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MISSION
STATEMENT

The FDA is responsible for protecting the public health by assuring the
safety, efficacy, and security of human and veterinary drugs, biological
products, medical devices, our nation’s food supply, cosmetics, and
products that emit radiation. The FDA is also responsible for advancing
the public health by helping to speed innovations that make medicines
and foods more effective, safer, and more affordable; and helping the
public get the accurate, science-based information they need to use
medicines and foods to improve their health.

Availability

This report is aso published on the Internet in hypertext markup language and in
Adobe Acrobat Portable Document format. The locations are:

HTML: http://www.fda.gov/oc/initiatives/reports/priorities2004.html.
PDF:  http://www.fda.gov/oc/initiatives/reports/priorities2004.pdf.

Suggested citation: U.S. Food and Drug Administration. 2004. Progress and Priorities
2004: Protecting and Advancing America’s Health. Rockville, Maryland, 20857.
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ACTING FOOD AND DRUG COMMISSIONER’S MESSAGE

n August 2003, we unveiled a comprehensive strategic action
plan to “protect and advance America' s health” in the 21st cen-
tury. Our plan outlined a series of specific steps to combat the
increasingly complex public health challenges we face as a na-

tion—and to capitalize on the myriad health innovations occurring each
day—in order to help Americans live longer, hedthier, and happier
lives.

After ayear of hard work by our dedicated staff, it gives me great pleas-
ure to present this 2004 report on our progress and priorities.

This report articulates a number of unprecedented achievements we
have seen over the past 12 months:

We have enhanced consumer protection through new bioterrorism
countermeasures and through landmark regulation for safer dietary
supplements.

We have paved the way to quicker access to safe and affordable
medicines in the future by introducing various initiatives to in-
crease productivity in new product development.

We have improved the efficiency of internal product reviews at
FDA.

We have bolstered protections against medical errors through
novel safety standards, innovative technologies and improved sur-
veillance systems.

We have empowered consumers to improve their own health
through better information about the foods they eat and the medi-
cines they consume.

We have made great headway in creating efficiencies, standardiz-
ing processes, enhancing our infrastructure, and improving our
planning to create a stronger, more unified, more effective Agency.
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This progress report also outlines the path forward. We have set forth a
bold public health agenda for the year to come, and we intend to realize
our promise to the nation. This includes finishing up our existing initia-
tives aswell as turning to face a host of new public health imperatives.

A physiologist of the 19th century described the brain as a “fantastic
weaving shuttle,” a term of amazement. One could describe the FDA of
today as just that. As the work of our centers and field force come to-
gether to provide a protective tapestry for the American people, we fully
realize that tomorrow will present new hazards that we will need to ur-
gently address. We know we can only do this through the application of
science, reason, and hard work.

Ours is no small task, and we did not become known throughout the
world for what we do except by rising to each occasion and capitalizing | «\ye have set forth a bold public

on our public health opportunities to overcome our challenges. health agenda for the year to
o ] ) come, and we intend to realize
This is the fourth time | have been at FDA and the second time | have | our promise to the nation.”

been at the helm, all over a 30-year period. | have been proud of all
those stints, but | do believe the present FDA more than ever under-
stands our mission to protect as well as advance the nation’s health, and
| am more than confident that we are equal to the public health impera-
tives of thisday and thistime.

| would like to thank all of my colleagues at FDA and at the Department
of Health and Human Services for their steadfast commitment to ad-
vancing America s health. | look forward to communicating to you even
greater successes in the time ahead.

Lester M. Crawford, DVM, Ph.D.
Acting Food and Drug Commissioner
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INTRODUCTION

Strategic plan progress

At the end of July 2004, we had
completed 34 percent of the ac-
tions identified in our Strategic
Action Plan, while 61 percent were
on-going and on-target. Of those
on-going actions, we expect to
complete 77 percent over the next
12 months.

This report presents selected high-
lights and continuing priorities in
six key areas that flow from work
around our strategic goals.

In each of the sections, we punctu-
ate the general summaries of pro-
gress with a sampling of specific
actions with particular public
health significance.

These represent only the “tip of
the iceberg.” For a more complete
account of our initiatives and ac-
complishments, please visit our
Web site at http://www.fda.gov.

ver the past year, we at the Food and Drug Administration

have worked hard to address key challenges in fulfilling

our public health mission. Our goa is to maximize the

benefits and minimize the risks from the products we regu-
late, providing high quality and consistent oversight in an environment
of changing public health risks, new technologies and changing market
dynamics. We do this by continuously applying the best science and
most effective management to get the most public health bang for our
regulatory buck. In this report we focus on the progress we have made
in the last year within six priority areas—our major challenges and ac-
complishments. Further, we provide a short list of our priorities for the
coming year.

Growing responsibilities
In consumer protection and promotion

We are responsible for protecting the safety and security for most of the U.S.
food supply. We are also responsible for ensuring the safety and effectiveness
of al the medical devices and medicines used by U.S. patients. The benefits brought
by these products have increased tremendously with the evolution of technologies and
expansion of global markets. Consumers now have accessto aricher and ever expand-
ing diversity of food and drug products, offering more choices and opportunities for
better health and nutrition. For example, the market for dietary supplements has grown
from $4 billion in 1994 to $19.4 billion in 2004. The number of prescriptions dis-
pensed to U.S. patients has grown from about 2 billion in 1993 to nearly 3.5 billion in
2003. The “lines of entry” (places from which foods and other imported products
flow) into the United States have grown from 2 million in 1993 to about 9 million in
2003. However, these changes, together with increasing concerns about the security of
our food and medicine supply, add new challenges and complexity to our consumer
protection responsibilities.

In addition to our public health protection mandate, Congress has directed us to pro-
mote the public health, including, for example, speeding access to safe and effective
new products. This work also presents new challenges—many novel technologies are
stalled in the development “pipeline” because of alack of modern tools and techniques
for testing and assuring their safety and effectiveness. One result has been a decrease
in the number of marketing applications for many types of new products and increased
costs for bringing a new product to market.
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For example, the average cost of bringing a new drug to market has grown from $231
million in 1987" to $802 million in 20002 For consumers, this may mean higher costs
and fewer new products to improve health.

Given the role that FDA-regulated products can play in getting and keeping people
healthy, we also have arole to play in ensuring that people use these products appro-
priately. We al look with alarm on the nation’s growing epidemic of obesity and re-
lated medical conditions such as diabetes. We need to ensure that people get the infor-
mation they need about their foods and medicines so that they can understand the im-
pact of their dietary and medical choices on their present and future health. This means
that the information must be in language, and in aform that they can effectively use.

In sum, we face new and continuing challenges in meeting our mission of protecting
and promoting public health through the products we regulate.

Our strategic plan to meet our challenges

I n the spring of 2003, our senior managers focused on these challenges to develop a

strategic plan that would guide our future efforts. In August 2003 we issued that
plan. For each goal areaidentified, we identified several key objectives and supporting
strategies. Our senior managers further fleshed out the plan with over 300 specific
action items with identified milestones and delivery dates. Our plan is available on the
Internet at: http://www.fda.gov/oc/mecl ellan/strategic.html.

The action items associated with our strategic plan are tasks that we have taken on
above and beyond our everyday responsibilities. These responsibilitiesinclude:

. Reviewing the science that supports required prior approval of medical products
and food additives.

. Enforcing the multiple laws ensuring that patients and consumers are kept safe
from contaminated or otherwise low quality products.

. Educating the public about how to properly use the products we regulate.

More information about how we are doing in these areas and others can be found in
the performance reports for our centers and other organizational components.

Our progress report has six sections (see box). We hope that the additional efforts we
are investing in implementing a strategic plan will ultimately improve how we carry
out our everyday responsibilities that have such a pervasive impact on the health of
America

1. Estimated cost in 1987 dollars, JA DiMasi, RW Hansen, HG Grabowski, and L Lasagna. 1991.
“Cost of Innovation in the Pharmaceutical Industry”, Journal of Health Economics 10(2): 107-142.

2. In 2000 dollars, JA DiMasi, RW Hansen, and HG Grabowski. 2003. “The price of Innovation:
New Estimates of Drug Development Costs”, Journal of Health Economics, 22(2): 325-330.

Report sections

e Part 1 addresses the core sci-
entific and regulatory issues
surrounding the technology
development and innovation
aspect of efficient risk manage-
ment—using our limited re-
sources most efficiently to pro-
vide the most health promotion
and protection at the least cost
for the public.

e Part 2 addresses our efforts
toward protecting patients and
consumers by seeking continu-
ous improvement in patient and
consumer safety by reducing
risks associated with FDA-
regulated products.

e Part 3 focuses on our efforts to
protect America from terrorism
by strengthening our capability
to identify, prepare for, and
respond to terrorist threats to
the homeland.

e Part 4 addresses the element
of efficient risk management
that requires using risk-based
management practices across
a wide range of regulatory ac-
tivities.

e Part 5 summarizes our pro-
gress toward empowering con-
sumers for better health — get-
ting consumers and patients
the information they need to
weigh the benefits and risks of
FDA-regulated products and
help them make smarter deci-
sions about their health.

e Part 6 reviews our progress
toward achieving more effective
regulation by improving agency
management operations critical
to our efficiency and effective-
ness.
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PART 1. ENABLING TECHNOLOGY DEVELOPMENT
AND INNOVATION

e will continue to promote speedier access to innova-

tive medical technologies, both through our internal

Innovation Initiative and collaborative Critical Path

effort. We will also look to apply similar critical
thinking in the food arena, both to ensure consumer safety and foster
innovation that helps establish healthy nutrition and dietary patterns
throughout life.

All of the Department of Health and Human Services agencies are in
close collaboration as we move forward to the realization of electronic
healthcare in the United States. Personalized medicine, prevention of
medical errors, and electronic surveillance of counterfeit drugs repre-
sent just a few of the facets of this revolution in care that will involve
us.

Pro gress e Made significant progress on our long-term goals to speed safe and
Highlights effective medical products to patients.

e  Addressed the problem of antimicrobial resistance that results from
the use of new antibioticsin food animals.

e Embarked on an initiative to improve the scientific tools needed to
improve and speed up the development of medical products.

e Began to address the public health crisis of obesity.

e Collaborated with the National Institutes of Health to advance the
process of developing and reviewing new treatments for cancer.

Priorities e Identifying key opportunities to improve the efficiency of medical
Hi g hii g hts product devel opment.

e Improving the nation’s health by fostering innovation in food tech-
nology and nutrition communication.
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Background

uring the past severa decades, medical and food technology innova-

tions have transformed our lives. We have eliminated the disease and

disability commonly experienced with chronic malnutrition. Preventive

techniques using new and traditional food production, processing and
packaging technologies have reduced the incidence of foodborne illness. New medi-
cines and medical devices have transformed diseases that once killed suddenly and
unexpectedly into chronic conditions that can be well-managed. Despite these achieve-
ments, many devastating diseases till lack effective treatments, and chronic disease
and disability are becoming more prevalent. To continue to improve Americans
health and longevity depends on the success of industry innovation to increase the
public’s access to healthy affordable food products and safe, effective, and affordable
medical products.

When developing a truly new medical technology, companies often grapple with criti-
cal unknowns that can slow or stop a product from reaching the market, such as tech-
nical unknowns and regulatory unknowns. In some cases, companies also face market
uncertainties related to the public's perception of product risk. Using the best science
can reduce risk perceptions and greatly increase innovative productivity.

