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Ensuring the safety of the food supply is one of government’s most enduring and
important functions. However, the Federal, state and local governments face many challenges in
maintaining and improving food safety. Indeed, disease-causing microorganisms (pathogens)
threaten the public health, and in some cases the threat is growing and becoming more deadly. To
address this concern, President Clinton asked the Secretaries of Agriculture and Health and
Human Services and the Administrator of the Environmental Protection Agency to prepare-6— %
_comprehensive report-on-the-food.safety-and 19. make recommendations for improving the safety M
of the American food supply. To prepare this report, the three departments carried out an /LJ 3
intensive dialogue with the many “stakeholders” in food safety, including food producers and ‘”
processors, consumers, states, and academia.
This report outlines new,-and irseme-cases-innovative; ways pfdoing tiings,to-get-the- c)‘( po f/ 8
diverse talents and resources in the Federal government pulling together--in partnership with State
and local health officials, the food industry, academic scientists, and consumer groups--to identify
and act against threats to the safety of the food supply. The report identifies specific steps that
should be taken that will begin to reduce food-related disease in the coming months, as well as |2
build a foundation for improved food safety for years to come.
The problem is evident. Every day, thousands of Americans are stricken by illness caused
by the food they consume, and up to 9,000 a year--mostly the very young and elderly--die as a
resut,The threats from food gre numerous and varied, ranging from Escherichia coli (E. coli)
0157:H7 in meat and apmlﬁ‘iiﬁ\ébto Salmonella in eggs, to Cyclospora on fruit, to
Cryptosporidium in drinking water. Our understanding of many of these pathogens is limited; for
some, we do not even know how much must be present in food for there to be a risk of illness.
The public health system in this country has limited means to identify and track the causes of
foodborne illness; and Federal, State and local food safety agencies need to improve coordination
for more efficient and effective response to outbreaks of illness. Meat and poultry plants are
inspected every minute they’re operated, yet years can go by before other food plants receive a
Federal inspection. Increasing quantities of imported foods flow into this country daily with little
scrutiny. Some food processors, restaurateurs, food service workers, supermarket managers, and
consumers are ignorant of the threat of foodborne contaminants and how to protect food.
The problems identified above do not mean that the U.S. food supply is unsafe; it is one of
the world’s safest and most wholesome. However, more can be done, and there is enormous
medical and scientific talent in the public agencies responsible for food safety. Working with the M’)
food industry, the Clinton Administration has devised a safety assurance system for the P
harvesting, processing, transportation, handling, and storage of food. That system, which rehes
upon preventing the contamination of food, must be put into place at every step of the food
delivery process--from the farm to the consumer’s dinner table. Known as “HACCP,” it
represents a new paradigm that allocates responsibility between government and the private

sector.

This report contains recommendations in seven areas, which are summarized below:
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1) Surveillance/”’Early Wm« or mitigate extent and severity

of foodborne illness outbreaks. American needs a moré%&ve early warning system
that can catch outbreaks early, preventing illness and death. A Rey element in such a

system is an ability to detect, compare and communicate unusual patterns of illness and
laboratory findings wrthm and among states and t{lrelr Federal partners Improvements-to

- xpandmg an enhancmg the foodborne disease active surveillance network
(Foodnet), by adding new “sentinel sites” that collect outbreak data and 54—
strengthening existing sites.

- Improving early detection of foodborne disease nationwide by funding state efforts
to gather epidemiologic data, developing electronic capability to collect and share
data on outbreaks, and creating a national electronic network for bacterial
“fingerprints” to help identify the source and cause of outbreaks.

2) Interstate Qutbreak Containment and Response Coordination — Improve overall
efficiency and emergency response coordination for outbreaks. At the Federal level,
there are four agencies charged with responding to outbreaks of food- and waterborne
illness: HHS’s Centers for Disease Control and Food and Drug Administration, USDA’s
Food Safety and Inspection Service, and EPA. But the current system is characterized by
lack of communication, poor data sharing, and a misunderstanding of each others’ roles.
Reeerrmre‘rﬁ‘t‘ib‘ns*forrmprevement areto: §(ds. OSOA LasHT
St o g é/p
- Establish an intergovernmental group to coordinate investigations and responses to
outbreaks that would ensure that outbreaks causes are identified quickly and
accurately, to coordinate decisions about government response to outbreaks, and
to ensure that one person speaks for all during each phase of the outbreak.

- Enhance the basic infrastructure for foodborne illness and surveillance and
coordination at State health departments.

3) Risk Assessment — Improve risk assessment tools and interagency coordination in
risk assessment. Risk assessment’s objective is to characterize the nature and size of the
risk to human health associated with hazards, which in turn can lead regulators to the
correct decisions about controlling those hazards. Risk-assessment-activities-should-be-
mpmyed_by,; B P AW Asle. GLosSMeat, HS .. - <LL@JOF

- Establishiné. risk assessment consortium of the various agencies, to set priorities
and guide Federal risk research.

- Develop better data and modeling techniques to assess exposure to microbial
contaminants in the food supply.
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- Develop “ecology” studies for microbes in food (rates of growth under specific
conditions in food, etc.).

4) Bioscience Research — Expand research to develop new methods for identifying and
controlling foodborne pathogens. This is one of the most critical needs in food safety,
as many pathogens cannot even be identified in food, and others have developed resistance -
to time-tested controls such as heating and refrigeration. sResearch should:
BOA- vrids U\V&f >
- Develop rapid, cost-effective tests for the presence of pathogens such as ,\(;a,w/lj' g
Salmonella, Cryptosporidium, E. Coli 0157:H7, and Hepatitis A.

- Understand how pathogens become resistant to food preservation and antibiotics
- Develop technologies for prevention and control of pathogens.

5) Inspections — Improve FDA’s inspectiona]/p/rocess with more resources, expanded
use of HACCP, and increased coverage of imported foods. Although meat and poultry
are inspected continuously by FSIS, and HACCP rules for those foods are being
implemented, other foods, which are subject to FDA inspection, are much less frequently
inspected--and inspectors are finding more problems when they do enter those facilities.
For example, the number of products recalled for life-threatening contamination has
increased 5-fold since 1988. The most efficient mechanism for insuring that inspections
are effective is by having food processors use HACCP procedures of preventive controls.
Thus, recommendations are to :

- Implement the HACCP requirements already in place for seafood by adding new
seafood inspectors, and transfer the Commerce Department’s seafood inspection
7 program to FDA as a “Performance Based Organization” empowered to certify
' «;/ / seafood firms as meeting HACCP requirements as part of their fee-for-service

(j“\_ inspection and grading program.
- Expand HACCP to other foods.

- Improve coverage of imported foods via agreements with foreign countries to
ensure that such foods are inspected at their source.

Education — Expand and improve food safety education for food processors,
retailers, restaurateurs, food service workers, and consumers. Everyone handling
food needs to be better educated about how to safely do so, and health professionals need
better training in their knowledge of foodborne disease detection and treatment.
Understanding and practicing proper food handling techniques from farm to table would
significantly reduce foodborne illness, and the food industry is anxious to collaborate with
government on such efforts as:
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- Designing food handling guidelines similar to U.S. Dietary Guidelines.
- Developing information systems about safe food handling practices.

- Using technology to spread information, such as consolidating various
governmental Internet sites.

- Training health professionals in detection and treatment.

Strategic Planning — Develop a strategic plan and a shared long-term agenda for an
improved food safety system. Many of above recommendations are focused on
immediate actions to improve food safety. However, a long-term planning exercise is
necessary to develop the knowledge base necessary to identify and attack foodborne
illness over the coming decades and to identify systemic changes (including organizational,
procedural, and structural changes) that would lead to lasting improvements.



A NE TERAGE T DB DISEASE

In his radio message on January 25, 1997, President Clinton announced a new initiative to
improve the safety of the nation’s food supply. The President announced he will request $43
million in his 1998 budget to fund a nationwide early warning system for foodborne illness,
enhance seafood safety inspections, and expand food safety research, risk assessment, training,
and education. President Clinton also directed the Secretary of Health and Human Services and
of Agriculture, and the Administrator of the Environmental Protection Agency to work with
consumers, producers, industry, states, universities, and the public to identify additional ways to
reduce the incidence of foodborne illness and to ensure our food supply is the safest in the world.
The President directed Secretaries Shalala and Glickman, and Administrator Browner to report
back to him with recommendations in 90 days. He instructed them to explore opportunities for
public/private partnerships to improve food safety. And he asked that their recommendations
include ways to improve surveillance, inspections, research, risk assessment, education, and
coordination among local, state, and federal health authorities. This report is the result of that 90-
day process of deliberation and discussion among all stakeholders in the nation’s food safety

- system, including federal, state, and local agencies, consumer groups, universities, food
producers, manufacturers, distributors, representatives of the retail and restaurant sectors, and
many others.

The goal of this initiative is to reduce, to the greatest extent possible, the incidence of foodborne
iliness. The recommendations presented in this report are based on the public health principle

-that society should identify and take preventive measures to reduce the risk of illness, and that it
should focus its efforts on those hazards that present the greatest risks.

BACKGROUND

The American food system provides consumers with an abundant supply of convenient,
economical, high-quality, and safe food products. This system is built on the enterprise and
innovative capacities of those who produce and market food in the United States, and it is driven
by the high expectations of American consumers for the foods they purchase for their families. -
Foodborne illness, however, still occurs in the United States. Over the last four years the Clinton
Administration has developed and implemented major steps towards reinventing food regulation:

. In 1993, the Vice President’s National Performance Review issued a blueprint for
reinventing our nation’s food safety system. V (W W e
. The Food Safety and Inspection Service (FSIS) and the Food and Drug Administration

(FDA) issued regulations that will require the meat, poultry, and seafood industries to
follow Hazard Analysis and Critical Control Points (HACCP) procedures. HACCP,
which calls for food industries to implement preventive measures of their own design, will



streamline regulation of these foods, increase the industries' responsibility for and control
of their own safety-assurance actions, and generally bring regulation of meat, poultry, and
seafood in line with state-of-the-art scientific procedures.

. Beginning in 1996, the Centers for Disease Control and Prevention (CDC) embarked upon
a strategic program to detect, prevent, and control emerging infectious disease threats,
some of which are foodborne, and has made significant progress toward this goal in each
successive year.

