product development.

Performance: In FY 2008, NCTR organized and led the eighth Microarray Quality
Control (MAQC) meeting as part of the second phase of the MAQC project, which is
focused on the reproducibility of gene expression experiments and the standardization of
microarray data analysis. A document outlining “best practices” in the development and
validation of microarray-based predictive models, published in 2008, will provide the
research and regulatory communities with a foundation to confidently use microarrays in
clinical practice and regulatory decision-making. The goal of this project is to ensure that
accurate and reliable predictions can be made based on an individual’s microarray profile
and that companies will bring more effective diagnostic tools to market. It will also help in
the FDA review process as more array-based data is included with industry’s voluntary
exploratory data submissions (VXDS). The FY 2009 goal to study the biological effects of
manganese nanoparticles will help FDA to understand the toxicological consequences of
exposure to nanomaterials. The FY 2010 goal in this area, to identify gender-specific
biomarkers that enable improved risk/benefit decisions for treatments, is expected to
substantially reduce error rates when compared to using standard biomarkers which apply
to both sexes.
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NCTR Program Activity Data (PAD)

NCTR WORKLOAD AND FY 20?8 FY_2009 FY_2010
OUTPUTS Actuals Estimate Estimate

Research Publications 125 155 155
Scientific Presentations 165 180 180
Patents (Industry) 5 6 6
Leveraged Research

Federal agencies 6 9 9

(Interagency Agreements)

Nongovernmental

organizations (CRADAS) 21 22 22
Active Research Projects

Pers_or_1allzed Nutrition & 59 78 62

Medicine

Food Protection 51 54 52

Enhancing Product Safety 64 57 47
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FIELD ACTIVITIES - OFFICE OF REGULATORY
AFFAIRS

Introduction

The FY2010 program level budget request for FDA’s Field Activities — Office of Regulatory
Affairs (ORA) Program is $953,731,000.

The following table shows a three-year funding history for the Office of Regulatory Affairs Field
activities:

FY 2010
FY 2008 President’s | FY 2010 +-
FY 2009 Budget FY 2009
Enacted Actuals Omnibus Request Omnibus
Program Level $650,712,000] $573,181,000 $725,115,000] $953,731,000[ $228,616,000
FTE 3,552 3,314 3,775 4,336 561
Budget Authority $626,646,000] $555,450,000] $699,611,000] $848,404,000[ $148,793,000
Pay Increase (non add) 12,856,000 12,856,000
Protect America's Food Supply (non-add) $107,952,000| $107,952,000
Safer Medical Products (non-add) $26,986,000 $26,986,000
Drug Importation (non-add) $1,000,000 $1,000,000
Budget Authority FTE 3,485 3,258 3,706 3,977 271
User Fees $24,066,000 $17,731,000 $25,504,000( $105,327,000 $79,823,000)
PDUFA $10,178,000 $7,259,000 $10,478,000 $11,795,000 $1,317,000
FTE 50 40 50 59 9
MDUFMA $1,434,000 $1,230,000 $1,556,000 $1,556,000 $0
FTE 9 8 8 11 3
ADUFA $0 $0 $250,000 $250,000 $0
FTE 0 0 2 2 0
AGDUFA $143,000 $143,000 $0
FTE 1 1 0
MQSA $12,454,000 $9,242,000 $13,077,000 $13,077,000 $0
FTE 8 8 8 8 0
Proposed User Fees 0 0 0| $78,506,000 | $78,506,000
Generic Drugs $6,045,000 $6,045,000
FTE 12 12
Reinspection $14,446,000 | $14,446,000
FTE 112 112
Export Certification $3,015,000 $3,015,000
FTE 19 19
Inspection and Facility Registration $55,000,000 | $55,000,000
FTE 135 135
User Fees FTE 359 290
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Authorizing Legislation:

ORA operates under the following legal authorities that allow the Office of Criminal
Investigations (OCI) to conduct criminal investigations, execute Search Warrants, make arrests,
and carry firearms:

1944 — Public Health Service Act (42 USC 262)*

1965 — Food, Drug, and Cosmetic Act (21 USC 372)*

1983 — Federal Anti-Tampering Act (18 USC 1365)*

2007 — Food and Drug Administration Amendments Act (21 USC 505)°

Allocation Method: Direct Federal/intramural; contract

Program Description and Accomplishments

The FDA'’s Office of Regulatory Affairs is the lead office for all FDA Field activities as well as
providing FDA leadership on imports, inspections, and enforcement policy. ORA’s Field
Program supports the five FDA Product Centers by inspecting regulated products and
manufacturers, conducting sample analysis on regulated products, and reviewing imported
products offered for entry into the United States. ORA also develops FDA-wide policy on
compliance and enforcement, executes FDA’s Import Strategy and Food Protection Plans, and
directs and coordinates FDA’s emergency preparedness and response programs.

ORA supports 4,366 FTE that are dispersed throughout the United States. Over 85 percent of
ORA's staff works in 5 Regional Offices, 20 District Offices, 13 Laboratories, and 177 Resident
Posts and Border Stations. As a separate entity within ORA, Office of Criminal Investigations
(OCI) personnel are located throughout the field organization in 32 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.

Besides executing its mission through its Federal workforce, ORA also works with its State,
Local, Tribal, and Territories counterparts to further FDA’s mission. ORA funds grants and
cooperative agreements to perform State inspections and provide technical assistance to the
States in such areas as milk, food, and shellfish safety. State inspection staffs attend and
participate in ORA-sponsored training courses.

The Office of Information Management (OIM) provides FDA’s leadership in transforming and
improving the systems and infrastructure needed to support critical agency operations. OIM
works to align information technology (IT) investments to business goals that fully support core
mission and business priorities and reduce costs of existing legacy systems while providing the
platform required for FDA to meet Agency-wide IT initiatives and to move towards the
Bioinformatics era of science-based decisions in the 21st Century. With the centralization of IT

*Authorities under this act do not appear in sequence in the U.S. Code. The authorities are codified as amended in
scattered sections of 21 U.S.C.
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projects and resources in 2008, OIM supports the Regulatory Affairs Program by maintaining its
legacy systems and databases used for managing and tracking its review programs, for
monitoring and tracking adverse event activities, and for conducting various compliance
activities. OIM also work with the Regulatory Affairs Program through the FDA Bioinformatics
Board to ensure that current and future IT enterprise and center investments continue to fulfill
program requirements while meeting broader FDA objectives.

While ORA'’s Field Programs are presented in the five product programs (Foods, Drugs,
Biologics, Animal Drugs and Feeds, and Devices and Radiological Health), the ORA program
description and accomplishment section will highlight several ORA’s cross-cutting areas
addressing imported products, enforcement activities, leveraging with the States, public health
emergencies, and laboratory capability.

Assuring the Safety of Imported Products — Field Activities

ORA coordinates import activities with the Department of Homeland Security’s Customs and
Border Protection (CBP) Agency. The number and complexity of FDA-regulated imported
products is increasing exponentially. Even if security concerns were not taking an ever
increasing role, this would challenge FDA’s ability to provide an appropriate response. In FY
2010, FDA projects a total of 20.5 million import lines, which will be comprised of 47 percent
food products, 9 percent cosmetic products, 2 percent human drugs and biologic products, 1
percent animal drugs and feed products, and 41 percent medical device and radiological health
products. ORA uses a combination of electronic information technology for risk-based
screening and staff intensive surveillance, physical examinations, and laboratory analysis to
make import entry decisions.

ORA conducted 5,926 import field examinations of FDA refused entries in FY 2008. These are
performed to ensure that FDA refused articles are being exported to eliminate the potential of
these goods making their way into domestic commerce. This is an agency-wide goal and
includes activities and resources from all five Program areas.

To support the Field Import Program, the Prior Notice Center (PNC) was established in response
to regulations promulgated in conjunction with the Public Health Security and Bioterrorism
Preparedness Act of 2002. Its mission is to identify imported food and feed products that may be
intentionally contaminated with biological, chemical, or radiological agents, or which may pose
significant health risks to the American public, from entering into the U.S. In FY 2008, the PNC
performed 80,543 import security reviews on food and animal feed entries considered to be at
risk for bioterrorism and/or to present the potential of a significant health risk.