We can help reduce developmental uncertainties—and help move new products to the
market faster—in two different ways:

e Improve product review. First, we can improve the process of product
review and reduce regulatory barriers to approval. Making the marketing appli-
cation review process faster and more efficient is one of our highest priorities.
We are committed to applying clear science-based standards; maintaining a
transparent, high-quality process that features early communication and feed-
back to companies who sponsor the applications under review; and achieving
ambitious review performance goals, making the review process both speedy
and predictable.

e  Stimulate development. A second element of our approach involves work-
ing to stimulate development of a better set of tools that use the latest science to
reduce scientific uncertainties and improve productivity of the development
process itself. We believe that expanding our work in this area could dramati-
cally reduce the risk, cost and time required to bring innovative medical prod-
ucts to the market.
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Progress to Date

Table 1

We exceeded
our goals for
deficiency notification

A substantive deficiency in a mar-
keting application for a new medi-
cine can delay its approval and
availability to help patients. Early
notification to sponsors of deficien-
cies in their applications can help
avoid delays.

Our initiative to notify sponsors of
substantive deficiencies that we
identify during the initial filing re-
view for new medicines began
Oct. 1, 2002. Our goal is to report
the presence or lack of substantive
deficiencies within 14 days after
the 60-day period during which we
decide if the application is suitable
for review.

We committed to achieving this
goal for 50 percent of applications
in fiscal year 2003, progressing to
90 percent in fiscal year 2004 and
remaining at that level.

We met the notification date with
84 percent of notifications, signifi-
cantly outperforming our goal of 50
percent.

uring 2004, FDA has made significant advances in providing a timely,

high-quality, cost-effective process for reviewing marketing applica

tions. We have reduced avoidable delays and costs in product approvals

by analyzing the root causes of multiple review cycles, establishing
steps to prevent unneeded additional cycles, clarifying expectations, and communicat-
ing standards.

We also have developed and issued a number of cross-cutting guidance documents on
product development, directed research programs, and developed standards to effec-
tively handle emerging technologies.

Human drugs, biologics

A major cause of delay in the approval of new drugs and biologicsis the need for
multiple cycles of Agency review to address the deficiencies found in a
company’s marketing application about unresolved questions regarding product safety,
effectiveness, or the company’s ability to manufacture the product at a consistent level
of quality at commercial scale. In some cases, the problems can be resolved quickly if
we communicate the deficiencies early in the first cycle of review and if companies
respond quickly. To reduce avoidable delays in human drug and biologics review, we
implemented the First Cycle Review initiative, including issuing a new guidance
document and reviewer training on Good Review Management Principles that, for
example, call for earlier communication of deficiencies noted by FDA reviewersin the
first weeks of application review (see Table 1).

We daso implemented two pilot programs for reviewing continuous marketing
applications for fast-track products in development. One program enables sponsors to
get early feedback on their submissions by submitting sections of their marketing
application before the submission is complete. The other provides more frequent
communication starting in even earlier phases of development.

We believe that the many changes we have been making in our review processes will
reduce average FDA time to product approval and thereby speed safe and effective
medical products to patients. Consequently, we have committed to achieving certain
ambitious reductions in approval time for drug and biologic applications. We have
already made significant progress toward these goals. The ultimate reduction goals are
for fiscal years 2005-2007 and will be compared with approval times for a baseline
group of applications with the fastest approval times during fiscal years 2000-2002.
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° One of these ambitious goals is for a 30-day reduction in average approval time
for new drug applications for new molecular entities and biologics license
applications that are given priority review. To date, we have already achieved an
average 70 percent of that targeted 30-day reduction (21 days on average).

. The second goal isfor a 60-day reduction in average approval time for new drug
molecular entities and biologics license applications that are given standard
review. To date, we have already achieved, on average, a greater than 90
percent of the targeted 60-day reduction (55 days on average).

More details on our review goals for human drugs and biologics can be found in our
performance report at http://www.fda.gov/oc/pdufal.

Medical devices

To provide more timely and cost-effective review of new medical devices, we
have worked to implement the Medical Device User Fee and Modernization Act
of 2002. That law allows us to collect user fees from companies that submit medical
device applications. We use these additional funds to hire more staff and develop bet-
ter systems to support more effective and timely review.

The law requires us to pursue a complex and comprehensive set of review goals. Each
year brings additional goals, and the goals become more aggressive each year. We
must report on performance relative to the specified goals at the end of each year.

To facilitate our interactions with industry as the program is implemented over the
next several years, we have issued guidance documents on premarket approval appli-
cations, premarket assessment of pediatric medical devices, how FDA and industry
actions on premarket natification (510(k)) submissions affect our assessment, and use
of validation data in 510(k) submissions for reprocessed single use devices. (See
http://www.fda.gov/cdrh for the specific guidances.)

We have also committed to two ambitious long-term goals for reducing average total
approva time for medical device premarket applications, and have aready achieved
one of these goals, even though it was targeted for fiscal years 2005-2007. It is for a
30-day reduction in average approval time for premarket applications given expedited
approval, which is similar to priority approval for drugs and biologics. We have a-
ready achieved that goal and more—a 33-day reduction in average approval time com-
pared with the baseline of fiscal years 1999-2001.

Guidance to industry
speeds development

We also developed new guidance
documents to facilitate the submis-
sion of high-quality product appli-
cations that can be reviewed more
rapidly and are more likely to be
approved.

An analysis of major reasons for
delay of approvals found that
availability of FDA guidance is a
critical factor associated with
shorter time to approval.

Over the past year, we have is-
sued a number of guidance docu-
ments on various medical devices,
including:

e Vascular and neurovascular
embolization devices.

e Saline, silicone gel, and alter-
native breast implants.

e Screening tests for drugs of
abuse.

These efforts have helped us
make significant progress toward
our long-term goals for medical
device review.
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Animal drugs

We are concerned that human health not be adversely affected from antimicro-
bial-resistant foodborne bacteria that result from using new antimicrobial
animal drugs in food producing animals. To ensure continued development of safe and
effective new animal drugs that also protect human health, we have issued a guidance
document that provides information to address these concerns. This risk assessment
guidance discusses an approach for evaluating the microbial food safety of antimicro-
bial new animal drugs.

To facilitate early communication and feedback to sponsors of new animal drug appli-
cations, we are nearing completion of work on a final rule on presubmission confer-
ences for sponsors of new animal drug applications.

The Minor Use and Minor Species Animal Health Act of 2004 is expected to increase
the availability of new therapies for animals, including zoo animals and some pets for
which treatments for many ailments currently do not exist or are not available. This
legidlation will establish two new waysto legally market new animal drugs while safe-
guarding public health and making available incentives, such as grants, for developing
certain new animal drugs for minor uses and minor species.

Important medical product approvals in past year

o Epzicom (abacavir and lamivudine) and Truvada (tenofovir disoproxil and em-
tricitabine) are two fixed-dose combination treatments for HIV-1 infection.
These combination products make it easier for patients to comply with medica-
tion regimens.

. We approved several products as aresult of incentives managed by our Office of
Orphan Products Development. Two products received seven years of marketing
exclusivity and were assisted in development by grants from the Orphan Prod-
ucts Grants Program.

o Vidaza (azacitidineg) injection is the first effective treatment for patients with
Myelodysplastic Syndrome, a bone marrow disease. The medicine is thought to
work by restoring normal growth and differentiation of bone marrow cells. Vi-
daza was developed with the assistance of funding from the Orphan Product
Grant Program. The product was given fast-track status and a priority review.

. Taxotere (docetaxel) injection in combination with prednisone (a steroid) for
treating advanced metastatic prostate cancer. This is the first drug approved for
hormone refractory prostate cancer that has shown a survival benefit.
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OraQuick® Advance Rapid HIV-1/2 Antibody Test detects antibodies to HIV-1
and HIV-2 in oral fluid with over 99 percent accuracy in as little as 20 minutes.
We also granted a laboratory waiver that expands the number of sites that can
evaluate this test from 38,000 laboratories to more than 100,000 sites, including
physician offices, HIV counseling centers and community health centers.

New recombinant DNA-derived clotting factor to treat people with hemophilia
A. This new antihemophilic human factor V111 product is the first one produced
without using materials derived from human or animal blood in the manufactur-
ing process, minimizing the risk of product contamination from human or ani-
mal disease pathogens.

Canineinsulin for the reduction of hyperglycemia and hyperglycemia-associated
clinical signsin dogs with diabetes mellitus.

Topical anti-inflammatory cream for use in horses. The drug product is indicated

for the control of pain and inflammation associated with osteoarthritisin joints. .
OraQuick®

We enhanced vaccine availability. Prevnar protects infants and small children
from certain pneumococcal bacteria that can cause life-threatening meningitis
and blood infections. We approved an application from the vaccine' s manufac-
turer that allows for filling and testing by a contract manufacturer. This approval
will aid in aleviating the current shortage by expanding manufacturing capacity.

We approved a new vaccine for adult use for tetanus and diphtheria toxoids.
This vaccine is indicated for primary and booster immunization of persons 7 to
59 years of age against tetanus and diphtheria.
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Table 2

Electronic standards
progress

e We have adopted the Study
Data Tabulation Model from the
Clinical Data Interchange Stan-
dard Consortium for the ex-
change of data from clinical
trials in human drugs. This
model is being extended to
include information on the study
protocol, planned assessments
and interventions, and statisti-
cal analysis plans.

e We have adopted the anno-
tated electrocardiogram wave-
form data standard developed
in Health Level Seven for the
exchange of ECG data col-
lected in clinical trials. This data
allows reviewers to more effi-
ciently evaluate drugs for po-
tential cardiac toxicity.

e We have adopted the Health
Level Seven Structured Product
Labeling standard for the ex-
change of medication informa-
tion. Structured Product Label-
ing may also be used for other
regulated products.

e We are developing a common
table of contents for applica-
tions used across the agency.
The table of contents is based
on work done in the Interna-
tional Conference on Harmoni-
zation for Human Pharmaceuti-
cal Products.

Cross-cutting efforts

Ithough changes within each product review program help advance ear-
lier access to safe and effective new medical products, additional im-
provements can be achieved through multi-center, or cross-cutting, ef-
forts. During the past year, we have engaged in this kind of work in
several mgjor areas, including cancer and obesity.

Critical path initiative for medical product development

I n March 2004, we published a key report, Innovation/Stagnation—Challenge and
Opportunity on the Critical Path to New Medical Products, in an effort to draw
attention to the serious shortcomings of current tools and methods used in pharmaceu-
tical product development. Our report is available on the Internet at http://
www.fda.gov/oc/initiatived/critical path/whitepaper.html.

Our report announced a cross-cutting effort to work with relevant stakeholders to up-
grade the scientific tools used to predict and assess the safety and efficacy of product
candidates as well as the tools used to manufacture and assess the quality of medical
products. Since March, we have been working to identify specific opportunities for
focused efforts to modernize product development tools. We are now evaluating the
public input received so far with the goal of announcing an initial action plan. Thisisa
long-term effort that, if successful, could contribute significantly to reducing the cost
of bringing new treatments to American patients

We aso are participating in the Medical Technology Innovation Task Force, an-
nounced by the Secretary of Health and Human Services. In addition to FDA, the task
force includes the Centers for Disease Control and Prevention, the Centers for Medi-
care and Medicaid Services, and the National Institutes of Health. Our acting commis-
sioner isleading the task force.