. The Safe Drinking Water Act of 1996 includes responsible regulatory improvements to
help states and water systems prevent drinking water contamination problems. Resources
are provided for the first time for drinking water infrastructure that will help hundreds of
communities protect their residents from harmful contaminants.
s e s TS /
While these advances are significant, they-may-not—he—eneugh New pathogens, new food
products, huge increases in imported foods, the growing importance of food exports, and
increasing antimicrobial resistance among foodborne pathogens present new challenges to the
nation's food safety programs. The food safety system is in need of reform, especially reform that
builds on the preventive principles embodied in HACCP.

H THI RT PR ED

Achieving a significant reduction in the incidence of foodbome illnesses requires the cooperative
efforts of public health and regulatory agencies at the federal, state, tribal and local levels, as well
as all other parties responsible for and concerned about food safety and reducing the incidence of
foodborne illness (i.e., consumers, industry, and academia). Partnerships -- between public
agencies and industry, federal agencies and state, tribal or local agencies, public agencies and
academia, to name a few possibilities -- will be invaluable in leveraging the resources focused on
reducing the incidence of foodborne illness and enhancing communication.

As noted above, this report is the final product of the 90-day process of deliberation and
discussion among all stakeholders that President Clinton called for in his January 25 radio address.
The basis for discussion was a discussion draft that summarized the thinking of the relevant
Federal agencies about a possible structure for the food safety initiative.

This draft presented the agencies’ “current thinking” about the resources and activities needed to
have a significant impact on reducing the incidence of foodborne illness. The “current thinking”
draft was based on premise that an effective food safety initiative must have several, interrelated
components which, together, have far greater impact on reducing the incidence of foodborne
illness than is possible to attain with any single component. Moreover, these elements must form
the groundwork for the design and implementation of strategies to meet current needs, for
continually evaluating the effectiveness of ongoing activities, and for identifying and implementing
strategies to meet future needs. These elements include surveillance, coordination, risk
assessment, research, inspections, and education.



In order to maximize opportunities for dialogue and feed-back during the 90-day period, a /
number of meetings were held and written comments were received into public dockets. Severz
meetings of major stakeholders were held with Executive Office staff, and two major public

meetings were held. The first took place on March 5, and the second on March 31 through April

2. These meetings presented opportunities for all stakeholders to comment on the preliminary
recommendations as they were presented in the “current thinking” draft and to present additional
suggestions for inclusion in the final report to President Clinton.



FOODB EILL : | ANT PUBLIC HEALTH PROBLEM

Foodborne infections remain a major public health problem. The Council for Agricultural Science
and Technology, a private non-profit organization, estimated in its 1994 report, Foodborne
Pathogens: Risks and Consequences, that as many as 9,000 deaths and 6.5 to 33 million illnesses
in the United States each year are food-related. Hospitalization costs alone for these illnesses are
estimated at over $3 billion a year. Costs for lost productivity for 7 specific pathogens have been
estimated to range between $6 billion and $9 billion. Total costs for all foodborne illnesses are
likely to be much higher. These estimates do not take into account the total burden placed on
society by the chronic, often life-long consequences caused by some foodborne pathogens.

Additional, important safety concerns are associated with the greater susceptibility to foodborne
infections of several population groups. These include persons with lowered immunity due to
HIV/AIDS, those on medications for cancer treatment or for organ transplantation, as well as
pregnant women (and their fetuses), young children, and elderly persons. Patients taking
antibiotics, or antacids, are also at greater risk of infection from some pathogens. Other groups
who may be disproportionately affected include persons living in institutional settings, such as
hospitals and nursing homes, and those with inadequate access to health care, such as homeless
persons, migrant farm workers, and others of low socioeconomic status.

I fF m ntamingation

Sources of food contamination are almost as numerous and varied as the contaminants
themselves. Bacteria and other infectious organisms are pervasive in the environment.
Salmonella serotype Enteritidis enters eggs directly from the hen. Bacteria (occasionally
pathogenic) inhabit the surfaces of fruits and vegetables in the field. Molds and their toxic
byproducts can develop in grains during unusually wet or dry growing seasons, damage and stress
during harvesting, or during improper storage. Seafood may become contaminated from
agricultural and other runoff, as well as by sewage, microorganisms, and toxins present in marine
environments. Many organisms that cause foodborne illness in humans can be part of the normal
flora of the gastrointestinal tract of food-producing animals without any adverse effects to the
animal. Milk, eggs, seafood, poultry, and meat from food-producing animals may become
contaminated due to contaminated feed, misuse of veterinary drugs, or poor farming practices,
including production and harvesting activities, or disposal of solid waste on land. Foods may
become contaminated during processing due to malfunctioning or improperly sanitized equipment;
misuse of cleaning materials; rodent and insect infestations; and improper storage. Foods may
become contaminated in retail facilities and in the home through use of poor food handling
practices. .

Although many hazards threaten the safety of our food, certain foodborne hazards are of

particular public health concern, and would be targeted for immediate attention by this initiative.
Studies have shown that the following microbial pathogens are the predominant foodborne
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pathogens. They are: Salmonella species, Campylobacter jejuni/coli, toxin-producing strains of
Escherichia coli, including O157:H7; the parasites Toxoplasma gondii and Crypto.sporzdlum
parvum and the Norwalk virus.

The microbial pathogens listed above, and discussed in greater detail below, may give rise to
diseases that are far more serious than the uncomfortable but relatively temporary inconvenience
of diarrhea and vomiting, which are the most common symptoms of so-called "food poisoning."
Foodborne infections can result in very serious immediate consequences, such as spontaneous
abortion, as well as long-lasting conditions such as reactive arthritis, Guillain-Barré syndrome (the
most common cause of acute paralysis in adults and children), and hemolytic uremic syndrome
(HUS), which can lead to kidney failure and death, particularly in young children. The microbial
pathogens described below are not listed in order of importance or severity.

Salmonella

Salmonella species cause diarrhea and systemic infections, which can be fatal in
particularly susceptible persons, such as the immuno-compromised, the very young, and
the elderly. An estimated 800,000 to 4 million infections occur each year in the United
States, most of them as individual cases apparently unrelated to outbreaks. Animals used
for food production are common carriers of salmonellae, which may subsequently
contaminate foods such as meat, dairy products, and eggs. Foods often implicated in
outbreaks include poultry and poultry products, meat and meat products, dairy products,
egg products, seafood, and fresh produce. Between 128,000 and 640,000 of these
infections are associated with Salmonella enteritidis (SE) in eggs. Over the past decade,
more than 500 outbreaks have been attributed to SE with over 70 deaths. In 1994, an
estimated 224,000 people became ill from consuming ice cream in one outbreak alone.

Campylobacter

The bacterium, Campylobacter, is the most frequently identified cause of acute infectious
diarrhea in developed countries and is the most commonly isolated bacterial intestinal
pathogen in the United States. It has been estimated that between 176;666-and 21
million cases of campylobacteriosis occur each year with an associated 120-360 deaths.
Campylobacter jejuni and Campylobacter coli (2 closely related species) are commonly
foodborne, and are the infectious agents most frequently described in association with
Guillain-Barré syndrome, perhaps as frequently as 1 in 1000 cases. Several prospective
studies have implicated raw or undercooked chicken as major sources of C. jejuni/coli
infections. Unpasteurized milk and untreated water have also caused outbreaks of disease.

Taxin-producing Escherichia coli

Several strains of the bacterium E. coli cause a variety of diseases in humans and animals.
E. coli O157:H7 is a type associated with a particularly severe form of human disease. E.
coli O157:H7 causes hemorrhagic colitis, which begins with watery diarrhea and severe
abdominal pain and rapidly progresses to passage of bloody stools, and has been
associated with HUS. HUS is a life-threatening complication of hemorrhagic colitis
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characterized by acute kidney failure, and is particularly serious in young children. E. coli
0157:H7 has its reservoir in cattle, but the dynamics of E. coli 0157:H7 in food-
producing animals are not well understood. It has been estimated that approximately

25, OOO cases of foodborne illness can be attributed to E. coli O157:H7 each year with an
. E. coli O157:H7 outbreaks have recently been
associated with ground beef, raw milk, lettuce and minimally processed and fresh fruit
juices. The most recent outbreak, in the Fall of 1996 in 3 western states and British
Columbia, was associated with unpasteurized apple juice and sickened 66 people and
caused the death of one child.

Toxoplasma gondii

T. gondii is a parasitic protozoan. It has been estimated that 1.4 million cases of
toxoplasmosis occur annually with an associated 310 deaths. Otherwise healthy adults
who become infected usually have no symptoms, but may get diarrhea. Pregnant women
who become infected during pregnancy may pass the disease to their fetuses. In infants
infected before birth, fatal results are common. Should the infant survive, the effects of
infection are typically severe. The disease can also be serious in persons with weakened
immune systems and often is fatal to people with HIV/AIDS. T. gondii has been found in
virtually all food animals. The two primary ways that humans become infected are
consumption of raw or undercooked meat containing 7. gondii or contact with cats that
shed cysts in their feces during acute infection. Under some conditions, the consumption
of unwashed fruits and vegetables may contribute to these infections.

Cryptospondmm parvum

C. parvum is a parasitic protozoan. The most common consequence of infection in
otherwise healthy people is profuse watery diarrhea lasting up to several weeks. Children
are particularly susceptible. Cryptosporidiosis can be life-threatening among persons with
weakened immune systems. The largest recorded outbreak of cryptosporidiosis was a
waterborne outbreak that occurred in Milwaukee, Wisconsin in 1993, affecting over
400,000 people. More recently, a waterborne outbreak in Las Vegas resulted in at least
20 deaths attributed to Cryptosporidium. The first large outbreak of cryptosporidiosis
from a contaminated food occurred in 1993. This outbreak was attributed to fresh-
pressed apple cider. Cryptosporidium is found in feces of infected mammals and has been
transmitted through contaminated water and food.