In July 2008, FDA published a Federal Register notice seeking volunteers for a pilot program
regarding third-party certification of aquacultured shrimp. The objective of the pilot is to assess
whether third-party certification can augment FDA’s ability to ensure that products imported into
the United States meet FDA safety and security standards. In Phase | of the pilot, FDA is
evaluating documentation submitted by Certification Bodies wishing to participate in the pilot
and visiting their offices to ask follow-up questions and review records. Those Certified Bodies
whose programs satisfy criteria specified in Federal Register will move on to Phase Il of the

191



pilot. During Phase Il, FDA will observe the Certified Bodies as they inspect aquacultured
shrimp processors and assess the operations of laboratories that sample and test the product
before it is shipped. ORA field personnel who are certified as Level 2 Seafood Investigators will
visit shrimp processors and ORA Laboratory Analysts experienced in analyzing seafood samples
will visit laboratories used by the processors. If the pilot establishes that third-party Certification
Bodies are able to certify aquacultured shrimp for compliance with FDA requirements, FDA
could better target its resources on products from non-certified processors. FDA expects to
complete the pilot in FY 09.

OCI has initiated a system to record and track import related criminal cases by noting the country
where the product or item was manufactured and the country of shipment. Compiling this data
allows OCI to better target investigative efforts and focus limited resources. Since the inception
of this tracking system in March 2007 through FY 2008, OCI opened 371 investigations that
have an import nexus.

Enforcement of FDA Laws — Field Activities

A strong, effective, and efficient enforcement of FDA laws and regulations is essential to FDA’s
mission of protecting and promoting public health. OCI was officially established in March of
1992 in response to the growing caseload of criminal activities involving FDA regulated
products. The role of OCI is to provide an additional enforcement resource to enhance ORA’s
regulatory efforts. OCI concentrates its resources on investigations of significant violations of
the Federal Food, Drug, and Cosmetic Act and Federal Anti-Tampering Act which pose a danger
to the public health.

The following table shows a three-year funding history for OCI:

FISCAL YEAR TOTAL
2008 (Actual) 41,309,714
2009 (Omnibus) 46,559,507
2010 (Estimate) 48,138,768

In FY 2008, OCI initiated 56 counterfeit drug investigations and had 25 arrests and 45
convictions with fines and restitutions approaching $4,000,000. In addition, OCI continued to
coordinate counterfeit drug investigations with several foreign counterparts, especially those in
China, Israel, Canada and the United Kingdom. These efforts continue to produce positive
outcomes for both OCI and its foreign counterparts. OCI will continue to aggressively pursue
counterfeit drug investigations with law enforcement partners in foreign countries as well as with
federal, State, Local, Tribal, and Territory law enforcement here in the U.S.

The OCI also aggressively investigates potential criminal violations regarding the nation’s food

supply. During 2008, OCI initiated 140 food safety related cases and had 48 arrests and 61
convictions. An example of such a case occurred in FY 2008, when a dairy farmer in Louisiana
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pled guilty to distributing adulterated milk. The OCI investigation disclosed that the farmer
added salt and water to milk that was then sold to the Dairy Farmers of America (DFA). Adding
the water and salt to the milk made the load heavier, which caused DFA to pay more for the
adulterated milk. Another case involved a Florida business owner who was sentenced to 15
months incarceration and ordered to pay a $5,000 fine for distributing adulterated and
misbranded foods such as lobster dip, salmon cream cheese, chicken salad, salmon spread, and
others which contained the harmful bacterium listeria monocytogenes.

Leveraging With the States — Field Activities

ORA awards and manages State contract programs that provide resources to States to conduct
inspections and report their findings to FDA. These contract programs benefit States with
technical training, familiarity with federal requirements, and more uniform enforcement of
consumer laws through cooperation and coordination with FDA. The State contract program has
food safety contracts with 40 States and allows ORA to increase inspectional coverage and
redirect resources to other priority activities.