Electronic standards

We are working closely with other government agencies, academia, and indus-
try to develop standards for the electronic exchange of information critical to
our mission. From clinical research data to medication information to adverse event
reports, having data submitted in a standardized structure will improve our ability to
evaluate and manage information. Furthermore, standard data formats will enable us to
provide up-to-date medication information to healthcare providers and to quickly un-
cover potential product safety problems. In addition to being consistent with our Criti-
cal Path Initiative, the electronic standards effort will help automate the largely paper-
based clinical trials research process, foster easier communication and collaboration
among clinical researchers, enhance data integration opportunities, and help reduce
data management barriers to sharing the latest clinical trial data (see Table 2).
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Cancer

We have joined with the National Cancer Institute to form an Interagency Oncology
Task Force to pursue the shared goal of increasing early access to safe and effective
new oncology drugs. The task force is advancing the process of developing and re-
viewing new technology for prevention, diagnosis, and treatment of cancer. The task
force isworking to:

. Increase the knowledge base for oncology drug development among both NCI
researchers and our reviewers.

. Improve the development process by clarifying and streamlining regulatory re-
guirements for investigational new drug studies. For example, in January 2004,
we published a guidance that provides exemptions from seeking our approval
when conducting investigational studies using oncology drugs that we have al-
ready approved.

o Explore the use of proteomics for biomarkers.

o Advance the use of imaging as a biomarker.

. Clarify clinical endpoints for lung, colon, prostate, breast cancer, and myeloma.
. Improve the use of bioinformatics in cancer drug development.

To further enhance the review of new technology to treat cancer, the new Office of
Oncology Drug Products, located in our Center for Drug Evaluation and Research,
will consolidate that center’s cancer review expertise. It will also ensure coordination
of review of oncology products being evaluated in our Center for Biologics Evaluation
and Review, Center for Devices and Radiological Health, and Center for Food Safety
and Applied Nutrition.

Obesity

We assembled an obesity working group to examine how we can take steps to
help address this growing public heath problem. In its report, Calories
Count, the working group included recommendations for developing therapeutic op-
tions to treat obesity.

Calories Count
It is clear that some obese and extremely obese individuals are likely to need medical
intervention to lose weight and mitigate associated diseases and other adverse health
effects. Before 1996, all approved obesity drugs were labeled for short-term treatment
of obesity based on preapproval clinical trials of no more 12 weeks' duration and of
limited size by today’ s standards.

A copy of our report, Calories
Count, is available on the Internet
a http://www.cfsan.fda.gov/~dms/
nutrcal .html.

In 1996, we issued draft guidance that made updated recommendations for the design
and conduct of clinical studies to demonstrate the effectiveness and safety of weight-
loss medications. In its recent report, the working group recommended revising and
reissuing the 1996 guidance.
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Priorities for
Coming Year

ver the next year, we will accelerate our efforts to increase the public-
and private-sector focus and expand work to develop critically needed
development tools to transform new technologies into safe and effective
medical and food products for patients and consumers.

Critical path to new medical products

T he sequencing of the human genome four years ago along with the ongoing in-
vestment in biomedical research have raised widespread hope for a new erain
the prevention and treatment of disease. But that new era has not yet arrived. Instead,
2000 marked the start of a slowdown in new drug and biologic submissions to regula-
tory agencies worldwide. The submission of innovative medical device applications
has also slowed recently. This means fewer new products can be approved and made
available to patients. At a time when basic hiomedical knowledge is increasing expo-
nentially, the gap between bench discovery and bedside application appears to be ex-
panding.

Current costs of bringing a new medicine to market—estimated by some to be as high
as $800 million to $1.7 billion—are a major barrier to investment in innovative,
higher-risk drugs or in therapies for diseases that are uncommon or that predominantly
afflict the poor. During the past decade, product development has slowed significantly
in areas crucial to public health, such as development of new antibiotics. Sponsors of
cutting-edge products such as candidate artificial organs, bioengineered tissues, and
other novel devices face serious product devel opment challenges and uncertainties. A
viable path for developing many preventive therapies, such as some types of cancer
chemoprevention, has not been identified.

We urgently need a new product development toolkit containing powerful new scien-
tific and technical methods—such as animal or computer-based predictive models,
new biomarkers for safety and effectiveness, and new clinical evaluation techniques.
This will improve predictability and efficiency along the critical path from laboratory
concept to commercia product. Improved product development science is critical to
ensure that basic discoveries become new medical treatments.

In the fall of 2004, we will announce the first National Critical Path Challenges List,
which will identify key opportunities to improve the efficiency of product develop-
ment. The list will be based on the public input we received and on our reviewers
perspectives on the key scientific hurdles that are delaying the development of promis-
ing medical products.
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Over the coming year, we will also announce some initial action items and will con-
tinue working with other public and private organizations to identify ways we can
collaborate to overcome these hurdles. We will also continue to receive input and cre-
ate an evolving process for identifying and solving Critical Path issues.

Similarly, the Department of Health and Human Services' Medical Technology Inno-
vation Task Force will continue its process of obtaining public input and will issue a
report on appropriate steps that can be taken across the department to speed the devel-
opment and availability of new medical technologies.

Food technology and nutrition

We are extending the process used for the Critical Path Initiative for medical
products into the areas of food technology and nutrition. We will focus on
finding ways to use new knowledge and technology to foster innovations that will
have a lasting positive influence on the long-term health and well being of the Ameri-
can consumer.

Currently there are many areas of knowledge and research that could be used to en-
hance public health if only they could be channeled into improving and developing a
wider range of safe new food and dietary supplement products and processes. Just as
critical is the need for more effective communication to consumers about the health
benefits of food, food components, and nutrition in general. We are looking at the role
of food labeling in educating consumers about better nutrition through health claims
for food products and nutritional supplements and better communication of diet-
disease relationships. Therefore, the Food Technology Critical Path Initiative will
need to address gaps that impede progress in translating existing knowledge and new
research findings into improved new and safe food products and processes, as well as
gaps in effectively communicating information about food products to consumers.

A mgjor focus of the new Food Technology Critical Path Initiative will be to enhance
the long-term health and well-being of the American consumer by finding ways to
apply knowledge to both ensure food safety and foster innovation that will help estab-
lish healthy nutrition and dietary patterns throughout life. Because nutrition patterns
established early in life, from hirth to age 20, are known to foreshadow health statusin
adulthood, research and innovations in these areas (for example, our National Center
for Toxicological Research’s current “omics’ research capabilities) can have a great
influence on consumers overall prospects for long and healthy lives. In the fal of
2004, we anticipate the release of a report on food technology, safety, and nutrition
challenges and development opportunities.
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PART 2.  PATIENT AND CONSUMER PROTECTION

he turn of the century has brought unprecedented new chal-
lenges to patient and consumer safety, and we are aggres-
sively moving ahead on a number of important protections,
old and new.

For example, we are taking steps to increase patient access to critical
medical treatments—from the continued growth of our aready-
successful generic drug program to the approval of new fixed-dose
combination therapies for HIV and the treatment use of investigational
drugs for terminal patients.

On the food safety side, we are keenly focused on combating foodborne
illnesses, such as “mad cow disease” and the disease associated with
Salmonella enteritidis, as well as dangerous contaminants like mercury,
through new risk-based regulations and consumer education campaigns.

Pro gress e  Enhanced our ability to quickly identify risks associated with FDA
Hi g hii g hts regulated products.

e Increased our capacity to accurately analyze risks.

e Reduced the risks of specific regulated products by resolving

problems and effectively communicating risks to product users,
including clinicians, patients and consumers.

Priorities e Improving the efficiency and effectiveness of our adverse event
Highlights reporting system.

e Finalizing our proposed rule to make it easier for health care pro-
fessional to find and read important information in prescription
medi cation labeling.

e Clarifying and revising our regulations regarding safety reporting
for human drug and biological products to further worldwide con-
sistency and increase the quality of our safety monitoring.
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Background

he products we regulate can cause problems when they are used improp-
erly and, sometimes, even when they are used properly. We strive con-
tinuously to improve our mechanisms for assuring that patients and con-
sumers are protected from product risks.

To increase patient and consumer protection, we are improving our “post-market”
monitoring, analysis, communication, and regulatory activities. One of the most prom-
ising new ways FDA can improve its system for understanding safety problems is to
conduct active surveillance to supplement the current passive reporting systems.

By partnering with healthcare providers, institutions and other government agencies,
FDA will more quickly and thoroughly identify and understand risks associated with
FDA-regulated products. This information will allow FDA to quickly communicate
concerns and prevention strategies, and help to improve the safety of systems for
medical care and foods.

Recent studies' have estimated nearly double the number of deaths from medical er-
rors that had been documented in the landmark 1999 Institute of Medicine report To
Err is Human, with an associated cost of more than $6 billion per year. An estimated
average of 195,000 U.S. patients died due to potentially preventable, in-hospital medi-
cal errors each year from 2000 to 2002.

Sometimes problems occur because consumers or clinicians do not have the right in-
formation to use the product safely—or because the product can easily be misused.
But preventable events are not caused just by medical errors.

Even with the best available data, products sometimes have side effects that were not
predictable or detectable in studies prior to their usein rea-world conditions.

Monitoring of the post-market safety experience of amedical product in the years after
it is approved is an extension of the safety data gathering activity that begins during
the clinical trial phase of development. The size and scope of clinical trials are not
designed to fully characterize the safety profile of a product.

1. Health Grades, Inc. July 2004. Patient Safety in American Hospitals.
Accessed at http://www.healthgrades.com/media/english/pdf/HG_Patient_
Safety Study_Final.pdf on Sept. 13, 2004.
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Progress to Date

o further protect patients and consumers, we have worked to improve our
ability to identify, understand, and reduce risks associated with the prod-
ucts we regulate. Our goal is to improve the safety and safe use of regu-
lated products.

Our projects have focused on:

. Enhancing our ability to quickly identify risks associated with products we regu-
late.

. Increasing our capacity to analyze risks accurately.

. Reducing risk by resolving problems with regulated products and effectively
communicating risks to product users, including clinicians, patients, and con-
sumers.

Medical products play increasing role in treatment
of disease and prevention of disability
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Quickly identify risks

istorically, we have relied on spontaneous reporting systems to identify risks
associated with regulated medical products and, more recently, with dietary
supplements and other foods.

However, there is considerable evidence that the spontaneous reporting systems alone
do not alow for an adequate characterization of the true safety profile for these prod-
ucts. These systems largely depend on health-care providers taking time away from
the health care to complete a report, which means many adverse events go unreported.
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In addition, many events that are reported may be coincidental—not causally related to
the use of the product. However, these systems can provide valuable information, par-
ticularly on rare, serious adverse events that may be associated with use of a product
and provide asignal for further review.

We need to maximize the efficiency and effectiveness of the spontaneous reporting
systems, increase awareness and ease of reporting, and at the same time increase ac-
tive surveillance.

Accurately analyze risks

We have worked to increase our capacity to analyze risks accurately by:

. Developing analytical techniques to better understand the sources of risks.
. Developing staff expertise to enhance risk analysis.
. Strategically using population-based databases to better analyze risks.

We have been working with other Federal and state partners and private organizations
to identify useful sources of data—with a focus on particular risks in specific popula
tions such as children, elderly patients and patients from particular demographic
groups or carrying certain genes that may be associated with differencesin risks.

We have been collaborating with outside partners to obtain or continue access to other
databases to better assess risk. These include data on over-the-counter drugs, pediatric
inpatient drugs, and outpatient clinics. Our collaboratorsinclude:

. The Centers for Medicare and Medicaid Services to review Medicare patient
medical records.

. The Consumer Product Safety Commission to add drug modules to the National
Electronic Injury Surveillance System.

. The Centers for Disease Control and Prevention to implement drug and device
modules to the National Hospital Surveillance Network.

. Additionally, we have established a partnership with the United States Pharma-
copoeiato access data on medication errors.