Norwalk virus

Norwalk viruses are important causes of sporadic and epidemic gastrointestinal disease,
that involve overwhelming, dehydrating diarrhea. An estimated 181,000 cases occur
annually with no known associated deaths. In January 1995, a multi-state outbreak of
viral gastroenteritis due to Norwalk virus was associated with the consumption of oysters. .
A 1993 Louisiana outbreak of Norwalk virus gastroenteritis, involved seventy ill people
and was associated with the consumption of raw oysters. In 1992, another outbreak
occurred which included 250 cases. Outbreaks of Norwalk virus intestinal disease have
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been linked to contaminated water and ice, salads, frosting, shellfish and person-to-person
contact, although the most common food source is shellfish. Several such outbreaks are
believed to have been caused by oysters contaminated by sewage dumped overboard by
oyster harvesters and recreational boaters.

THE TE FOOD

Ensuring the safety of food is one of the core functions of government. It is carried out by a
system that, while generally successful in protecting the public, can be confusing for its
complexity and diversity. Authority is divided among federal, state, and local governments; and
the private sector also plays an important role. From the farm to the consumer’s dinner table, the
responsibilities can be summarized as: :

. On the farm, food is regulated by state agencies supported principally by the EPA, which
acts to ensure that pesticides are approved for safe use, by the FDA, which oversees use
of drugs and feed in milk- and food-producing animals, and by APHIS, which is concerned
with food-animal disease control. Federal responsibility also covers production and
harvesting activities that discharge wastewater to surface and ground waters, and solid
waste to land, all of which could contaminate growing and process waters or grazing land

. Food processing for foods other than meat, poultry, and egg products (except shell eggs)
is regulated by the FDA, whose inspectors are responsible for visiting about 53,000 plants
periodically, with emphasis on the highest risk foods or processing techniques. FDA has -
fewer than 700 inspectors and analysts devoted to this activity. Meat, poultry, and all
other egg products are regulated by FSIS, whose 8,000 inspectors are present in 6,500
slaughter and processing establishments to ensure that these products are safe,
wholesome, and properly labeled. State and local governments also inspect food
processors, with varying frequencies and under varying standards.

. Food being transported in interstate commerce is subject to federal and state regulation,
although that area has received little attention in the past. USDA’s FSIS and HHS’s FDA
have jointly published an Advanced Notice of Proposed Rulemaking (ANPR) on whether
regulations are needed to govern the handling of meat, poultry, seafood, eggs, and other
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foods susceptible to harmful bacteria during transportation.

The importation of food from foreign countries is overseen by FSIS for meat, poultry, and

most egg products and FDA for all other foods. If an imported food is suspect, it can be
tested for contamination and its entry into the United States denied.

Restaurants, supermarkets, and institutional food services (such as schools and hospitals)
are generally regulated by states and local health authorities, and FDA publishes the Food

- -Code, which consists of model recommendations for safeguarding public health when food
is offered to the consumer. Recommendations are developed by consensus of state
government representatives at the Conference for Food Protection. FSIS and FDA are
working with states to update the Food Code in light of the changing retail and food
service environment and emerging food safety issues, especially with regard to meat,
poultry, egg products, and seafood. The Conference for Food Protection serves as one
forum for fostering cooperation among federal, state and local governments in the
oversight of food products and the conditions under which they are produced, processed,
transported, stored, and handled through retail sale or food service to the consumer.

National standards for drinking water are set by EPA, and enforced generally by local
public water authorities; FDA establishes complementary standards for bottled water.

Surveillance of foodborne illness is primarily the responsibility of state and local health
departments and the CDC, which seek to identify cases of illness, determine their source,
and control outbreaks. FDA or FSIS are called in when a link to a regulated food is

- suspected. ' :

In the home, consumers also have a responsibility for proper handling and storage of food,
as consumer mishandling contributes to many cases of foodborne illness. As a result of
this knowledge, FSIS promulgated safe handling labels for raw meat and poultry products.

* Other responsibilities related to food safety include research into the cause and
transmission of foodbome illness, and education on treatment and prevention of foodborne
iliness. These responsibilities are carried out by the USDA, FDA, CDC, EPA, the
National Institutes of Health (NIH), other federal components, and the states. Basic

mm@mmmmmmmmm

federal government also supports related research in universities. The private sector
supports research within its own laboratories and in universities.
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THE FOQD SAFETY SYSTEM MUST BE PREPARED FOR THE 215" CENTURY

The system for identifying and preventing foodborne illnesses described above was largely created
in the early years of this century. It must be modernized. The current system is inadequate to
properly identify, track, and prevent food-related illness and to prevent future cases from
occurring. State and federal resources are not closely coordinated and duplication of effort is not
uncommon. In 1981, FDA inspected food firms every 2-3 years, but can now visit those plants,
on average, only once every 10 years. Our understanding of some disease causing organisms is so
limited that our ability to protect the public health is seriously constrained. Food processors,
restauranteurs, supermarket managers, and consumers often don’t understand the threat from
foodborne pathogens and the methods available to prevent and control them.

IMMEDIATE ACTIONS TO IMPROVE FOOD SAFETY

There are many causes of foodborne illness, many points at which foods can become
contaminated, and numerous factors that make some groups of people more susceptible than
others. Needless to say, no single preventive measure will ensure the safety of all foods. -
However, a number of practical preventive steps can be taken immediately to reduce the incidence
of many foodborne infections.

Any initiative designed to improve the safety of the food supply should focus on the hazards and
foods that present the greatest risks to public health, should emphasize development and
implementation of preventive controls of those risks, and should seek opportunities for such
controls through a collaborative process with the responsible sectors of the food industry and all
other stakeholders. This prevention-control concept is HACCP, a science-based, state-of-the-art
process for building safety into the production, handling and storage of food. HACCP is being
implemented by the meat, poultry, and seafood industries with FSIS and FDA regulatory
oversight. The application of such preventive controls to other types of food may be important to
protecting food in the years to come.

Under this initiative, the federal government, in concert with state and local governments would
conduct research and risk assessments to determine how foodborne illnesses occur and can be
prevented or controlled; improve surveillance and investigative efforts to locate and monitor
illnesses caused by food; achieve more effective and efficient monitoring of the safety of the food
supply through inspections of food processors; and reinvigorate education of all those involved in

food preparatlon focussing on the use of safe practices. These issues, and-ourcurrent-thinking
are described below.
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A NEW “EARLY WARNING SYSTEM” FOR FOODBORNE DISEASE
SURVEILLANCE

Background

The primary objective of the American system of public health is to prevent disease before it
occurs. While prevention of all disease may not be possible, stopping outbreaks of foodborne
illness before they affect large numbers of people is a major goal. America needs a more effective
early warning system that can catch outbreaks early, preventing illness and death. Such a system
will also advance our understanding of foodborne illness and further our prevention efforts. In his
January 25 radio address, the President announced a new national early warning system for
foodbome illness that he is funding in his FY98 budget.

Problem

Surveillance and investigation are powerful tools to detect new foodborne disease challenges, to
determine what the specific food sources are, and to learn how best to keep the foods from
becoming contaminated in the first place. Rapid detection of outbreaks is critical to stopping
them before they affect many people. A key element in an early warning system is the ability to
detect, compare, and communicate unusual patterns of illness and laboratory findings within and
among states and among federal partners. Enhancing the capacity of states to monitor foodborne
disease and to investigate and control outbreaks will lead to better general control measures and
fewer illnesses. One way to achieve this is to expand the existing Foodborne Disease Active
Surveillance Network (FoodNet) to identify, investigate and control a broad spectrum of
foodborne diseases. A second important way to enhance early warning is to mcrease the capaclty
of many states to deal with new foodborne challenges. These
outbreaks and other foodborne disease challenges early, and &

The federal government, in cooperation with state and local health departments, is proposing to
take the following steps to establish a new national early warning system for, and enhance
surveillance of, foodborne disease. These changes will result in an improved system for promptly
and accurately detecting and reporting foodborne illnesses and outbreaks so public health agencies
can rapidly institute appropriate and correctly focused measures to control the spread of
foodborne disease. This system will also collect critical data to recognize trends and target
prevention strategies, including Hazard Analysis and Critical Control Point (HACCP) systems,
and to evaluate the effectiveness and efficiency of prevention strategies already in place.

Enhance and Expand Foodborne Diseases Active Surveillance

CDC, FDA, and USDA currently support five FoodNet sites at state health departments to track
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cases of foodborne infections and to determine the sources of the most common ones. The
existing sites should be strengthened, and their number should be increased to 7 in FY97, and to
at least 8 in the following year. The sites and federal food safety agencies should be electronically
linked to create a powerful new network to detect, respond to, and prevent outbreaks of
foodborne illness. Adding additional sites will improve geographic and demographic
representation, making this network more likely to detect diseases and outbreaks that are regional
rather than national in distribution.

FY97 Activities

» Two new FoodNet sites, encompassing several counties in New York State and Maryland,
will begin FoodNet activities.

FY98 Activities with Food Safety Initiative Funds

and the Council of State and Territorial Epidemiologists (CSTE)
would add at least one other site to FoodNet, and enhance personnel resources at all sites
to improve surveillance, analysis of data, and timely and appropriate release of
information.

* CDC and the FoodNet sites would develop and conduct case-control studies of
Campylobacter and Cryptosporidium infections to guide control efforts.

Enhance early detection of foodborne disease nationwide

In addition to establishing enhanced sentinel sites, an early warning system would require
improved early detection of foodborne disease in additional States in FY98 by providing resources
for improved surveillance, investigation, control, and prevention of foodborne disease outbreaks.
While sophisticated laboratory studies can identify causes of illness and show relationships among
pathogens, laboratory methods are insufficient without investigators who can collect samples,
interview people, and trace the source of contamination to find out why the illness occurred. New
electronic tools need to be developed to enable rapid detection of outbreaks, and to enhance
communication about outbreaks to appropriate agencies. CDC also should provide additional
resources to States to increase their surveillance and response capacity for the serious long-term
consequences of foodborne disease, such as hemolytic uremic syndrome.

FY97 Activities
» FoodNet sites to gather epidemiologic data on cases of hemolytic uremic syndrome.

FY98 Activities with Food Safety Initiative Funds

+ CSTE and CDC{

would define critical capacity
elements that State and lo

epartments require to conduct surveillance,
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investigation, control, and prevention of foodborne illnesses; CDC should help States
improve identified deficiencies.

CDC and CSTE would develop an electronic module for collecting and transmitting to
CDC,  data on outbreaks of foodborne illness.