ORA awarded 218 contracts/grants and Cooperative Agreements to State and local governments
to perform MQSA, feed/BSE, tissue residue, food, and medical device inspections and Food
Emergency Response Network (FERN) laboratory projects. Twenty five States are enrolled in
the Manufactured Food Regulatory Program Standards (MFRP) initiative, which strengthens
their food safety programs by striving toward standardization and equivalency. To better share
inspection data with our State partners, ORA made its electronic State Access to FACTS (eSAF)
database available to all 41 State food programs and conducted training for FDA and State
personnel to learn the system. In addition, 36 States share the eSAF data base in the BSE
program. These efforts improve eSAF’s ability to communicate with State IT programs so that
ORA can access all available State inspection data rather than being limited to contract
inspection data. State inspection data complements FDA’s food protection efforts and today
over 10,000 State food contract inspections have been added into the eSAF system.

Training remains a top priority of the Field to ensure expertise and encourage collaboration with
external stakeholders. In FY 2008, one hundred thirty nine (139) courses were conducted with
more than 3,731 participants. Courses were offered to FDA, State, local, tribal and Indian Health
Service regulators in the following commodity areas: Biologics; Bioresearch; Compliance;
Computers; Devices; Drugs; Food; Imports; Laboratory; Management; Multi-program areas; and
Veterinary Medicine. In addition, innovative video conference technology was used to connect
three different States with six different locations for a three day training event. A three-year
contact with the Western Institute of Food Safety and Security (WIFSS) at the University of
California/Davis went into effect during FY08 for the development and maintenance of food and
feed Rapid Response Teams (RRT) composed of States and their corresponding FDA District
Office personnel. A draft team development and training plan has been created along with
components of the curriculum, model Standard Operating Procedures (SOPS) to assist RRT
development, and self assessment tool to be rolled out as a permanent part of the program. The
first teams to be trained under this model will be the six states and districts involved in pilot RRT
cooperative agreements awarded in fiscal year 2008. After this pilot, the (RRT) process is
expected to be introduced to the other States and their FDA District Offices.
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Response to Public Health Emergencies — Field Activities

ORA is working to increase FDA presence beyond our borders by opening offices in other
countries and implementing Memorandums of Agreements with other countries. ORA
conducted an international investigation to identify and determine the source of an unknown
contaminated in Heparin Sodium USP, the active pharmaceutical ingredient in a critical drug
compound used in 1,000s of US medical facilities for a host of medical procedures. Through
forensic techniques, the contaminate was identified as over-sulfated chondroitin sulfate.

Multiple drug and device recalls involving approximately 74 million vials/syringes were
conducted by several firms as a result of this investigation. The contaminated product was
imported as an API from China and used by several different domestic manufacturers. The
investigation of the cause and source of the contamination included both domestic and foreign
investigations. The investigation prompted recalls which ensured that distribution of
contaminated product was halted, thereby preventing additional patient exposure to contaminated
product and established needed standards for manufacturers to insure that their API sources were
free of contamination.

Enhancing ORA Laboratory Capability — Field Activities

The laboratory analytical function of ORA is conducted in 13 laboratories located throughout the
country. The ORA laboratory structure consists of five Regional Labs, four District Labs, and
four Specialty Labs. Regional Labs are large general purpose laboratories that participate in
most major analytical programs. District Labs participate in several analytical programs and
have specialties in specific areas. Specialty labs conduct analyses in specific areas of laboratory
service including; engineering, biological, and chemical hazards associated with medical
devices, electronic products, and radiopharmaceuticals; and, forensic analysis of samples related
to criminal activities that fall under FDA jurisdiction; including drug counterfeiting.

ORA made improvements to laboratories and regulatory science during FY 2008 including
developing, manufacturing and implementing the Alternative Light Source (ALS), a Field
analysis kit used to conduct visual examinations to aid in screening and sampling of suspected
counterfeit drug products. Preliminary results generated by ALS Field analysis help to
streamline and better prioritize lab analyses. ORA also implemented a computerized National
Sample Distributor system (NSD) that analyzes laboratory capacity and routes a sample to the
laboratory with the capacity and capability for analysis. The NSD directed over 35,000 samples
in FY 2008, and has improved lab facility usage overall and efficiency in analytical response to
emergencies, outbreak, consumer complaints as well as routine import and domestic sample
collections.