International
collaboration
on safety reporting

We have also undertaken a major
effort to clarify and revise our
regulations regarding safety re-
porting for human drug and bio-
logical products. Since 1990,
along with international organiza-
tions, we have issued several
rules and guidance documents
regarding these regulations. Our
intention is to:

e Further worldwide consistency
in the collection of safety infor-
mation and submission of
safety reports.

e Increase the quality of safety
reports.

e Expedite our review of critical
safety information.

e Improve our ability to protect
and promote public health.
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FDA long-term goal

Active surveillance

Increase by 50 percent the patient
population covered by active
surveillance of medical product
safety by 2008.

Active surveillance systems

One active surveillance system we use is the Medical Product Surveillance Network
(MedSun), which covers medical device events for a subset of hospitals.

MedSun Progress Over the Last Year. In fiscal year 2003, we ex-
panded participation in the MedSun network from 80 to 206 facilities.
As of June 2004, 298 hospitals have been recruited into MedSun—with
an increase in the reporting rate of medical device problems from an
average of less than 0.5 reports per hospital per year to five reports per
hospital per year.

Our Centers for Veterinary Medicine and Food Safety and Applied Nutrition are test-
ing sophisticated, automated systems that will significantly improve our ability to cap-
ture adverse event reports and provide rapid analysis to determine if additional regula
tory action iswarranted.

We joined with the National Institutes of Health to launch a new human gene transfer
research data system known as the Genetic Modification Clinical Research Informa
tion System or GeMCRIS. It provides an electronic tool to facilitate the reporting and
analyses of adverse event reporting and public access to non-confidential adverse
event information as well as information on gene therapy clinical trials.

Risk management toolkit published

Additionally, we published draft guidance documents on risk management activitiesin
2004. These address safety issues that can arise throughout a product’s entire lifecycle,
including development, review and approval, and post-market phases. These docu-
ments cover:

. Premarketing risk assessment.
. Development and use of risk minimization action plans.
. Good pharmacovigilance practices and pharmacoepidemiol ogic assessment.

These documents can be found at http://www.fda.gov/cder/guidance/index.htm.
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Resolve problems, effectively communicate risk

We are also developing new and innovative ways to effectively resolve prob-
lems with regulated products—working with product manufacturers, health-
care providers, patients, and consumers.

Adverse drug events result in more than 770,000 injuries and deaths each year and
cost up to $5.6 million per hospital. About 45 percent of adverse drug events are
caused by medication errors that occur in dispensing or administration—and published
reports suggest that bar code point-of-care systems can reduce this by up to 80 percent.

We are also identifying new ways to inform physicians, pharmacists, nurses, and pa
tients about the safety of regulated medical products and to communicate risks effec-
tively:

. DailyM ed. One important example is through electronic product labels. We are
working with the National Library of Medicine to set up DailyMed—a new way
to distribute up-to-date and comprehensive medication information in a comput-
erized format for use in health care information systems. By making current
information about FDA-regulated medical products readily available to patients
and health care providers, DailyMed will help to reduce medication errors and
improve patient safety.

. Patient Safety News. We have also developed a monthly video news program
for busy health professionals called “FDA Patient Safety News.” Every month,
the show brings life-saving information straight from us to physicians, nurses,
pharmacists, risk managers, and educators. Our stories cover safety alerts and
recalls, tips on preventing medical errors, and significant new product approvals.
A recent survey of viewers indicated that 94 percent of respondents used the
program’s safety recommendations “frequently” or “occasionaly.” The show
also recently received an Award of Excellence from the National Association of
Government Communicators.

) West Nile virus. We recently issued revised recommendations for the assess-
ment of donor suitability and blood and blood product safety in cases of known
or suspected West Nile virus. We led a collaborative effort to develop and im-
plement nationwide donor screening for West Nile virus, removing over 1,000
infected units from the blood supply in 2003 and 2004.

. Threat to food supply. We recognized that chronic wasting disease was spread-
ing rapidly in white-tailed deer. Because route of transmission for the disease is
poorly understood, we quickly made recommendations regarding the use in ani-
mal feed of rendered materials from deer and elk that test positive for the disease
or that are at high risk for infection. These recommendations are in step with
federal efforts to ensure that tissues infected with chronic wasting disease from
deer and elk do not contaminate human foods.

Bar code rule

In an effort to reduce medication
errors, we published a rule, “Bar
Code Label Requirements for Hu-
man Drug Products and Blood,”
which requires bar codes on pre-
scription drugs, over-the-counter
drugs packaged for hospital use,
vaccines, blood, and blood compo-
nents.

We estimate that the bar code rule
will enable the adoption and use of
bar coding scanners at the point of
care and result in 413,000 fewer
adverse events over the next 20
years.

METOPROLOL TARTRATE
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FDA long-term goal

Hospital bar code use

By 2008, we will aim for an 11
percent reduction in adverse drug
events related to medication dis-
pensing and administration errors
in 50 percent of hospitals in the
United States by requiring bar
codes on drugs and biologics.
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Priorities for
Coming Year

n the coming year, we will continue to focus on high priority safety areas—
completing projects that will allow us to improve the safe and effective use of
all regulated products:

. Adverse events. We are committed to improving the efficiency and effec-
tiveness of our adverse event reporting systems, while at the same time reducing
their costs and complexity. We are currently analyzing adverse event and con-
sumer complaint reporting processes and our own systems. Our goal is to de-
velop a common reporting system to be used as a single point of entry for the
public, including patients, consumers, and health care providers to report all
adverse events and product problems. The system would accept both individual
and bulk electronic reports from al types of users. This will be known as the
FDA Adverse Event Reporting System, or FAERS, and would produce a system
compatible with al our problem reporting systems.

e Prescription medication labeling. We are finalizing our proposed rule,
entitled “Requirements on Content and Format of Labeling for Human Prescrip-
tion Drug and Biologics.” This proposal to revise current regulations would re-
quire that the labeling of new and recently approved products include a section
containing highlights of labeled prescribing information and an index to the in-
formation. The purpose is to make it easier for health care practitioners to find
and read information important for the safe and effective use of prescription
drugs. The revisions reflect those that we believe will improve prescription drug
labeling to more optimally communicate important drug information to health-
care providers. Enhanced communication should make them better-informed
prescribers.

e Safety reporting. We are proposing to amend the safety reporting regula-
tions for human drug and biological products to implement definitions and re-
porting formats and standards recommended by the International Conference on
Harmonization and by the World Health Organization and to codify our expecta-
tions for timely acquisition, evaluation, and submission of relevant safety infor-
mation for marketed drugs and licensed biological products. Further, we intend
to require that certain information, such as medication error reports, be submit-
ted to usin an expedited manner.

22 /| HHS / FDA Progress and Priorities 2004: Protecting and Advancing America’s Health



PART 3: PROTECTING THE HOMELAND—
COUNTERTERRORISM

he past year has witnessed some of the most significant en-

hancements to our food safety and security program in dec-

ades. Going forward, we will finalize implementation of our

new food security regulations and also expand our capabili-
ties through new mobile laboratories, intensified inspections, and closer
interagency collaboration.

Additionally, we will continue to work with public and private sector
partners to accelerate the development and availability of safe, new
medical countermeasures.

e Implemented systems to provide for the rapid analysis of food PI’OQI’GSS
samples for contamination by terrorists. Hi g hii g hts

e  Conducted vulnerability assessments of the nation’s food supply.
e Facilitated development of medical countermeasures.

e Approved medical treatments for exposure to radiation and an-
thrax.

e Enhanced our ability to respond rapidly and effectively to terrorist
emergencies and other crises.

e  Enhanced security of our laboratories, buildings, sensitive informa-
tion systems, and personnel.

e Implementing our new authority to permit the use of unapproved Priorities
products in emergencies. Hi g hii g hts

e  Continuing our work with government and industry partners to de-
velop safe and effective new medical countermeasures.
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Background

he events of September 11, 2001, the anthrax attacks that fall, and other

terrorist activities related to potential food contamination, have not

changed but rather have underscored the importance of our mission of

consumer protection. We are now in the process of refocusing our efforts
to carry out that mission in a changed world. Our regulatory authority and responsibil-
ity cut across critical elements of the country’s counterterrorism efforts. Therefore, we
must have the capability to assess and effectively respond to risks associated with a
broad range of terrorist-related health and safety threats to the public.

Two of our greatest challenges are to facilitate the development of medical counter-
measures and to safeguard regulated products. For example, terrorists could use im-
ported food to introduce deadly diseases into the country, or they could tamper with
our drug supply. Also, FDA-regulated products, such as human and animal drugs, vac-
cines, blood, and other blood products, would play a central role in countering the
effects of terrorism if an attack should occur.

Our approach to countering the terrorist threat involves working with industry to de-
velop medical countermeasures using state-of-the-art science, collaborating with other
responding agencies and organizations, strengthening the FDA’s own preparedness
and response capabilities, and remaining vigilant against potentia threats to our na-
tion’s health and security.

Progress to Date

Protecting security of food products

We are responsible for ensuring the safety of approximately 80 percent of the
nation’s food supply. The possibility of food products being used as a vehicle

for attack is particularly worrisome because such an event potentially affects everyone
in the country. The production of food is so extensive that, if even a small number of
contaminants were intentionally introduced into a part of the food chain, public confi-
dence in the safety of the nation’s food supply could result in staggering economic
losses for the agricultural industry.

We have contributed to enhanced security of our food supply by implementing critical
provisions of the Public Health Security and Bioterrorism Preparedness and Response
Act of 2002, aso known as the “Bioterrorism Act.” This law requires that we receive
prior notice of imported food shipments into the United States. We will use this infor-
mation to prioritize our inspections.
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The law also requires domestic and foreign facilities that manufacture, process, pack,
or hold food for human or animal consumption in the United States to register with us.
In the event of a potential or actual bioterrorism incident or an outbreak of foodborne
iliness, facility registration will help us determine the location and source of the event
and facilitate notification to affected facilities.

A third food-related provision is administrative detention, which authorizes us to de-
tain an article of food for which there is credible evidence or information indicating it
presents a threat of serious adverse health consequences. Interim fina rules for the
prior notice and registration requirements were published in October 2003, and a final
rule on administrative detention was published in May 2004.

Additional enhancements to our food security operations include:

. Rapid analysis of food samples for threat agents. The Food Emergency Re-
sponse Network is a joint initiative between us and the Department of Agricul-
ture. It consists of government laboratories equipped to detect and identify bio-
logical, chemical, and radiological agentsin food. Analytical data from the labo-
ratories is reported into the electronic Laboratory Exchange Network, a seam-
less, integrated secure network that allows public health officials to compare,
communicate, and coordinate findings of laboratory analyses. Integrating these
two networks has increased our ability to rapidly analyze food samples for threat
agents and communicate information over a secure network.

. Support for veterinarians. We have also supported development of a database
to facilitate rapid access to diagnosis and treatment information for veterinari-
ans, who would be the first to diagnose diseases or threat agents targeting farm
animals.

. Vulnerability assessments. We have aggressively conducted food threat assess-
ments using a tool that identifies the most likely targets for terrorist attack and
designs “shields’ to reduce the risk. This effort, which was commissioned by the
Homeland Security Council and conducted with the Department of Agriculture,
is another example of how we collaborate with others to achieve operational
efficienciesin our counterterrorism role.

We have shared our vulnerability assessment tool with government officias in
Jurigilla, Mexico, to assist them in identifying vulnerabilities and risks that could com-
promise the safety and security of their food supply.