CDC would begin a case-control study of hepatitis A to determine the proportion of cases
due to contamination of food so optimal control strategies can be determined.

Scope of epidemic assistance for outbreaks of foodborne disease would be expanded when
State i participation in investigations.

CDC i would collaborate with State health

depart s to improve diagnostics, outbreak detectio d electroni nications.
Gulf Coast Vibrio surveillance would be strengthened |

Longterm Activities

Continue to enhance surveillance and investigative systems to improve the ability of State
and local health departments to promptly and accurately identify foods that are the source
of foodborne illness.

Modernize Public Health Laboratories

CDC should provide resources and training to upgrade public health laboratory capabilities in
FoodNet sites, and in other States so they can rapidly identify a broad range of foodborne
infections, including those caused by parasitic and viral pathogens, and can use new techniques of
DNA “fingerprinting.” These new capacities would allow rapid identification of the cause of
some outbreaks that currently go undiagnosed.

FY97 Activities

CDC will collaborate with FoodNet sites to determine serotypes of E. coli other than
0157 that cause hemolytic uremic syndrome in children in the United States.

FY98 Activities with Food Safety Initiative Funds

The Association of State and Territorial Public Health Laboratory Directors (ASTPHLD)
and CDC would improve diagnostic assays and provide additional resources to improve
the capacity of State laboratories to detect foodborne pathogens, including selected
viruses and parasites.

CDC would provide sufficient funds to States to support the production of serotyping
reagents for Salmonella because they are critical for outbreak identification.

CDC would develop DNA amplification-based tests for foodborne pathogenic bacteria
that are difficult to detect by culture (e.g., Shiga toxin-producing E. coli other than E. coli
0O157:H7 and other disease-causing E. coli) and would provide resources and technical
assistance to States to improve their capacity in diagnosing these pathogens.

18



Longterm Activities
» CDC should begin developing molecular alternatives to serotyping for Salmonelia.

Create a National Electronic Network for “Fingerprint” Comparison

CDC should fund a new computer network and database system that would capture “fingerprints”
of pathogens in a national database, linking CDC, FDA, USDA, and States that have this new
capacity into a new national network. This technology would, for example, permit rapid
recognition that an E. coli O157:H7 bacterium cultured from a patient in Washington was
indistinguishable from one isolated from another patient in California, which would suggest to
public health investigators that a product distributed in both California and Washington may be
contaminated with the organism.

In addition to identifying, investigating, and reporting cases of foodborne disease in humans,
microbiological surveillance of pathogens in foods, in food animals and their manures so
produced, and in animal feed is important to control and prevent foodborne diseases, and to
evaluate the measures that reduce the risk of exposure. Therefore, to make the "early warning
system" fully operational, and to translate its findings into long-term improvements in the safety of
the food supply, additional surveillance activities would be required.

FY97 Activities

» CDC will provide resources and technical assistance to State health departments for DNA
“fingerprinting” of E. coli 0157, and begin to establish a centralized natlonal electronic
database of DNA “fingerprint” patterns.

FY98 Activities with Food Safety Initiative Funds

» Continue to expand the national electronic database of DNA “fingerprint” patterns
in collaboration with participating State health department laboratories,and
__________ . -federal-food regulatory-agencies,would develop standardized methods for
DNA “fingerprinting” of Salmonella serotypes Typhimurium and Enteritidis and would

transfer the techniques to selected State health departments.

+ CDC, ASTPHLD, and CSTE would develop guidelines for maximizing the utility of DNA
“fingerprinting” at State health departments in foodborne disease surveillance and
outbreak investigations.

* CDC, FDA, and USDA would set up centralized national electronic databases of DNA
“fingerprint” patterns of Salmonella serotypes Typhimurium and Enteritidis.

Longterm Activities

» CDC should continue to develop standardized DNA “fingerprinting” methods for other
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foodborne disease-causing bacteria as appropriate and will transfer the standardized
methods to State health department and appropriate federal laboratories.

CDC should begin implementing automated foodborne disease outbreak detection
algorithms based on the DNA “fingerprint” patterns submitted by State health department
laboratories.

Increase National Surveillance for Antimicrobial Resistance of Foodborne Pathogens

CDC should expand surveillance for antimicrobial resistance in Campylobacter, Salmonella, and
E. coli O157:H7 isolated in humans, and FDA and USDA should take similar steps for these
bacteria isolated from food-producing animals and their manures, and from food products, in a
way that permits these data to be compared. CDC, FDA and USDA should develop standard
procedures for sharing necessary information, and for responding to increases in resistance, or
other “red flag events” such as the discovery of an important new resistant bacterium.

FY97 Activities

CDC, FDA, and USDA will conduct surveillance of antimicrobially resistant Salmonella
and E. coli O157:H7 isolates.

FY98 Activities with Food Safety Initiative Funds

CDC, FDA, and USDA would initiate surveillance of antimicrobial resistance in isolates of
Campylobacter from humans and animals, including poultry.

FDA and CDC would conduct surveillance and epidemiologic studies to monitor and
reduce the incidence of foodborne disease associated with emerging and drug resistant
pathogens. :

Longterm Activities

CDC, FDA, and USDA should continue monitoring and comparing the antimicrobial
resistance of E. coli O157:H7, Salmonella, and Campylobacter strains in humans and
animals.

FDA and CDC should conduct physician and veterinary drug prescribing surveys to assess
the impact of antimicrobial drug use on resistance patterns and prevalence to guide
regulatory policy and educational campaigns.

FDA should assist WHO in the development of a veterinary database within the
WHONET system.

Conduct Surveillance of Human Pathogens in Food Animal Populations, and Enhance
Oversight of Animal Feedstuffs, Feeds, and Manures for the Impact of Drugs and Other
Therapies
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FY98 Activities with Food Safety Initiative Funds

» FDA would increase the monitoring of animal feed processing to determine the nature and
extent of pathogen contamination and the impact of control strategies on pathogen
reduction in animals. :

+ USDA, CDC, FDA, and EPA would convene a working group to discuss how to conduct
surveillance of human pathogens in food animals and their manures, and should target one
pathogen on which to begin surveillance in FY99.

21



DRAFT 4/11 2pm

INTERSTATE OUTBREAK CONTAINMENT AND RESPONSE COORDINATION

B roun

Four federal agencies are charged with responding to ‘outbreaks of foodborne illness
(including waterborne illness): FDA and CDC (at HHS), FSIS (at USDA), and EPA. All states,
and many local governments, with widely varying expertise and resources, share responsibility
with the federal government for response to interstate outbreaks. When an interstate outbreak
occurs, all of the affected entities must work together to prevent deaths and minimize illnesses.
The better coordinated the response, the more quickly the outbreak will be contained.

Each of the four federal agencies has a potentiaf critical role when an outbreak occurs. CDC’s
primary responsibility is to assist state and local health departments in identifying and investigating
sporadic cases and outbreaks of illness and to prevent additional cases from occurring. FDA,
FSIS, and EPA have the additional responsibility of taking regulatory action against the suspect
products, or wastes such as animal manures which have the potential to contaminate the air, land,
or waters used to produce the food product. The type of food affected determines which
regulatory agency has jurisdiction: FSIS regulates meat, poultry, and egg products; FDA
regulates all other foods including shell eggs; and EPA regulates water and pesticides and
manages organic and inorganic wastes used or disposed of on agricultural land. While each
agency has clearly defined areas of responsibility, the successful containment of most outbreaks of
foodborne illness involves more than one agency.

The states and many local governments also have a primary role. Identification and investigations
of foodborne illness usually begin at the community or state level. States are | responsible
for protecting the health of their residents. Federal agencies become involved when illnesses cross
state borders or when foods or food ingredients that were processed or produced in another state
or by international trading partners. Federal involvement is also necessary when contaminated
istributed to grocery stores, restaurants, and homes in

In many outbreaks of foodborne illness, federal agencies work with state and local health
authorities in their investigations and implementation of control measures through consultation,
diagnostic assistance, and recommendations for control measures. In some instances on-site
assistance is requested by the local and state authorities. For large or multi-state outbreaks,
federal agencies play a critical coordination role to assure consistency of approach and
implementation of needed control measures.

Companies responsible for affected products also have a critical role to play. Most food product
recalls are voluntary. Federal and state agencies can benefit from industry's expertise about
contaminated products and their distribution patterns.



Problem

Changes in how food is produced and distributed has led to a growing number of regional and
national foodborne outbreaks. Although significant coordination already occurs among the
federal, state, and local agencies, better coordination is needed to meet these new and growing
threats to the nation’s food supply. More than one agency is involved in virtually every large
foodborne outbreak. Breakdowns in communication can cause confusion that can lead to public
harm. Joint efforts are often hindered by a lack of communication or a misunderstanding of each
agency’s role in a particular situation, putting the public health at risk.

Recommendations

While state and local health departments will remain the primary organizations responsible for the
detection and the conduct of investigations of outbreaks confined within their borders, federal,
state, and local governments should improve coordination of interstate outbreaks. Improved
coordination among the federal agencies, among federal, state, and local agencies, among the
various state agencies, and between state and local agencies would enhance the level of public
health protection, leverage agency resources and experience, and avoid duplication of effort.

1) Improve outbreak containment through better federal/state/local coordination of the
‘evaluation of and response to foodborne illness

CDC, EPA, FDA, and USDA will establish an intergovernmental group to coordinate the
investigation and response to interstate outbreaks of foodborne illness. In addition to the four
federal agencies, the Foodborne Outbreak Response Coordinating Group (FORCG) will include
representatives of state and local agencies charged with responding to outbreaks of foodborne
illness. The group will serve four purposes.

First, FORCG will oversee the federal response to an outbreak of foodborne illness.

Second, FORCG will establish an early outbreak detection and evaluation team consisting of ; ;
d local foodbome dlsease experts. Ii
willbe to £

4 ensure that the cause of an

t use information generated by the new
national early warning system to identify potentla.l problems and real outbreaks. The team will
also develop algorithms and protocols for evaluating the evidence about the cause of an outbreak.

Third, FORCG will establish an outbreak response coordinating team for each outbreak that

requires a federal response. During an outbreak, this team will ensure a coordinated and rapid _ /
response to contain the outbreak. The team will be modeled on the Incident Command System

that is used by other federal emergency responders such as the Forest Service and the Department

of the Interior to manage forest fires and the Federal Emergency Management Administration.