To complement the analytical work of FDA labs, ORA developed and supports FERN, a network
of State and local labs that perform laboratory analysis for FDA in the event of a public health
emergency. FERN focused on building both capacity and capability at the State and local level
by expanding to 151 laboratories representing 50 States and Puerto Rico. Three Chemical
Cooperative Agreements were awarded to State FERN laboratories to begin in FY2009, adding
to the eight already underway.
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The FERN laboratories are increasingly providing critical analytical surge capacity during food
emergency events. An FDA assignment directed samples to the FERN labs during the
Salmonella outbreak in peppers, with over 150 samples tested. FERN laboratories also
participated in the FDA surveillance assignment for both political conventions. All of these
efforts contribute to increasing FDA'’s capacity to analyze food samples relative to biological,
chemical or radiological acts of terrorism and enhance the food safety and security efforts of
State, local and tribal regulatory bodies.

The ability to rapidly test large numbers of samples of potentially contaminated food products is
a critical component of controlling threats from deliberate foodborne contamination. In FY
2008, FERN laboratories added capacity for 2,500 radiological samples per week and maintained
1,200 chemical samples per week.

Five Year Funding Table

The following table shows a five-year funding history for the Office of Regulatory Health
program level, budget authority, and user fee resources.

Fiscal Year Program Budget User Fees Program Level FTE
Level Authority
FY 2006 Actual $499,853,000 | $482,361,000 | $17,492,000 3,460
FY 2007 Actual $522,658,000 | $505,753,000 | $16,905,000 3,290
FY 2008 Actual $573,181,000 | $555,450,000 | $17,713,000 3,314
FY 2009 Omnibus $725,115,000 | $699,611,000 | $25,504,000 3,775
FY 2010 Estimate $953,731,000 | $848,404,000 | $105,327,000 4,366
Budget Request

The FY 2010 President’s Budget requests $953,731,000 in program level funding for the Office
of Regulatory Affairs (ORA), including the support of 4,366 FTE. The request represents an
increase of $228,616,000 (or thirty-two percent) over the FY 2009 Appropriation in budget
authority and user fee amounts. The overall increase provides additional budget authority to
implement Agency-wide initiatives established in FY 2009 aimed at improving prevention,
intervention, and response activities. Such activities include targeted increases aimed at
improving the safety of FDA-regulated food, feed, and medical products in order to protect
consumers by minimizing associated risks.

Protect America’s Food Supply
The FY 2010 budget request for the Field Food Protection Program is $107,952,000, which
includes a $100,733,000 increase in the Field Foods Program and a $7,219,000 increase in the
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Field Animal Drugs and Feeds Program over FY 2009 Budget Authority funding levels. This
request will allow ORA to continue to provide technical assistance to foreign countries, establish
a presence in foreign countries, and increase laboratory capacity.

Furthermore, ORA is requesting funding in FY 2010 to acquire support and continue building its
workforce for more field food and feed work. In order to do so, ORA is requesting budget
authority funding to continue hiring investigators, analysts, and support staff in order to continue
to increase field and food work such as:

e Increase of 20,000 food and feed import exams by the end of 2011
e Increase of 2,000 domestic food and feed inspections by the end of 2012
e Increase of 50 foreign food and feed inspections by the end of 2012.

FDA envisions establishing a new strategic framework for an integrated national food safety
system. In order to efficiently and effectively establish a fully integrated national food and feed
safety system, FDA must build and expand existing programs and relationships with its
regulatory partners, specifically its Federal, State, local, tribal and territorial partners. FDA is
requesting funding in FY 2010 to begin establishing the necessary infrastructure for the Field
Food and Field Feeds Programs in the following four areas:

e Develop a National Workplan that includes the inspections of food manufacturing and
distribution facilities and the collection and analyses of compliance, surveillance, and
environmental samples;

e Ensure that programmatic objectives and implementation are coordinated;

e Continue to develop uniform, national standards for such subjects as manufacturing,
inspections, and enforcement;

e Build training courses and a certification program to be delivered to state, local, and tribal
regulatory partners;

e Increase programmatic oversight and develop a more robust audit program.

A system of this magnitude may require new authorizations such as multi-year budget authority
for Federal, State, local, tribal and territorial regulatory partners and the authority to share non-
public information with our regulatory partners when it is necessary to protect public health.
However, this request is necessary to begin building the framework for an integrated national
food safety system.

Medical Product Initiatives:

The FY 2010 budg