We have also shared the unclassified conclusions of our vulnerability assessments
with key food industry sectors and are working with them to perform their own assess-
ments.
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Countermeasure
actions

e In October 2003, we approved
Radiogardase, also known as
“Prussian blue,” for certain
types of internal radiation con-
tamination.

e In August 2004, we approved
pentetate calcium trisodium
injection (Ca-DTPA) and pen-
tetate zinc trisodium injection
(Zn-DTPA) for other types of
radiation contamination. These
approvals were facilitated by a
guidance document we pub-
lished.

e We also issued a final rule re-
garding the safety and effec-
tiveness of certain currently
licensed biological products,
including some that can serve
as medical countermeasures.
The rule confirmed that the
currently licensed anthrax vac-
cine is safe and effective.

e In October 2003, we hosted a
two-day workshop dedicated to
communicating effective strate-
gies to assist in the develop-
ment of medical countermea-
sures. Critical guidance docu-
ments have also been pub-
lished to support the develop-
ment of innovative medical
countermeasures.

e In March 2004, we posted a
draft guidance document on
developing drugs to mitigate
complications from smallpox
vaccination.

o We developed a direct final rule
for revised spore-former re-
qguirements that provides
greater flexibility for manufac-
turers in producing biologic
countermeasures.

Facilitating development, availability
of medical countermeasures

edical products must be readily available to prevent, diagnose, and treat ill-
nesses resulting from a terrorist attack. These products include drugs, vac-
cines and other biological products, blood and blood products, and medical devices.

We are working proactively to support the development of innovative products. One
way we are increasing the availability of countermeasures is by working with industry
to identify existing products that may be useful as medical countermeasures. We have
also continued to address the needs of special populations, including the immunocom-
promised, pregnant women, infants, children and the elderly, through special dosing
studies and guidance.

We collaborate frequently with the Centers for Disease Control and Prevention, the
Department of Homeland Security, the Department of Defense, other government
agencies, and industry to support the availability of essential products for smallpox,
botulinum toxin, anthrax, plague, nerve agents, ionizing radiation and other potential
threats.

Protecting safety, security of drugs, biologics,
medical devices, other FDA-regulated products

Fostering the availability of medical countermeasures involves ensuring a steady
supply of approved products in addition to supporting their development. To
support this goal, we conducted vulnerability and needs assessments by reviewing
information on facilities that manufacture medical countermeasures. We reviewed
security and regulatory needs and identified inspection priorities. We also developed a
number of tests that can serve to protect the integrity of products we regulate.

Ensuring safety, security of our assets,
information, personnel

I n addition to protecting the products we regulate, we have taken measures to pro-
tect our assets, including sensitive information, personnel, and physical structures.
We continued to strengthen our continuity of operations plan to reduce disruptions to
operations in event of an attack and to ensure the safety of our employees.

We further enhanced security at our laboratories that study select pathogenic organ-
isms. We conducted appropriate background checks for our employees who work in
these laboratories and implemented site security measures.
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Enhancing emergency preparedness,
response capabilities

We must be prepared for a wide range of circumstances and contingencies in
order to respond effectively to terrorism-related emergencies and crises. We
have developed crisis management plans and have strengthened our readiness by part-
nering with state and federal agencies in conducting emergency response exercises
that simulate chemical, biological, and radiological events.

We have aso collaborated with international partners. We took part in food safety
exercises with Canada and Mexico that facilitated and coordinated the timely informa-
tion exchange among the countries.

On an interagency level, we work on extensive activities with the Strategic National
Stockpile on issues such as streamlining the use of investigational drugsin acrisisand
shelf-life extension of current products. Further, we work proactively with the Centers
for Disease Control and Prevention on developing processes for collecting post-event
safety and outcome information on products distributed to counter aterrorist event.

In another example of effective collaboration, we have worked with the Conference of
Radiation Control Program Directors to establish standards for radiation-detecting
devices and to support the proper equipping of state emergency response personnel.
We aso reviewed and approved Redline Alert™, an anthrax exposure diagnostic kit
that expedites determining whether a person has anthrax disease.

We have also taken an active role in enhancing our preparedness. We developed a
dedicated counterterrorism section comprised of experienced experts in intelligence
and law enforcement.

Further, we have been collaborating with other government agencies by contributing
our expertise in assessing the vulnerability of the nation’s food, agriculture and water
supplies. We partnered with the Central Intelligence Agency through our participation
on the Interagency Intelligence Committee on Terrorism. We have a so partnered with
the Federal Bureau of Investigation and other intelligence agencies through participa-
tion in the National Joint Terrorism Task Force.
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Priorities for
Coming Year

hile much has been done there is still much more to do to accelerate
the availability of medical countermeasures.

To this end, Congress recently gave us authority to issue Emer-

gency Use Authorizations that allow the use of unapproved medical
products and approved products for unapproved indications to protect public health
during a military, public health, or domestic emergency declared by the Secretary of
Defense, the Secretary of Health and Human Services, or the Secretary of Homeland
Security.

Before an Emergency Use Authorization may be issued, the Commissioner must de-
termine that:

. The product may be effective in diagnosing, treating, or preventing a serious or
life-threatening condition caused by a biological, chemical, radiological, or nu-
clear agent.

. The known or potential benefits of the use outweigh its known or potential risks.
. There is no adequate, approved, and available alternative.

We are working vigorously to develop draft guidance to implement this important new
authority.

We will continue to work with our government and non-government partners to foster
the development of medical countermeasures and protect the nation’s food and medi-
cal supplies.
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PART 4. USING RISK-BASED MANAGEMENT PRACTICES

fficient risk management enables us to provide the most

public health bang for our regulatory buck. This is particu-

larly true in the area of product manufacturing: It is impos-

sible for us to inspect every prescription drug pill, every di-
agnostic testing kit, every animal vaccine, and every food parcel that is
manufactured or processed. However, by ensuring the best possible
manufacturing practices through tested, quality-improvement modali-
ties, we can assure products of high quality. That is why, in the months
ahead, we are outlining the latest, scientific practices in manufacturing
across the public health spectrum—from pharmaceutical plant opera-
tions to food processing to dietary supplement manufacturing.

e Took first steps to modernize our regulations for the manufacture  PT O gress
of medical products to encourage the use of the latest innovations.  Hj g hii g hts

e Proposed updating our regulations on producing, manufacturing
and holding human food.

e Designed arisk-based methodology to conduct inspections.

e Implementing our risk-based model for targeting inspections of Priorities
drug manufacturing facilities. Hi g hii g hts

e Finalizing our proposed rule for good manufacturing practices for
dietary supplements.

e Issuing guidance on how medical device manufacturers can take
advantage of our new program authorizing third party inspections.

e Implementing a new system to ensure that donated tissues are safe
for patients who receive them.

e Developing astrategic plan for inspection of imports.

e Finalizing our regulations to help prevent the spread of bovine
spongiform encephal opathy, also known as “mad cow disease.”
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Background

ur mission has become much more complicated. Public health protec-

tion now includes addressing unprecedented challenges and threats—

ones that are more sophisticated and complex than those of the last cen-

tury. The number of medica products—drugs and devices—that we
regulate now exceeds 150,000, far more than ever before, including more complex
products. Almost 3,000 investigational new drugs are under development with manu-
facturers seeking the evidence needed to support our approval. There are more—and
more diverse—dietary supplements on the market than ever before. Americans also
have a much broader range of food choices, including more than 7 million food im-
ports this year—with the import numbers growing rapidly. Access to this growing
range of products offers opportunities for improving health and improving lives, but it
also creates new kinds of vulnerabilities and risks to the public health.

We have identified efficient risk management as the primary way to make the most
effective use of our resources and address these challenges. This approach incorpo-
rates:

. Rigorous analysis to consistently identify the most important risks.

. Use of a quality systems approach to designing and conducting our core busi-
NESS processes.

A high-priority application of our principle of efficient risk management is focused on
our current standards and guidance to industry on the way medical products are manu-
factured, known as “current Good Manufacturing Practices.” The cGMP regulations
for drugs have not been updated in 25 years. Meanwhile, best practices in manufactur-
ing technologies and methods have undergone significant progress over that time, par-
ticularly in other high-tech industries. We want to make sure that our regulations are
encouraging such progress in the pharmaceutical industry. So, we are working on a
broad-based program to develop new guidance based on the latest science of risk man-
agement and quality assurance.

Meanwhile, our capacity to examine imports physically has not kept pace with this
growth. To further enhance import security with limited resources, we are implement-
ing new regulations to address threats and improve our ability to target our field re-
sources to imports that present the most significant risks.
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Volume of imported products has been escalating
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Number of import line entries under FDA purview (in millions)

Effective risk management of food is imperative. Foodborne disease remains a serious
public health threat. The annual cost of foodborne illness in the United States each
year is estimated to be between $7.7 billion and $23 billion.! The Department of
Health and Human Services projects that the reported incidence of foodborne illness
may increase by 10 percent to 15 percent during the next decade. Changes in produc-
tion practices, centralized product distribution, environmental conditions, and food
consumption patterns could be contributing to the emergence of new microbial threats
to health.?

Our approach to risk-based management includes using the best available data and
analytic methods to assess risk and to develop the most effective approaches to iden-
tify the most significant hazards, plan inspection work and conduct other compliance
and enforcement activities.

1. Food and Drug Administration, Centers for Disease Control and Prevention, Food Safety In-
spection USDA Food Safety Inspection Service, “Status Report: Food Safety Objectives Healthy
People 2000.” Accessed at http://vm.cfsan.fda.gov/~mow/hp2kintr.html on June 20, 2003.

2. Donna U. Vogt, “Food Safety Issues in the 106th Congress,” Congressional Research Service
Issue Brief, November 7, 2000. Accessed at http://www.ncseonline.org/NLE/CRSreports/
Agriculture/ag-38.cfm on June 20, 2003.

3. The number of line entries is used as an indicator of relative volume of FDA-regulated imported
products. Sources of data include U.S. Census (1986-1993), U.S. Customs (1994-1996), and FDA
OASIS (1997-2002).

Growth of imported
products under FDA
purview

Over the past decade, the number
of FDA-regulated imports has in-
creased dramatically (see graph).

In the past five years alone, the
number of import line entries® has
nearly doubled, growing from 5.0
million in 1998 to 9.3 million in
2003.

These imports are:

e 64 percent food products.

24 percent medical device and
radiological health products.

e 8 percent cosmetic products.

e 2 percent human drugs and
biologic products.

e 1 percent animal drugs and
feed products.

In fiscal year 2006, we are project-
ing a total of 15.7 million import
lines.
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Progress to Date

ver the past year, we have pursued severa key initiatives to achieve the

goal of efficient risk-based management. Some efforts have addressed

the fundamental approach we take to alocating our resources and per-

forming the work. We have also undertaken very significant efforts tar-
geted at particular types of product manufacturing and quality assurance.

Quality management, risk management systems

Over the past year, our Management Council has reviewed and adopted the FDA
Quality Systems Framework for application across the full range of our pro-
grams and processes. Through application of this framework, we will use quality sys-
tems to control, assure and improve the effectiveness of the processes to deliver a
quality product or service. The quality system framework now incorporated in the
FDA Staff Manual Guide defines the essential quality elements for management to
address in any system that controls an internal regulatory activity and its relevant man-
agement, facility, purchasing, and information technology support, referencing key
ANSI/ISO and other external quality management and risk management standards.
This work ties together pre-existing quality systems work, such as the Quality Assur-
ance Program at our Center for Food Safety and Applied Nutrition or the Team Bio-
logics and Laboratory Accreditation program, with more recently launched work fo-
cused on medical product review and processes related to manufacturing inspections
and enforcement.

Pharmaceutical cGMPs for 21st Century

We regulate the manufacture of pharmaceuticals to ensure that the drug supply
in the United States is of consistently high quality. In the past, as a result of
the many uncertainties in drug manufacturing, we exercised extensive control over
every aspect of the process. Over the past year, we have completed a rigorous assess-
ment of current practices and the available new tools of manufacturing science that
would enable a progression to controls based on quality systems and risk management.
The assessment adhered to five guiding principles:

) Risk-based orientation.