The team will determine jointly each agency’s responsibilities during the various phases of
outbreak investigations, and will designate a single spokesperson for each phase or component of
an outbreak. In addition, this team will coordinate communications and decisions about
appropriate actions during outbreaks and appropriate follow-up to prevent similar outbreaks.

Fourth, FORCG will review and evaluate outbregak response and the work of the two outbreak
teams. FORCG will undertake these reviews in consultation with industry and
consumer representatives. Based on these dehberatlons FORCG will assess the infrastructure for
outbreak response, make recommendations for improving the current system, and work with
federal, state, and local governments, the food industry, health professionals, and consumer
advocates to implement beneficial changes. FORCG will meet several times a year for this

purpose.

FY97 Activities:

. CDC, EPA, FDA, and USDA, in consultation with representatives of state and local
governments, will establish the Foodborne Outbreak Response Coordinating Group.

. The Foodborne Outbreak Response Coordinating Group will establish the Early Outbreak
Detection and Evaluation Team and the Outbreak Response Coordinating Team.

2) Enhance state and local infrastructure for foodborne outbreak detection, evaluation,
and response coordination

The epidemiology offices and laboratories within state and local health departments are charged
with the surveillance of infectious and non-infectious conditions, and, along with other state and
local officials, with the investigation of outbreaks. They collect surveillance data from physicians,
laboratories, local health departments, and other sources. Yet, the resources available in many
states and communities for the surveillance and investigation of foodborne diseases are limited
and decreasing, thereby limiting the effectiveness of their response. As a result, outbreaks may go
undetected or are never investigated.

CDC, EPA, FDA, and USDA will address the problem first by assessing and cataloguing available
state resources, and then by working with states and providing support for foodborne disease
surveillance programs and assistance to better investigate outbreaks of foodborne illness.

FY97 Activities:

. F ORCG with assistance from the Association of Food and Drug Officials,’
2 the Association of State and
Terntonal Public Health Laboratory Directors, the Council of State and Territorial
Epidemiologists, and the National Association of State Department's of Agriculture, will
begin a nationwide audit to catalogue the existing state and local food safety program




infrastructure.

FORCSG, in consultation with the appropriate outside organizations, will establish working
groups consisting of federal, state, and local officials to develop recommended procedures
for outbreak response coordination at the state and local level.

FY98 Activities with Food Safety Initiative Funds:

CDC, EPA, FDA, and USDA should assist states and local governments in developing the
infrastructure necessary to ensure proper detection, evaluation, and coordinated response
to foodborne outbreaks.

CDC, EPA, FDA, and USDA should establish a program to improve outbreak
coordination through the exchange of employees among federal, state, and local food
safety programs and within state and local programs.



RISK ASSESSMENT

B roun

isk assessment is a
requirement for any science-based system of preventive controls Indeed, risk assessments and
evaluations of alternative risk management strategies are often carried out for major federal
regulations. Pursuant to the USDA’s Reorganization Act of 1994, USDA is required to conduct

risk analyses for all major regulations. - Suchrevahrations-ensure-that risk reduction-strategres-arc
cost-effecttve-and-promote-the maximum-net-benefit-to-soctety of efforts-toreduce foodborne
thness—Sound ri i i cterial, parasitic, and viral food contanunants are
also critical to }
which require that U.S. food safety standards be based on scientifically valid measures denved
through risk assessment.

Problem

Risk assessment's objective is to characterize the nature and size of the risk to human health
associated with hazards, and to make clear the degree of scientific certamty of the data and the
assumptions used to develop the estimates. Risk assessments require a-substantial-amount-of
specific information on the hazard and on the exposed population to provide meaningful
information for those making risk management decisions. Even for chemical hazards, for which
risk assessment methods have been most thoroughly developed, data gaps force the use of
assumptions about exposure, hazard potency, and characteristics of the population at risk—and
Risk assessment is far less developed for food borne pathogens. Intensive commitment is
necessary to develop critically needed data such as pathogen behavior in numerous foods under
hundreds of conditions, and information about especially sensitive populations, such as°children. -
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This initiative's risk-assessment activities would focus on developing better-useof data and-better

2 models toprevent ;
g inform surveillance plans, HACCP-based prevention strategies for process control
systems and for food inspections, and research programs to fill critical food safety information

Establish a risk assessment consortium

All federal agencies with risk management responsibilitie hould establish jointly a
consortium at which federal agencies can set collective priorities for risk assessment research and
collective priorities and strategies for the further development and implementation of risk

d risk management, §

® The consortium should be established ! at the Joint Institute for Food
Safety and Applied Nutrition, a collaborative activity of FDA's Center for Food Safety and
Applied Nutrition and Center for Veterinary Medicine and the University of Maryland.
The consortium should focus gnide federal esearch on developing data for
risk assessments, focused and applied specifically to address the scientific, risk-based goal
of preventive control that is the central principle of this food safety initiative.
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Research supported and conducted through this initiative would

cover several areas critical to developing our ability to conduct risk assessments for
foodborne disease-causing organisms and to assess the effectiveness of control measures.
Data and methods developed in response to the Safe Drinking Water Act Amendments of
1996, for example, will be relevant to food safety evaluations.

Develop better data and modeling techniques to assess exposure to microbial and chemical
contaminants, including animal drug residues, through the food supply

the numerous data and modeling deﬁ01enc1es in estimating exposure to microbial and chemical
contaminants. Specifically, research should be conducted into the incidence and prevalence of
microbial pathogens and chemical hazards in food ; ; typical behaviors
of commercial and home preparation operations; validation of dynamic exposure assessment
models; intake data regarding food consumption patterns of the general population and sensitive
subpopulations; and specific data on food vehicles of sporadic and epidemic disease. Research
using biomarkers should be pursued. Biomarkers are surrogates that indicate that exposure has
occurred or that some effect has occurred, particularly when actual evidence of exposure and
effect are difficult or impossible to obtain.
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Develop dose-response assessment models for use in risk assessment

Research is needed to estimate the relationship between the quantity of a biological agent and the
frequency and magnitude of adverse human health effects in a population. Dose-response
assessments typically include estimates of the rates of infection, morbidity, and mortality.—For

bgﬂm&mrﬁc%nﬂﬂedthe@mmhorsﬁpmemsdmmmhm
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BIOSCIENCE RESEARCH

Background

Food safety research is critically needed to develop the means to more rapidly and accurately
identify and characterize foodborne hazards, to provide the tools for regulatory enforcement, and
to develop effective interventions that can be used as appropriate to revent hazards at each step
in the continuum from production to consumptlon FDA, CDC . and the USDA's
Research, Education, and Economics agencies (i.e., Agricultural Research Serv1ce and
Cooperative State Research, Education, and Extens1on Service) conduct research related to
pathogenic microorganisms and other contaminants that threaten the safety of food. This research
supports the needs of both the action agencies and the many food industries.

The Problem

New foodborne pathogens have emerged over the last 10 years. Other microorganisms,
previously thought to be innocuous, have been linked to life-threatening diseases after acquiring
new virulence genes. Many of these organisms cannot be detected readily due to either a lack of
suitable methods or their sporadic occurrence in foods, however, this does not mean that the
organisms cannot cause human illness. Certain foodborne pathogens are increasingly being
associated with resistance to time-tested controls, such as heating and refrigeration and acid. In
some cases, this ability appears to be linked with increased virulence or new ways to evade our
immune defenses. Food safety research covering the production to consumption continuum is
needed to provide solutions.

Recommendations

Prevention of foodborne pathogens in high risk foods requires an understanding of how foods
become contaminated during their production, processing and distribution, and the availability of
practical interventions to control or eliminate the biological agent. Selection of target pathogens
and foods ideally are guided by risk assessment. Research is also needed to support HACCP
implementation,to enable verification that critical control points in HACCP systems are working,
and to target the data gaps that hamper both HACCP and risk assessment. Among the
information needs and data gaps identified, there are numerous opportunities for collaboration and
the development of research partnerships among federal and state agencies, the private sector, and
academia. Among these recognized data gaps, the following areas were all identified as priority
research needs.

Improved detection methods
Many pathogens cannot be easily detected in foods, i

the needs for improved diagnostics, methods are neéded for the rapid, cost-effective testing for &
food animals and their manures, in agricultural and aquaculture products,
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animal feeds,and processed food products. For these pathogens in particular, methods
development must address their low level, sporadic incidence in foods. Research will be
coordinated with EPA's efforts to develop better test methods for Cryptospondlum and other
pathogens in drinking water. Improved methods are needed for the i

FY98 Activities

FY99-2001 Activities - B

Microorganisms that are resistant to antimicrobial agents and conditions that have been
‘traditionally relied on to eliminate or prevent the growth of foodborne pathogens have become
increasingly important as causes of serious foodborne disease. Research is needed to determine
how microorganisms associated with foodborne disease become tolerant to various types of
antimicrobials and to traditional food safety safeguards such as heat or cold, low pH, high salt

environments that influence the development of resistance.

{ This research will help identify food production, processing, and handling practlces
that are likely to contribute to pathogen contamination or proliferation. It is also needed to guide
improvement of traditional techniques and the development of new interventions.

FY99-2001 Activities

Understanding antibiotic drug resistance
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Pathogens in food-producing animals and their manures may become resistant to antibiotics and
drugs, particularly when used improperly. One possible solution may be to modify drug
withdrawal periods. Such an approach requires the development of scientific data on how the
animals' microbial populations resistance profile changes in response to the elimination of the
drug. Work in this and the preceding section must be based on a sound understanding of
microbial physiological and genetic adaptive mechanisms.

FY98 - FY2001 Activities

Prevention Techniques: Pathogen avoidance, reduction, and elimination

Contaminants are introduced into the food supply at numerous points along the way from farm to
table. Food animals and their manures may carry human pathogens, without any clinical

In particular,
new interventions are needed for the prevention or control of the pathogens fi in raw
agricultural commodities and seafood. It is anticipated that developments in this area will also
provide new approaches for controlling a variety of other foodborne contaminants.

FY98 Activities

s and how initial

colonization of plants and animals can be prevented.