. Science-based policies and standards.
. Integrated quality systems orientation.
. International cooperation.

. Strong public health protection.
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We have taken a number of steps to move regulatory practices in this direction, includ-
ing:
. Finalized a guidance document on electronic records and signatures to incorpo-

rate principles of the cGMP initiative to ensure the latest technological advances
are encouraged.

. Published a draft guidance on process analytical technologies to facilitate adop-
tion of modern quality management systems.

. Completed a memorandum of understanding between the Office of Regulatory
Affairs and the Center for Drug Evaluation and Research to establish a Pharma-
ceutical Inspectorate and develop course curricula for inspectors. The Pharma-
ceutical Inspectorate is a state-of-the art, first-of-its-kind inspection cadre con-
sisting of dedicated, highly trained employees within our field force who will
devote the mgjority of their time to conducting inspections for highly complex
or high-risk drugs.

. Established a pilot program that will allow for the rapid, objective resolution of
scientific and technical questions or issues that may arise either during an in-
spection or as the result of an inspection. This program has been designed to
promote integrity, neutrality, consistency, transparency, fairness, and scientific
soundness in the dispute resolution process.

On-going work to assure U.S. food safety

. Egg Safety. We are proposing to require shell egg producers to implement
measures to prevent Salmonella enteritidis from contaminating eggs on the
farm. We are taking this action because of the large number of cases of food-
borne illnesses and deaths caused by eating shell eggs contaminated with salmo-
nella. If finalized as proposed, we expect a significant decrease in the number of
contaminated eggs produced on farms. Ultimately, we expect that this would
result in public health benefits through a decrease in the numbers of salmonella-
associated illnesses and deaths.
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Risk-based management

Food imports

Canada and Mexico participated in
a pilot study which will ultimately
contribute to the inclusion and
integration of foreign laboratories
into the electronic Laboratory Ex-
change Network.

We published our Private Labora-
tory Rule in April, 2004. The pro-
posed regulation is intended to
help assure the integrity and sci-
entific validity of data and results
submitted to us. When final, this
rule will provide confidence for
persons who use private sampling
services to collect and analyze
samples of imported food and will
assure that these samples are
properly identified, collected, and
maintained.

In addition, private laboratories
doing this work will be required to
use validated or recognized ana-
lytical methods and to submit ana-
lytical results directly to us.

Dietary Supplements. The Dietary Supplement Health and Education Act
of 1994 provided us with statutory authority to prescribe good manufacturing
practice regulations for dietary supplements. In March 2003, we published a
proposed rule to establish GMPs for dietary supplements. We have reviewed the
nearly 400 comments on the proposed rule and are currently devel oping the final
rule. The fina rule would require manufacturers to ensure the identity, purity,
quality, strength, and accurate labeling of their dietary supplements. It would
help protect consumers from dietary supplements containing impurities or con-
taminants as a result of how they were manufactured. It will also be a significant
step in assuring consumers that they are buying products that contain the type
and amount of ingredients listed on the label. We expect to publish the final rule
this coming winter. It is a priority for both us and the Department of Health and
Human Services.

Food Processing. We initiated an effort to modernize our regulations for
current good manufacturing practice in manufacturing, packing, or holding hu-
man food. The cGMPs now in effect were last revised 20 years ago, and the
food industry has undergone considerable change during this period. In August
2003, we published a report summarizing a literature review that identified the
most common food safety issues encountered at the processor level in the food
manufacturing industry and determined the most common products involved and
the relative frequency of the specific processor-level problems that contributed
to food recalls. We have hosted three public meetings to solicit comments, data,
and scientific information abouit:

e  Thecurrent state of quality management techniques.
e  Quality systems approaches.

e  Voluntary industry standards as well as other controls used by food manu-
facturers and processors to prevent, reduce, control, or eliminate food borne
hazards that may occur during food production, processing, or storage.

We will review the information obtained through the meetings as well as sub-
mitted comments and use it to prepare a white paper, intended for completion by
the end of September.
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Risk-based prioritization of inspections

We have initiated a critical, comprehensive review of our practices relating to:

. Planning and prioritizing our inspectional work based upon arisk-based model.
. Conducting inspections as efficiently and as effectively as possible.
. Achieving compliance with the Food, Drug and Cosmetic Act.

The progress being made reflects our commitment to the consistent adoption of risk-
management principles. Thiswill result in an inspection and enforcement program that
will be the foundation for a strong, robust Agency centered on protection of the public
health.

Our work over the past year has involved establishing a process for programs to set
compliance priorities by conducting assessments that identify the internal and external
hazards a regulated firm faces, address risk estimate and characterization of the haz-
ard, and determine the conseguences to the public health as a result of our action or
inaction.

Each of our five product centers has made substantial progress in developing appropri-
ate risk criteria and a process for applying those criteria to the inventory of regulated
facilities. Risk criteriain development across centers include factors, such as:

o Previous violations.

. V olume of production.

) Product class.

. Manufacturing process characteristics.

. Probability and severity of harm.

. Manufacturing risk control measures.

. Pathogen contamination risk.

. Vulnerability of the product to deliberate tampering or contamination.
. Health consequences for humans or animals.

Facilities we identify as high priority based on such criteria will be included in our
inspection work plan for fiscal year 2005.

Work by the Center for Devices and Radiological Health illustrates the process in-
volved in this effort, applied to both domestic and import operations. Last winter, the
Center prepared draft proposals for a risk-based work plan, developed criteria for rat-
ing proposals, and then held a meeting in March 2004 to review and prioritize inspec-
tionsfor inclusion in our fiscal year 2005 inspection workplan.

Risk-based enforcement

Potentially dangerous,
illegally imported drugs

Our November 2003 “Import Blitz”
examinations found 1,728 unap-
proved drugs, including so-called
“foreign versions” of FDA-
approved drugs, recalled drugs,
drugs requiring special storage
conditions, drugs requiring close
physician monitoring and drugs
containing addictive controlled
substances.
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Leveraging device inspection resources
with other qualified parties

We have established and implemented a novel third-party inspection program
as mandated by the Medical Device User Fee and Modernization Act of
2002. The program will alow accredited persons to inspect qualified medical device
manufacturers, thereby helping us focus our limited inspection resources on higher-
risk inspections and allowing companies to more effectively operate in a global mar-
ketplace. Forty-three accredited person candidates were trained in January 2004, as
part of the third-party inspection program for medical devices.

We have completed a total of 16 agreements with other countries regarding informa-
tion sharing during fiscal year 2004. This included two memoranda of understanding,
13 confidentiality commitments, and one charter. The confidentiality commitments are
of particular value to us in addressing product safety, quality, and security concerns
because they alow us and the foreign government to share confidential commercial
information while protecting each government’s ability to keep the information out of
the public domain.

During fiscal year 2004, we implemented the expansion of Good Clinical Practicesin
clinical studies funded by the Orphan Products Development grants program. Good
Clinical Practices will be used when we evaluate grant funding applications for orphan
products and conduct site visits of grantees.

Protecting patients and consumers

e« Contaminated donor tissue. During the past year, we finalized anew rule
on donor eligibility for human tissues and cells. This rule will help prevent
transmission of communicable disease when these products are transplanted.
Broader requirements for tissue bank registration and listing became effective in
January 2004. These cover establishments that deal with reproductive tissue and
other human cellular products, such as stem cells derived from blood sources
including umbilical cord blood. Registration requirements increase our knowl-
edge base about these establishments and products and improve the effective-
ness of communications about their risks.
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Medical device recalls. These recalls of medical devices occurred because
there was a reasonable probability that their use would cause serious adverse
health consequences or death:

e  Drug-eluting coronary stent systems. Problems found during the manu-
facturing process could have impeded balloon deflation during coronary
angioplasty procedures. Impeded balloon deflation can result in significant
patient complications, including emergency coronary artery bypass graft
surgery and death.

e Bed lifts. Devices used to lift or move patients in hospitals and nursing
homes were recalled after manufacturing defects led to deaths.

. Implantable cardioverter defibrillators. These were found to have defec-
tive high voltage capacitors. As a result, the capacitors may have taken
longer than normal to charge near the end of the battery service life. This
could cause adelay in delivery or anon-delivery of shock therapy resulting
in patient injury or death.

e Nasal Masks. The user instructions inform the patient that the mask con-
tains an exhalation port and does not require the use of a separate exhaa
tion device. However, the product was distributed without the exhalation
port. Without the port the patient may experience oxygen deficiency that
may lead to suffocation.

Mad cow disease—bovine spongiform encephalopathy. After the
discovery of bovine spongiform encephalopathy, also known as BSE or mad
cow disease, in a cow in the United States, we published an interim fina rule
banning certain cattle-derived materials from human food and cosmetics. These
banned materials are considered to be high risk for transmitting the agent that
causes this fatal disease from cows to humans. We also proposed recordkeeping
requirements that complement the interim final rule. These records would aid in
enforcing the prohibitions. Along with the Department of Agriculture, we pub-
lished an advance notice of proposed rulemaking outlining other measures that
could strengthen the nation against bovine spongiform encephalopathy. We con-
cluded that it would be most protective to remove the “ specified risk materials’
most likely to contain the infectious agent from al animal feed and requested
comment on this proposal. We are currently working on a proposal to assure the
removal of these specified risk materials from feed. In addition, we are evaluat-
ing test methods for detecting prohibited protein in animal feed as an additional
safeguard against the spread of this disease.
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Priorities for
Coming Year

ur priorities for the coming year include continued work to advance
modernization of our good manufacturing practice requirements across
severa regulated product categories and to implement quality systems
and risk-based prioritization in our field work planning. Specific areas
of emphasisinclude:

e Pharmaceutical quality. Beginningin thefall of 2004, we will implement
arisk model-based approach to targeting inspections of those facilities manufac-
turing drugs. We will refine this model over time to incorporate information
about product and process understanding and quality management. At the same
time, we will begin to apply risk-based principles to the product quality review
process. We expect that these changes will not only alow but also facilitate con-
tinuous improvement in pharmaceutical manufacturing. This builds on work
over the past two years that focused on assessing the current quality assurance
systems, including some in effect for more than 25 years. We have found that in
many cases, it is currently possible for manufacturers to develop robust proc-
esses that reliably produce high-quality products and that will accommodate
process changes.

e Tissue Safety. We will finalize our regulatory framework for tissue safety,
continue outreach to the tissue industry, and develop an interdisciplinary tissue
safety team.

e Food product safety. We will propose guidance for modernizing Good
Manufacturing Practices for food processing. The guidance will reflect our re-
cently completed work applying science-driven standards and incorporating
input from stakeholders. We will aso issue a final rule on dietary supplement
cGMPs. Additionally, we will finalize the interim final rule and the recordkeep-
ing rule to prevent the spread of bovine spongiform encephal opathy.

e Quality and safety of imports. We are in the process of developing a
strategic plan for inspection of imports and will issue this plan within the next
12 months. We expect the number of FDA-regulated imports to continue grow-
ing rapidly, further outpacing our ability to examine a large fraction of line en-
tries.

e Third-party inspection of medical device manufacturers. we
will issue industry guidance on requests for inspection by accredited persons to
foster continued success for this program. This builds on this past year’ swork in
which we established a program for third-party inspection of medical device
manufacturing facilities. This included training qualified persons to perform
these inspections.
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PARTS5: EMPOWERING CONSUMERS FOR BETTER HEALTH

hile efficient risk management in government and in

industry are critical to improving public health, the

“final mile’—from the regulated marketplace to the

actual consumer—is essential. We are seeking to ad-
dress this final health mile by focusing on better information that en-
ables consumers to make smarter, healthier choices about the foods and
medical products they rely upon daily.