» Expand research on new methods to reduce or eliminate pathogenic microorganisms from
agricultural and aquaculture animals before slaughter/harvest, including the use of
probiotics.
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* Develop new methods to reduce or eliminate pathogenic microorganisms from plants
before harvest.

* Develop new disinfection methods and systems for improved sanitation of processing and
marketing equipment and facilities.

» Expand research on new methods of surface decontamination of meat, poultry, seafood,
fresh produce, and eggs.

» FDA would initiate research to develop new techniques for eliminating animal feeds as a
source of foodborne pathogens.

* FDA and USDA(FSIS) should work with industry to develop criteria for evaluating the
efficacy and safety of the new intervention technologies.

Food handling, distribution, and storage

Food production, processing s | often occur thousands of miles apart. Stresses
associated with the transportation of live animals and fresh produce may contribute to the
dissemination of foodborne pathogens. Effective packaging and proper food storage conditions
are critical to maintaining the level of safety achieved by processing.

FY99-2001 Activities
+ USDA and FDA will undertake research iy factors that contri

bacteria during transportation of live animals and fresh produce, #

+ FDA and USDA, !
effectiveness of in- or on-package sensors o
products not stored safely.

; will develop and assess the
orage conditions to alert consumers of
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INSPECTIONS

Background

Inspection of commercial food processors is an integral part of the food safety assurance system.
Inspections are carried out by federal, state and local authorities. In addition to inspection of
production and processing facilities, and warehouses -with state and local officials

oultry;-and-slaughter plants win}c-thcy are
ing; inuous-inspectionin meat, poultry, and egg-product processing plants--in all,

about 8,000 inspectors for 6;566 domestic plants and for all imported meat, poultry, and
egg products FDA, ¢ does periodic, random inspections of all other food
processing plants--less than 700 mspectors and analysts for 53,000 U.S. plants and for all other
imported foods.

Probl

AtFDA;-The number of inspections conducted by FDA has decreased steadily since 1981, when
21,000 inspections were conducted, so that today resources exist to carry out only about 5,000
inspections per year. The result is that an FDA-regulated plant gets inspected by FDA, on the
average, only once every 10 years. FDA also relies upon the states to conduct some inspections

B

Certainly, FDA is finding greater problems, e.g., the number of products recalled for life-
threatening microbial contamination has increased almost 5-fold since 1988. -and-nspectors-are

ﬁndmg-morc-hmrdousoondmonsm-thc-plmts-ﬁny-mspect- FSIS is faced with a similar

challenge of contmually prov1dmg the most effecti
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Scientists and other food safety experts have concluded that the most effective and efficient
mechanism for assuring that food processors identify and control hazards that could threaten food
is the application of the HACCP concept of built-in preventive controls. This conclusion has been

ANPRrequesting-comments-on HAEEP-based-systems-for-eggprocessing plantsand-FBA-ptans
withr-the food-industry—as it-has-in-zpi b tast .

To ensure that HACCP is properly implemented, and to ensure more efficient and eﬁ'ectlve

made in the following areas.

Enhance development of HACCP procedures

FY97 Activities:

whether and how to implement HACCP throughout-the
-appropriate food commodities and animal

feeds. -Ihrmcogmzed—ﬂmtmmpicmmmmrrbreomodny—mght‘bnmm
becauseof resourcefimitatrons:

» FDA will conductinspections-and provide additional training in seafood HACCP and FSIS
will complete HACCP training of inspectors in large plants.

+ FSIS and FDA will evaluate expanding existing cooperative agreements under-which so

mspectors—who-hm—becn trained in FDA inspectional standards.
\“-‘55:5:-:' N B

th FSIS inspectors and FDA inspectors
Wlth FSIS mspectors are already in these plants i

p p ants.
their presence could
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f federal resources

FY98 Activities with Food Safety Initiative Funds

 and conduct inspections to ensure proper
implementation. FDA would acquire approx1mately 80 new investigators to implement
seafood HACCP and expend approximately $ 6.4 million.

A Performance-Based Organization (PBO), located at
would be created as the organizational structure for si

such as fresh fruits and vegetables.

Longterm Activities

36



FY97 Activities

FY98 Activities with Food Safety Initiative Funds

Longterm Activities

Enhance federal/state inspection partnerships
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FY98 Activities with Food Safety Initiative Funds

y additional federal/state partnership
ensure improved coordination between the federal food safety agencies and state
regulators for the training of state inspectors in federal food safety standards applicable at
all levels, including retail.

» FDA would expand the number of federal/state partnerships
to include more extensive HACCP training of state inspectors, the seafood industry, and
the retail food industry.

Longterm Activities

Enhance inspectional coverage of imported food , to address the
problem of rising imports and FDA’s inability to provide adequate i i
them

FY98 Activities with Food Safety Initiative Funds

« FDA would expand its program to develop MRAs with trading partners foreigncountrres
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process currently being discussed by a coalition of industry, private laboratories,
professional associations, and accrediting bodies with input from federal agencies. FDA
anticipates that this effort would require approximately $200,000 to initiate. Such private
parties would provide a service to food firms wishing to demonstrate that their products -
meet applicable federal standards.

Longterm Activities

£} O an

November 22, 1996.—areconsidering-whether-and-howtoregutate-the

FY98 Activities with Food Safety Initiative Funds

Longterm Activities

» FDA and USDA, through the partnerships with states, should provide training and training
materials to the transportation industry on safe food transportation.
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EDUCATION

Background

An integral part of the overall food safety initiative is providing food safety education to a variety
of audiences: consumers -- the general public and specific groups at-risk for foodborne illness;
public health professionals and physicians; retail, food service and institutional food preparers;
veterinarians, animal and other food producers; food transportation workers and vehicle owners.
The challenge is to target educational messages that address the risks relevant to each audience
throughout the food chain. Realizing that educational efforts are cost-effective investments, the
federal government, state and local governments, private organizations, consumer groups and the
industry has been fostering educational programs to address foodborne illness.

The Problem

Despite these educational efforts, foodborne illness is still prevalent throughout the United States.
One reason is that food preparers and handlers at each stage of the food chain lack the knowledge
of risks involved and the related safe handling practices. Without food safety knowledge and
proper food handling procedures practiced by those involved from farm to table, foodborne illness
will not be significantly reduced. Individuals at each stage along the farm to table continuum need
to be targeted for the appropriate food safety message.

Research to determine the most effective ways to overcome barriers and to insure safe food
handling practices is needed for each specific audience. Consumers' food handling practices will
either increase or decrease the chances of foodborne illness. Studies show, for example, that 53%
of the public eat raw eggs, 23% eat undercooked hamburger, 17% eat raw clams and oysters, and
26% do not wash their cutting boards after using them for raw meat or poultry.

Similarly, food preparers in the retail sector must be made aware of how they can prevent food
contamination and reduce pathogen growth. For example, during 1988 to 1992, Salmonella
caused 69% of the 796 bacterial foodbome disease outbreaks; 60% of these Salmonella outbreaks
were caused by Salmonella Enteritidis. S. Enteritidis also resulted in more deaths than any other
pathogen, with 85% of these deaths occurring among residents of nursing homes.

In addition, health professionals and physicians need knowledge to better detect and treat
foodborne illnesses. Producers of animals used in human food production and veterinarians
treating such animals must be made aware of food safety implications related to drugs and
residues. Finally, those responsible for the transportation of food are often unaware that
mishandling of food during shipment can result in contamination.

Recommendations

The goal of this initiative is to target and change unsafe food handling practices by people
throughout the food chain, especially those providing food to populations at high risk in hospitals,
nursing homes, assisted living facilities, child day care, and senior day care. Objectives include



conducting the appropriate research to identify barriers to safe food handling and the design of
persuasive messages to foster behavior change. To address this goal, FDA, USDA, and CDC will
develop, through research, effective food safety education materials and services for consumers
and for food service operations. Also, the development of a national food safety education
program for consumers, retail and other food handlers, will be initiated through new
public/private partnerships and existing networks to maximize resources and develop effective,
consistent educational messages, campaigns and training programs.

It is anticipated that implementation of the education goals and objectives of the initiative, along
with the other elements of the initiative, will result in a significant increase in the number of
consumers, and a large portion of the 12 million food service workers, being reached with
effective and persuasive food safety messages. Improved safe food handling resulting in a
reduction of foodborne illness would be the desired outcome.

Improve education of all target audiences
FY97 Activities

USDA, FDA and CDC will:

. Expand existing information systems such as the Foodborne Illness Education
Information Center while laying the groundwork for a national clearinghouse to
provide consumers and educators with food safety information.

. Initiate innovative methods for sharing food safety information in order to reach
larger audiences, such as the use of electronic communications technology and the
consolidation of government food safety internet sites.

. Begin a process to establish a National Food Safety Education Council. The
Council, through an independent scientific review board, would establish longterm
goals and objectives for food safety education and changing unsafe food handling
practices. _

. Convene broad alliances that network federal government agencies, industry,
consumer, trade, state and local food protection agencies, and academic
organizations to share and conduct food safety education activities.

Improve Consumer Education
Consumer education will be conducted in several phases. Phase one, to begin immediately,
has the goal of raising awareness of the general public to the need for safe food handling
practices. A second phase will build a long-term education program designed to effectively
change consumer food handling behavior.

FY97 Activities

USDA, FDA, CDC will:

. Form a partnership with private-sector organizations, through a Memorandum of



Understanding, to conduct a public food safety awareness education campaign,
with a logo and key basic messages, to emphasize the need for safe food handling.
Specific audiences will include high-risk consumers, minorities and non-English
speaking populations.

. Conduct a conference on food safety education, “Changing Strategies; Changing
Behaviors,” scheduled for June 12-13, 1997. The conference will be a forum to
introduce plans for the national food safety awareness campaign.

. Promote September as National Food Safety Education Month, which was
established two years ago by the National Restaurant Association. The kick-off of
the national awareness campaign will begin this month.

FY98 Activities with Food Safety Initiative Funds

USDA, FDA and CDC would:

. Develop national "safe food handling" guidelines like the Dietary Guidelines.
Under the auspices of the National Council, convene the scientific review board to
determine guidelines and review them periodically. The board would also identify
at-risk audiences for targeted food safety education programs.

. Conduct research necessary to determine effective methods of fostering behavior
change in targeted consumer audiences and methods to evaluate effectiveness of
educational methods and programs.