Established a consumer communications infrastructure. Pro gress
o o | _ Highlights

e Published afinal regulation requiring the disclosure of transfatsin

foods.

e Published guidance to improve the clarity and accuracy of medical
product advertising aimed at consumers.

e Increased availability of our consumer educational materials
through strategic leveraging with our stakeholders.

e Implementing innovative solutions to combat obesity. Priorities
o , - Highlights
e  Continuing our work with the Federal Trade Commission to ensure
that dietary supplement product claims are backed up by adequate
scientific evidence.

e  Ensuring that industry promotes regulated products lawfully and
accurately.
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Background

e can help improve the health of the nation by encouraging the de-
velopment of safer, more nutritious food and safer, effective, and
more affordable pharmaceuticals and medical technologies, and by
improving enforcement and regulatory protections for the public.

However, through their own choices, people can have an even greater impact on im-
proving their health. For example, the total economic cost of obesity in the United
States is about $117 billion per year, including more than $50 billion in avoidable
medical costs. Thisis more than 5 percent of the total U.S. annual health care expendi-
tures.’ As more and more people become or remain overweight or obese, the long-
term health and economic consequences will be astounding. About 400,000 people die
each year because of being overweight, making lack of physical activity and poor diet
second only to tobacco use as a cause of preventable death.?

Unfortunately, it is also the case that about half of the U.S. population is functionally
illiterate or marginaly literate. That is, they cannot read and understand adequately the
written information needed to function in society.® Low literacy has also been recog-
nized as a factor in increasing health care disparities and failing to take action to pre-
vent disease.*

Low hedlth literacy combined with the increasing incidence of chronic health prob-
lems like diabetes and obesity results in a serious public health problem. To fight these
problems most effectively, it is more important than ever that consumers get informa-
tion that is clear, informative, and effective in helping them improve or maintain their
health. It is also more important than ever that consumers are aware of the dangers
inherent in misleading information.

1. U.S. Food and Drug Administration, Center for Food Safety and Applied Nutrition, Counting
Calories: Report of the Working Group on Obesity, 2004.

2. Mokdad AH, Marks JS, Stroup DF, Gerberding JL. Actual causes of death in the United States,
2000. JAMA, 2004, Mar 10;291(10):1238-45.

3. Kirsch IS, Jungeblut A, Jenkins L, Kolstad A. Adult Literacy in America: A First Look at the Re-
sults of the National Adult Literacy Survey (NALS). Washington, DC: National Center for Educa-
tion Statistics, U.S. Department of Education, 1993.

4. Berkman ND, DeWalt DA, Pignone MP, Sheridan SL, Lohr KN, Lux L, Sutton SF, Swinson T,
Bonito AJ. Literacy and Health Outcomes. Summary, Evidence Report/Technology Assessment
No. 87 (Prepared by RTI International—University of North Carolina Evidence-based Practice
Center under Contract No. 290-02-0016). AHRQ Publication No. 04-E007-1. Rockville, MD:
Agency for Healthcare Research and Quality. January 2004.
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Progress to Date

ver the past year, we have taken on the challenge and made major
strides in improving the information that consumers and patients get
about the products we regulate.

FDA consumer communications infrastructure

I n 2003 and 2004, we completed a number of activities designed to develop an
Agencywide consumer communications infrastructure:

. We completed a study of current communications processes and practices. This
study identified prime areas for improvement and provided a baseline for meas-
uring continuing progress.

. An Agencywide committee was established to help identify needed areas of re-
search and to assist in disseminating results for integration into review and de-
velopment of communication materials.

Research to improve industry communications
about products we regulate

We conducted research to support review and development of industry commu-
nications about regulated products. For example:

) We completed the first phase of research to establish how best to present regu-
lated product labeling in electronic formats.

. We aso completed initial research to examine how accurately consumers under-
stand messages that associate a specific nutrient with a specific disease or health
outcome when the scientific support for the claimed relationship is uncertain.

. We made significant progress on consumer research related to one of our long-
term goals—improving consumer understanding of the association between
heart disease and different types of fatsin foods. These include the harmful satu-
rated fats and trans fats as well as the beneficial omega-3 fats.
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Developing our own consumer education materials

I n addition to improving our regulation of information produced by manufacturers,
we sought to strategically improve and increase FDA-initiated health benefit and
risk information about the products we regulate and how best to use them. A humber
of our accomplishments involved educational materials development and outreach to
improve consumer understanding and use of FDA-regulated products. Here are some
examples:

. We developed a “heart health” Web site that pulls together all our Web-based
information related to heart health and disease. It covers the basics and provides
information about the entire range of FDA-regulated products related to main-
taining a healthy heart and to diagnosing and treating heart disease (http://
www.fda.gov/hearthealth/).

FDA US. Food and Drug Administration

FDA Home Page | Search FDA Site | A-T Index | Contact FDA

Search Heart Health Online
oogle

o Your Source for FDA Information about Living with Cardiovascular Disease

Welcome to FDA's

Heart Health News

Heart Health Online ¥
The Healthy Heart [ g + Panel Votes to Allow
e . Non-Prescription
Conditions and This new web site gives you reliable information about the products ) K.‘ Lo Defibrillator
Diseases used to prevent, diagnose, and treat cardiovascular disease. It N FDA Approves Two New
FETERaeE includes full descriptions and patient instructions for mary - Jmplantable Cardioverter
medications, medical devices, and diagnostic tests for cardiovascular ¥ Defibrillators
- " W
Diagnosis disease T « FDA Clears Robotic Heart
o Surgery Device
Treatments Check back often; we will add new conditions and treatments each « FDA Approves lliac Arter
Healthy Lif n l Learn hore about LA Approves liac Artery
ealthy Lifestyles | moni the Healthy Heart Stent
Frequently Asked + Panel Wotes Down Mew
Questions Use these links to find information on FDA-approved products. Use for Heart Device
+ Panel Recommends
Links . q : Stent for Approwal with
— Find a diagnostic test FGo! ] e S A L
ite Index Fihd a medication ~ Browse all News ltems
About FDA Find a medical device FGol |
Contact Us Focus on the Future
Scientists Exploring New
Catheter-Based
\g:‘ﬁ;:r: Treatment for Heart

Disease

. Together with extensive publicity about our new rule requiring trans fat infor-
mation to be included on food labels by January 2006, we developed an ani-
mated presentation to show consumers how this information will appear (http://
www.cfsan.fda.gov/~dmg/transfat.html). We also developed materials explain-
ing the importance of this change, including the role of different fatty acids in
health and disease (http://www.cfsan.fda.gov/~dms/qgatrans2.html).

. We introduced a national education campaign to give consumers advice on how
to safely use over-the-counter pain relief products like non-steroidal anti-
inflammatory drugs (including aspirin and ibuprofen) and acetaminophen. The
materials (http://www.fda.gov/cder/drug/analgesics/default.ntm) focus on how
important it is to know the active ingredients in over-the-counter pain relievers
to avoid taking too much and possibly getting a serious side effect like liver in-
jury or stomach bleeding.
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We developed a searchable database—Drugs@FDA—that includes information
on approved prescription drugs, some over-the-counter drugs, and even discon-
tinued drugs. This is the first resource to give the public comprehensive access
to a drug product’s approval history (http://www.accessdatafdagov/scripts [ ( I & Y oOU
cder/drugsatfda/index.cfm). s for Hed] i5land Students

Toxic Shock Syndrome Is So Rare
You May Forget It Can Happen

We updated our Breast Implant Consumer Handbook with the most recent four
years of information (http://www.fda.gov/cdrh/breastimplants).

We launched ajoint campaign with the Centers for Disease Control and Preven-
tion to use the Internet, print and TV public service announcements and other
materials to educate the public and healthcare providers on antimicrobial resis-
tance. We aso developed an animated presentation to educate key professional
level stakeholders in the animal drug arena on how antimicrobial resistance de-
velops and spreads.

We developed and distributed information to middle school educators and stu-
dents about tampons and toxic shock syndrome.

In cooperation with other agencies and outside organizations, we developed and
disseminated educational materials for women on a variety of relevant health
topics, including use of hormone therapy during menopause, mammography,
diabetes prevention, diagnosis and management, and safe medication use.

We developed a training program for health educators to help teach food safety
to pregnant women and women who might become pregnant. The program has a
particular focus on safe food handling and education about the risks of methyl
mercury in seafood and Listeria monocytogenes in refrigerated foods.

Our Fight BAC campaign has been effective in changing consumer food prepa-
ration and storage practices.
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Facilitating pediatric la-
beling

About 75 percent of al drugs pre-
scribed for children are not tested
for use with children. As a result
they may be ineffective or even
harmful.

In response to the Best Pharma
ceuticals for Children's Act of
2002, we have increased distribu-
tion of important pediatric drug
information news, including pub-
lishing in journals used by pedia-
tricians and other general practice
physicians, and expanding the
information on our pediatric Web
page (http://www.fda.gov/cder/
pediatric/index.htm.)

Enhancing our efforts to ensure accurate, complete,
nonmisleading communication

Clear information is critical to helping consumers make informed health-related
choices. The industries we regulate issue a great deal of product information in the
form of advertising and labeling. However, depending on how it is presented, informa-
tion can be more or less understandable, and therefore more or less useful. In light of
this need, we accomplished a number of activities to enhance our efforts to ensure that
industry communications to the public—consumers and health care providers—are
accurate, complete, and not misleading. Some examples include:

I nformation about foods and dietary supplements

We published a regulation requiring that labels disclose the amount of trans fatty
acidsin foods and certain dietary supplements. We asked for comments about an
option that would require trans fat information to be printed in a footnote to the
food label and what form that disclosure should take.

Under provisions of the Nutrition Labeling and Education Act of 1990, we allow
food labels to carry unqualified claims about certain relationships between a
dietary substance and disease or health-related condition when the relationship is
supported by significant scientific agreement.

We believe that the public should get more timely access to important informa-
tion about nutrition and risk reduction at earlier stages of scientific knowledge,
as long as that information is truthful and not misleading. Claims based on such
knowledge, however, must be qualified so that consumers understand that they
are not supported by definitive evidence. Thus, in 2003, we published interim
guidance on a proposed rating system to characterize the strength of the scien-
tific evidence that supports purported nutrient-disease relationships. In other
interim guidance, we set out a process for FDA review of claims regarding these
alleged relationships and how we believe manufacturers can communicate these
qualified claims in a non-misleading way. We are currently conducting and ana-
lyzing research to determine the utility of such communication.

Information about medical products

In recent years, an important new source of information about prescription drugs
and certain medical devices has been direct-to-consumer advertising. For this
information to be most helpful, our rules require that it include both benefits and
risks. In 2004, we issued two draft guidance documents addressing such adver-
tisements. One specified that we would treat TV and radio advertisements for
restricted medical devices the same as such ads for prescription drugs. The other
encouraged prescription drug manufacturers to use more understandable—and
hence helpful—language and format to disclose the required risk information in
the “brief summary” part of print advertisements.
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Priorities for
Coming Year

Ithough we have clearly made significant progress toward achieving the
goal of empowering consumers, much remains to be done. Our priorities
for the coming year include:

e« Collaboration with the Federal Trade Commission. Some projects
are ongoing, such as our continuing work with the Federal Trade Commission to
take regulatory action against dietary supplement manufacturers who make
product claims that are not backed up by adequate scientific evidence.

o Dietary supplement guidance. We will soon issue draft guidance for the
dietary supplement industry that outlines the evidence that companies need to
substantiate structure/function and certain other statements they may make about
their products under current law. We have also recognized the need to target
dietary supplement products containing misleading or false weight-loss claims.

. Obesity. It is important that we contribute in an appropriate manner to ad-
dressing the problem of obesity. The recommendations in our Calories Count
report provide a start. We will continue to build on these recommendations. We
have already contracted with the Keystone Center to design, convene, and facili-
tate a forum of stakeholders to seek consensus-based recommendations on spe-
cific aspects of the obesity problem. We are also planning to propose regulations
and guidance for carbohydrate claims on food labels to help standardize the ap-
proach used to characterize the carbohydrate content of foods.

e Food safety during pregnancy. Our training manua to help educate
pregnant women about food safety is only part of alarger initiative to target the
entire health care community about what foods pregnant women should be con-
suming and what foods they should be avoiding. As with all public health agen-
cies, FDA has a continuing responsibility to do everything possible to ensure the
health of future generations.

e Guidance on lawful, accurate product promation. Finaly, we will
continue to provide the guidance needed by regulated products industries so that
they can promote their products lawfully and accurately.
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PART 6. IMPROVING FDA'S BUSINESS PRACTICES

e are seeking to create a stronger, more unified
Agency. The increasing complexity of our regulatory
mission requires that we look for new ways to create
efficiency, standardize processes, enhance infrastruc-
ture, and improve planning.

In particular, we will be undertaking a new business-process planning
initiative to better track and enhance performance at al levels. Related
to this, we are updating our financial management practices and systems
to meet new federal standards, improve monitoring of funds, track pro-
gram costs, and support resource allocation decisions.

Additionally, we are continuing to forge ahead on our White Oak con-
solidation effort and moving ever closer to our goal of a truly unified
FDA.

Pro gress e Implemented shared services, including consolidating information
Hi g hii g h ts technology infrastructure.

e Developed acommon business process model.

e  Occupied our first building at our new White Oak campus.

Priorities e ldentifying best practices and future needs for information sharing
Highlights among our components.

e Designing a common electronic gateway for the public to report
adverse events about al the products we regulate.

e  Expanding the use of structured product labeling beyond drugs and
biologics to other medical products and foods.
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Background

s our regulatory mission grows more complex, sustaining and advancing
our performance requires becoming consistently more efficient, improv-
ing process management, enhancing infrastructure, and engaging in
better planning and implementation of information technology.

Progress to Date

n the past year, we implemented significant management reforms that have
given increased attention to Agencywide business process anaysis and plan-
ning and have reshaped the delivery of administrative support services to oper-
ating components. The administrative changes have been accomplished
through:

. Implementing a shared services organization.
. Competing commercial functions to obtain further efficiency.

. Reorganizing information technology resources to support our mission and
goals.

. Improving our financial management practices and systems to meet updated
federal standards, improve monitoring of funds, track program costs, and sup-
port resource allocation decisions.

Business process planning

any of our processes cut across organizational lines. Automating them re-

quires that we establish process continuity, standardization, and consolidation.
Therefore, during the past year our Management Council established a high-level busi-
ness process planning group. It will be the principa developer of common Agency
business processes and associated system capabilities. Business process planning will
allow usto:

. Eliminate duplication of common systems.
. Expand support for common and special needs.
. Allocate information technology funds more efficiently.

We have developed a common business process model that will be used to help articu-
late our mission-critical activities and ultimately will help develop a common, strategi-
cally aligned information technology infrastructure.
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Information technology

Fiscal year 2004 saw the creation of a broad-based information technology organi-
zation through:

. Consolidating information technology infrastructure service.

. Realigning formal information technology offices in the centers, field, and head-
quarters so that they directly report to the Agency chief information officer.

. Reorganizing the office of the chief information officer, enabling it to provide a
more strategic focus.

We also began work to define a roadmap for better aligning key technologies to our
policy goals and objectives. The final result will be the integration of enterprise archi-
tecture, capital planning and investment management, and project management into a
more comprehensive investment review and governance process for information tech-
nology. In addition, the information technology community enlarged its presence in
the user community by improving its support of electronic submission standards and
scientific computing support.

The Agencywide consolidation will enable the transition of information technology
into a strategic tool for realizing our policy goals and objectives, while allowing re-
ductions in total spending. To accomplish this difficult objective, investments will be
driven by business planning from an Agencywide perspective. Previoudy, we had
made most systems investments at the center level, including investments for new
applications development and maintenance. There had been relatively little coordina-
tion of these investments across our components. |n addition, the cost versus benefit of
these systems had not been fully documented. However, this information will be criti-
cal to the successful transition to consolidated systems and a well-coordinated ap-
proach to investment and management in the next year and beyond.

Shared services

We have redesigned the way we deliver administrative services using a shared ser-
vices model. This provides for the efficient realignment of administrative resources to
a centralized organization without jeopardizing our mission. The shared services
model has been shown to more effectively provide services in a way that maintains
close ties to customers through standardization and demand management to achieve
efficiency. The portfolio of servicesis aligned with customer needs and includes trans-
actional services, products and information, and specialized services tailored to fit
specific customer segments.

Over the past year, we successfully implemented shared services for our headquarters
and our centers. Shared services for our field components and our National Center for
Toxicological Research will be completed by October 2004.
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Financial management

We received our sixth consecutive “unqualified,” or clean, audit opinion on our finan-
cial statements from the Department’s Office of the Inspector Genera in January
2004. This unparalleled achievement reflects our ability to produce creditable financial
statements in a timely manner despite the fact that our existing financial systems are
not fully compliant with today’s financial standards.

The investments we are making in our financial management systems will allow us to
become compliant with financial management laws and regulations as well as provide
enhanced capability to track revenues and costs, forecast budget estimates, and support
smarter resource decision-making.

In fiscal year 2004, we entered into the developmental phase of the Unified Financial
Management System project. This entailed specific preparatory work that included
ensuring software meets our needs, system testing, determining user training needs,
and performing data clean-up. Under our Financial Enterprise Solutions projects, we
are developing financia applications that will be fully integrated into the Unified Fi-
nancial Management System.

Thisintegrated financial management system will support:
. Our user fee programs.

o Acquisition of goods and services.

The cash in-kind sponsored travel program.

. Cost management.

Competitive sourcing

As a result of competitive sourcing, we will recognize a five-year savings of $16.4
million. Competitive sourcing gives federal agencies the opportunity to become more
efficient by studying commercial activities. These are products or services that could
be obtained from a private-sector source but are being performed by government em-
ployees. The government revises its in-house organization performing the commercial
activity to capture efficiencies. This becomes the government’s most efficient organi-
zation or “proposal.” The government proposal competes with proposed performance
offered by the private sector or another government agency. Competitive sourcing is
intended to infuse innovation, cost savings and greater effectiveness in federal agen-
cies.

Our annual goals for competitive sourcing were derived from the number of positions
identified as performing commercia activities in our 2001 report mandated by the
Federal Activities Inventory Reform Act of 1998. In 2001, we reported that employees
in 1,454 positions perform commercial activities.
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In fiscal years 2002 and 2003, our proposals won the competitions for al six of the
commercia activities studied:

. Graphic arts and visual information services.

o Television studio services.

. Library services.

. Facilities and real property management services.

. General accounting services for our field operations.

. Biological technician and physical science technician services.

In fiscal years 2004 and 2005, we are competing select clerical positions that provide
administrative support across the Agency.

White Oak campus

Our employees in Washington, D.C., and nearby areas are currently located in 40
leased facilities. We are working with the General Services Administration to move
our headquarters and medical products operations to a consolidated, government-
owned campus at White Oak in suburban Maryland. The development will consist of
new state-of-the-art laboratories, office buildings and support facilities. The White
Oak consolidation will alow usto:

. Standardize and modernize document handling.

. Use shared facilities such as libraries and conference aress.

. Reduce redundancies in awide range of administrative and management tasks.
. Allow conversion to a single computer architecture and network.

This will reduce operating costs, cut travel time between organizations for our em-
ployees, and make it more convenient for the public to do business with us.

We continued our coordinated efforts to execute the 2000 master plan at White Oak.
In December 2003, we held a dedication ceremony for the Life Sciences Laboratory, a
state-of-the-art chemistry and animal research facility. As the first new building to
open on the site, the laboratory is occupied by 120 employees from the Center for
Drug Evaluation and Research and the Center for Devices and Radiological Health.

Construction continued on an office building which will accommodate approximately
1,700 employees from CDER, as well as a modern document storage center and mail
room. This building is scheduled to open in spring 2005. Design and planning is com-
pleted for the CDRH Engineering/Physics Laboratory and the Central Shared Use
Building.
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Priorities for
Coming Year

n the coming year, our business process planning efforts will focus on the fol-
lowing priority areas, spanning our major regulatory business functions in pre-
market product review, post-market safety surveillance, and key managerial
support functions.

Premarket review of new technology

. Structured product label. Over the past year, we completed the first phase of
research to establish how best to represent regulated product labeling in elec-
tronic formats. In the coming year, we will convene a workgroup of Agency
experts in premarket review and patient safety to examine ways to broaden the
application of standards and technology currently used for human drug and bio-
logic products to other products we regulate such as medical devices and foods.

Patient and consumer safety

. FDA Adverse Event Reporting System (FAERS). To improve our post-
market safety surveillance, we are convening a senior cross-Agency working
group to analyze current adverse event and consumer complaint reporting proc-
esses and systems. We want to design one common electronic gateway that can
be used as a single point of entry for all reporting of adverse events by the pub-
lic, including patients, consumers, and health care providers.

Managerial Support

. Correspondence tracking. To enhance our responsiveness to citizens and
stakeholders, we will be replacing our current patchwork of correspondence
tracking systems with a common platform and a harmonized process. This effort
beginsin the coming year with a pilot using a common platform tracking system
and a cross-Agency process to identify best practicesin this area.

. Activity-based management and costing. To support our ability to allocate
scarce resources to perform mission-critical functions most effectively, we are
implementing an activity-based management system. In the coming year, we
will conduct training to develop effective methods for activity management and
cost-driver selection. We will aso develop a plan for identifying management
and cost drivers. These are the critical first steps in designing a practical, high-
quality activity-based management and cost system.
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° Operational efficiencies. We will increase operational efficiencies and achieve
managerial excellence through:

e  Completing implementation of the Unified Financial Management System.

e  Enhancing our shared services operations by identifying business process
improvements across the entire organization, monitoring and updating ser-
vice-level agreements, and identifying additional services and functions for
inclusion in shared services.

e  Performing additional competitive sourcing to maximize cost-effective per-
formance of functions.

e  Overseeing the construction at the White Oak campus of the Central Shared
Use Building and the Engineering/Physics Laboratory.
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WHERE TO FIND MORE INFORMATION

U.S. Food and Drug Administration

. Home page: http://www.fda.gov/
) About FDA: http://www.fda.gov/opacom/hpview.html

. FDA Consumer magazine: http://www.fda.gov/fdac/fdacindex.html

Center for Food Safety and Applied Nutrition
o http://www.cfsan.fda.gov/list.html

Center for Drug Evaluation and Research

. http://www.fda.gov/cder/index.html

Center for Biologics Evaluation and Research
. http://www.fda.gov/cber/index.html

Center for Devices and Radiological Health

. http://www.fda.gov/cdrh/index.html

Center for Veterinary Medicine

o http://www.fda.gov/cvm/default.html

Field Operations and Regulatory Affairs

o http://www.fda.gov/oral

National Center for Toxicological Research

. http://www.fda.gov/nctr/index.html

Prescription Drug User Fee Act performance reports

. http://www.fda.gov/oc/pdufa/default.htm
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