. Consider use of food labels to convey food safety information.

. Expand the capacity of the clearinghouse for food safety information.

. Continue work to promote food safety messages and personal hygiene in schools
and to incorporate food safety education into school curricula.

. Sponsor journalists' conferences on food safety issues to inform the media.

Long-term Activities

USDA, FDA and CDC should:

. Conduct research necessary to develop a visual communication tool to convey
food safety principles, like the food guide pyramid.

. Implement, through partnerships and alliances, a massive education campaign to

encourage the use of the new educational tools developed, especially targeted to
school curricula and specific at-risk audiences.

. Continue to promote the National Food Safety Education Council and to expand
capacity of the clearinghouse for food safety information.

Improve Retail, Food Service, and Institutional Education
FY 97 Activities
USDA, CDC, and FDA will:

. Form an alliance of federal, state, and local health agencies, as well as private
parties, to promote education efforts on retail and food service food safety issues,



using existing networks to strengthen the programs, including a multilingual
approach to include safe food handling provisions in the 1997 Food Code and
HACCP principles.

FY98 Activities with Food Safety Initiative Funds

USDA, FDA and CDC would:

. Develop and initiate a highly focused program to change food workers' unsafe
food preparation behaviors and include a multilingual approach. Programs will
address the high turnover in foodservice workers and target teenage workers,
small businesses, and new entrepreneurs.

. Develop guidelines for retail and food service processing operations for meat,
poultry and seafood to train state and local inspectors to identify hazards at the
retail level.

. Provide training to state and local regulators as well as retail, food service and

institutional industries to increase the use of HACCP principles and provisions in
the 1997 Food Code.

Long-term Activities

USDA, FDA and CDC should:

. Continue to support alliances in the development of a food safety agenda in their
respective areas.

. Continue to provide training to state and local regulators and the retail food

industry in the 1997 Food Code, as well as implementation of HACCP.
Improve Veterinarian and Producer Education
FY98 Activities with Food Safety Initiative Funds

USDA, FDA and CDC would:

. Use existing mechanisms such as the Cooperative Extension and professional
associations to strengthen and implement programs to educate producers,
veterinarians, state and local regulators about proper drug use and the
incorporation of HACCP principles to reduce foodborne pathogens into industry
quality assurance programs.

. Encourage the improvement of veterinary and producer education at veterinary
and agriculture colleges to address foodborne pathogens in animals and their
manures so produced.

Long-term Activities
USDA, FDA and CDC should:

. Continue to expand educational programs for producers of animals for human food



consumption, veterinarians, state and local regulators about proper drug use and
the incorporation of HACCP principles into quality assurance programs.
Continue to schedule regular training sessions, including satellite teleconferences,
educational symposia, and presentations at producer and practitioner meetings.
Guidelines and educational materials will be developed and disseminated through
existing networks to food producers and the veterinary medical community.

Improve Health Professional Education

Long-term Activities

CDC, in cooperation with FDA and USDA, should train public health
professionals on foodborne disease and clinical microbiology and foodborne
illnesses with non-traditional symptoms by using multimedia and distance learning
techniques and the National Laboratory Training Network

Improve Industry Education in the Transportation Area

FY97 Activities

USDA and FDA may establish final regulations for safe transportation and
enforcement procedures.

Long-term Activities

FDA and USDA should form an alliance among government agencies to develop
educational materials and train food-transportation vehicle owners and operators
and food processing establishments on hazards associated with the transportation
of food products, particularly hazards associated with temperature controls, prior
cargoes, and sanitation methods.

FDA and USDA should conduct training and education for state and local health
transportation authorities so they can apply HACCP information during
inspections of food processing facilities and transportation vehicles in their
jurisdiction.



A BLUEPRINT FOR A BETTER FOOD SAFETY SYSTEM

Background

A comprehensive strategic plan for food safety is needed to reduce foodborne illness over the
long term. The plan would be used to help set priorities. A strategic planning process would also
help to improve coordination and efficiency to make the best use of limited resources.

Elements of the strategic plan might include: Improving coordination among all food safety
participants in numerous aspects of prevention and response; improving the infrastructure

for rapid identification and response to outbreaks; and developing a strategic, long-range research
agenda.

The Challen

A major challenge will be obtaining consensus on priorities within a food safety system that is
extremely complex and for which there are many competing interests. Since authority for
regulating food safety is fragmented among several federal agencies and state and local
jurisdictions, there are often conflicting priorities and disagreement on priorities. This is
compounded by differences between the scientific community and the public regarding the nature
and extent of the risks associated with various foods and foodborne pathogens. Such issues
include: the structure of a coordinated, strategic plan for food safety research; policy and technical
issues associated with agricultural manures; policy and technical issues associated with food
irradiation; issues associated with exchange of information about foodborne disease outbreaks;
and best approaches to prevention, intervention, and control.

Recommendations

The process for preparing a comprehensive long-term food safety strategic plan should facilitate
the participation of all interested parties. Extensive dialogue will be needed to build trust in the
process, obtain agreement on the priorities, strategies for achieving change, and a process for
measuring progress.

Another mechanism that could be used to facilitate a strategic planning process would be to have
the food safety agencies overseeing the process and then incorporating appropriate elements of
the strategic planning process into their individual agency strategic plans. As with the other
suggested approaches, a process would be developed for selecting a constituent committee which
would receive suggestions and recommendations from a series of public meetings, focus groups
and a public comment process that would be used to develop the strategic plan.

Identify an appropriate mechanism for developing a strategic planning process

While there is agreement among all sectors that improvements can be made in the food safety
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system to enhance its effectiveness, there are various opinions on how to reach this overall goal.
Developing a long range strategic planning process which includes maximum participation
provides such a mechanism. Various strategic planning models could be used. Whichever model
is selected, there are several essential elements that should be considered in designing the optimal
mechanism. Because it is critical that the process be perceived as inclusive and equitable,
interested parties should be given an opportunity to comment on the recommended approach
prior to its implementation. Specific information would be provided regarding the general
objective, scope and conduct of the planning process, management of the process, selection
criteria for participants, and other relevant factors. It is recognized that it is unlikely that there
will be unanimous agreement, therefore, a general consensus will be used as the foundation upon
which the planning processes is built.

Identify essential participants and selection criteria for participation

Participation in any strategic planning process can be accomplished in a number of ways. Open
sector and regional meetings provide a means of reaching the largest number of people. The
process must be open, transparent, and capable of including broad and balanced participation
involving all stakeholders in the food safety system.

Prepare a three- to five-year strategic plan

Participants in the planning process would be charged with developing a strategic long-range
agenda that could be used to help set priorities, improve coordination and efficiency, identify gaps
in the current system, and enhance and strengthen prevention and intervention strategies, and
identify measures to show progress.

Measure progress to evaluate the effectiveness of the plan in reducing the annual incidence
of foodborne illness

Progress would be reviewed after two years to determine the strategic plan’s impact on reducing
the annual incidence of foodborne illness. Measurable goals and objectives would provide a basis
for establishing progress. Measurements could be based on a decline in the number of outbreaks,
more effective prevention and intervention programs, more rapid responses to foodborne illness
outbreaks, changes in behavior, and better detection and quantification methodologies.
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TO: Sally, Greg, Nancy-Ann, Klein, Jennings, Magaziner

SUBJECT: FDA Reform Provisions Re: Pediatric Studuies for New
Drug Applications

This note assesses the Kassebaum bill provision, Sec. ,
that seeks to provide incentives for drug developers to conduct
pediatric studies for new drugs.

Background:

About 80% of drugs are not approved specifically for use in
children. That is, companies have not done studies to assess
pharmicokinetics/dosing, safety, or efficacy of most drugs when
used in children. Yet about 80% of drugs are used in kids.

FDA does not require manufacturers to do studies on kids unless
they are seeking to put pediatric use on the label.

1
@:em:e«pr -’}—p udies would  ine v et ts g-
Provision: WA~ g livs )l lagnanu S _ (rtaotdanty

Extends 6 month period of market exclusivity for a drug if FliradrdBor
- (1) the Secretary makes a written request for pediatric studies i
... (add: based on a finding that such studies will

significantly benefit children) and (2) the applicant conducts
requested studies.

Required studies can simply be pharmicokinetic studies, but may
be clinical trials.

FDA PROPOSAL:

6 mo. may be too long: Year of exclusivity for successful drug
estimated by OTA at $100 million; 6 mo. at $50 million. Studies
expected to cost 750,000 - 1,000, 000.

FDA wants proportionality requirement.

FDA wants Commissioner to ask for studies -- so will only be done
where there are significant benefits in children.

DISCUSSION:

FDA requires by regulation that phase 2 and 3 studies address
subpopulations (e.g. women) even where label won't make specific

claims w.r.t. population.

FDA requiring phase 4 (postmarket) pediatric testing of protease
inhibitors.

Could do by regulation.




Probably too generous

Industry will push (has been pushing) for longer period of
exclusivity, but Kassebaum is holding at 6 months.

VPOTUS said he'd like to dj something about the‘weneral problem:)
in AIDS industry meeting |,|FO& wst TN,
* /\Mmg\*\,«m tor ATPS M

FLOTUS is interested but hasn' t voiced concern.
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FDA REFORM - KASSEBAUM BILL
CONCERNS ABOUT 8. 1477

I. MOST SERIOUS CONCERNS

Contracting Out Review If FDA Misscs Uncealistic Time Frames. Section 404 requires
FDA to contract for outside review if in any fiscal year it fails to meet the statutory time
frame for 95% of the applications in a particular category, This provision applies to drug,
biologic, device, and food additive reviews.

S. 1477 sets forth unrealistic timeframes for all products, For drugs and biologics, it ignores
the negotiated and successful PDUFA timeframes. Moreover, by requiring FDA to meet

with sponsors at specified times throughout the review period and to provide a written list of
deficiencies and information needed to bring the application into a form that would require
approval pnot to those meetings (sae g,g., sections 404 and 707), the bill is cutting product
review times in half. For animal drugs, the bill explicitly cuts the review period in half (see
section 806). The overly burdensome, bureaucratic requirements imposed by the bill further
ensure that FDA will be unable to meet the deadlines. The Agency has not and can not meet
the dmeframes set forth in the bill using existing resources.

Patlure to meet a deadline for even one application could trigger the contracting out
requirement. Alternatively, if the Agenoy rushes a decision in arder to avoid the contracting
~ out hammer, it may have to choose between having more dmpprovals or compmmmm the
safety and effecuveness by approving without a thorough review. If contracung out is
triggered, then the Agency will have to significantly reduce its work force in order to pay for
the third party review. This will create an administrative nightmare, It is the American
public that will suffer the consequences of a consumer protection Agency that has been
hollowed out by so-called hammer provisions used to enforce compliance with unrealistic and

unrealizable performance goals.
Privatization Of All Device Raview. The Committee adopted an amendment that would

require FDA, within one year, to allow third party review, at the request of applicants for all
device applications. It would allow medical device companies to pay private companies to
review applications to market davices ranging from heart valves to products used to test the
blood supply. FDA would have 15 days to review the third party’s decision on a 510(k)
submission and 45 days to review the third party’s decision on a PMA. It leaves no
discretion to the Ageacy to retain for review even the most complicated or potentially
dangerous devices, It allows the party whose product is being reviewed to choose and
directly compensate the third party revicwer. This financial arrangement creates a serious
conflict of interest potential.

a1




04-25/3¢ 18:49 HERBERT BURKHILZ » 2023353504 NO. 568 a2

They Take Section 607 (an amendment adopted by the Comxmttee) precludes PDA {rom
implementing its MedGuide program, which would ensure that patients receive written
infarmation when they get a new prescription (including information about how to take the
drug, side effects, and dangerous interactions with foods or other drugs). FDA’s proposal
would have deferred & mandatory program until the year 2000, to give the pharmacy industry
time to implement the voluntary program they have promised since 1980. The amendment
prohibits FDA from even providing guidance on the development of the voluntary program
requirements.  Misuse of prescription drugs aceounts for many injuries and deaths and for
abour $20 billion in health care costs per year. Since drug companies are permitted to
promote prcscnpuon drugs, FDA should be permitted to pamcxpate in insuring that
consumers receive accurate information.

Product Approval Standards. Section 602, the drug approval standard, states that
substantial evidence may consist of data from one well-controlled clinical investigation and
confirmatory evidence. This may lower the effectiveness requirement from two adequate and
well-controlled studies to, at most, one. Although FDA docs, when appropriate, accept data
from one adequate and well-controlled trial, this should not be the standard.

Section 703, the device approval standard, would require the agency to accept retrospective
or historical clinical data as a control or for determining the effectiveness of a device if
sufficient valid data are available and the effects of the device are clearly defined and well
understood. The provision indicates a preference for a lower quality of evidence.

Section 802(a) amends the animal dmg approval standard to redefine the *substantial
evidence” criteria that currently must be met to establish effectiveness. The requirement for
adequate and well-controlled studies would be changed to “scientifically sound studies.”
Section 802 also replaces the requirement that the studies “fairly and reasonably show
effectiveness” to a requirement that there is 2 “reasonable assurance of effectiveness.”

Health Claims, The Committee adopted an amendment that would permit companies to
include in the labeling of food products, claims that have been recommended by NIH, CDC,
or the National Academy of Sclence. This fundamentally alters the criteria for health claims
that were so carefully worked out in the Nutrition Labeling and Education Act of 1990.
Under the bill, there would be no single body to make decisions on heaith clatms. The result
could be inconsistent decisions by different organizations and companies picking and
choosing among zovernment bodies.

(s mer Givin n vals. Section 404 requires FDA to

give special priority to (1.e., make a decision within 30 days on) applications, notifications,
or petitions for products that have been approved in the EU or UK if by July 1, 1998,

fails to meet a time period for action on an application, notification, or petition for approv

or clearance of a new drug, biologic, device, or animal drug that is a significant
improvement over existing products or of a food additive that has the potential to make fpods
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more wholesome and contribute to a bealthier diet.

I. SERIOUS CONCERNS THAT THE COMMITTEE AGREED TO ADDRESS

Section 604 allows firms to change how they
manufacture drugs and biologics and 10 distribute thera to the public without FDA review of
the changes. Specifically, it aliows changes in product manufacture without FDA review if
there is not a resulting change in formulation or release specifications, Changes that do not
affect formulations or release specifications, however, can still change the safety and
cffectiveness of a product. For example, in the infamous “Cutter” incident with the Salk
polio vaccine, the company simply changed the type of filter used in manufacturing the
vaccine. No change in formulation or release specifications resulied, but the change in filter
led to live virus in the product. Eleven people died and about two hundred more got polio,
This provision also would allow a company to change the strain of a virus used for a vaccine
or to change the detergent used to cleanse a blood derivative of HIV virus, both of which : ‘

raisc scrious safety concerns.

These problems can exist even for “well-characterized” drugs. For example, the -
“manufacturer of carbamazapine, a well-characterized product used to treat epilepsy, simply.
got its bulk drug material from a different supplier. The formulation was unchanged, as
were the release specifications, However, the change in bulk substance meant that the
product dissolved differently in people’s bodics. Because of this change in the effectiveness
of the product, people with epilepsy had seizures that would have been prevented without the

manufacturing change.

FDA has wide experience with respect to manufacturing changes that can cause safety and
effectiveness problems., Manufacturers do not often share with each other manufacturing
problems. Manufacturers may well use an approach 10 “validating™ the change that another
manufacturer used, and that FDA knows failed to detect an adverse effect on the safety of
the product. When FDA reviews the change and validations, it can tell the manufacturer that
the approach to validation is inadequate. Under the bill, the manufacturer could
unsuspectingly release unsafe products.

Device Modifications. Section 702(d) originally was drafted in a way that would have
permitted manufacturers to make significant and potentially dangerous modifications without
submitting any data to FDA. Although the provision was improved, it still fails to address
the need for manufacturers to submit 510(k)s when they make significant manufacturing
changes or modifications. We understand that this will be corrected. If it is not, however,

the provision remains problematic. :
Prometion of Off-Label Uses. Prior to mark up, $.1477 had a provision that would have

permitted companies to distribute joumnal articles and other types of information (such as
textbook chapters, continuing medical education materials, eic.) to promote unapproved uses.

3
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Although the provision was stricken from the bill, we understand that an altemnative provision

is likely to be offered when the bill goes to the floor. There are problems with a provision

that would allow manufacturers tc promote uses that have not been proven safe and effective.

The most serlous problem is that it would reduce the incentive for companies to do the

scientific research and have the new uses reviewed by FDA (in fact, there would be a

disincentive because FDA. might determine that the new use is not supported by the

evidence). Off-label use promotion must be tied to the submission of an application s J‘f)/

supporting that use. o U# <‘/’[J
\w"i W
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0. OTHER PROBLEMS WITH §. 1477 cot
The Mission Statement. Section 102 suggests that FDA's public health protection activities
are limited to protecting the public from unsafe or ineffective products. In fact, FDA's
mission is to prohibit the marketing of products that have not been proven to be safe and
effective. Because drugs and devices often carry inherent risks, Congress has required that
they be proven safe before they can be sold.

Scieatific Review Groups. Section 107 would require FDA to provide advisory committee
materials to the affected sponsor, Therefore, FDA would no longer be able to give
confidential information to an advisorv committee. In addition, it requires FDA to make a
final determination within 60 days of an advisory committee recommendation. This assumes
that all matters presented to advisory committees are susceptible to "final" determination.
This is not always true. A better approach would be to require FDA to make a
determination within 60 days or to notify the affected persons of the reason why a decision
has not been made and the timetable by which a decision will be made. '

Appeals within the FDA. Section 108 requires FDA to establish an appeals system. It
permits individuals to request ecientific review group evaluation of any significant scientific
issue pending before or made by the agency. FDA has procedures for appeals. This section
would require FDA. to develop yet another appeals process that may not fit all issues and
may not be necessary, The issues that may be referred to a scientific review group should be
limited to decisions thzt have been made ~ not issues that are pending. The 60-day timetable
for final determination is problematic.

Access to Unapproved Tharapies. Section 202 authorizes sponsors of investigational new
drugs and devices to make these products available to individuals with certain serious
diseases or conditions. The provisicn is a codification and expansion of what FDA already
does. Expanded access, however, should not be allowed to interfere with trials to establish
safety and efficacy. Unlimited access would lead to this. There should be a requirement for
active pursuit of testing and FDA shouid be permitted to terminate expanded access if it finds
that expanded access is interfering with clinical trials,
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H itar iges. Section 203 amends the HUD provision o require
a decision on 2 HUD exemption request within 30 days. It eliminates the current provision
that limits the duration of an exemption and eliminates the requirement for regulations prior
to implementation. The 30 day time frame in the bill i not realistic. It does not allow
enough time to do a credible job of assessing a HUD application.

Clinical Research ¢n Drugs and Biological Products. Section 302 requires written notification
of a clinical hold within 30 days — it precludes telephone calls. This would allow iess time
to review a clinical investigation notification because a letter has to be drafted. A preferable
approach would be to require a telephone call within 30 days followed by a letter within an
additional 30 days. Section 302 also limits the circumstances under which FDA’s could
place an ongoing investigations on clinical hold. FDA could not longer issue a clnical hold
because the clinical investigators are not qualified, the information provides by the sponsor is
misleading, erroneous, or materially incomplete; the IND does not contain sufficient
information to assess the risks to subjects; or the plan or protocol for the investigation is

clearly deficient.

Clinical Research On Devices. Section 303 would permit deveiopmental changes in devices
under invastigational device exemptions in response to information collected during an
investigation without additional approval if the changes are not a significant change in design
or basic principles of operation. This section also would permit changes to olinical protocols
that do not affect the valldity of the data 3o long as such changes do not affect any patient
protection provisioas of the protocol. These give sponsors wide latitude to make changes to
an investigational device or study protocol during the course of a clinical trial without prior

- approval'by FDA, a third party, or an IRB. The result may be study data that is a mixture
of results from the various mid-study changes. This could complicate or undermine FDA’s
ability to make rational dewenminations about the safety and cffectiveness of the

investigational device.

Effectiveness, Quicome, and Cost-Effectiveness Standards. Section 408 provides that the

review of an application canrot include the evaluation of any use that the applicant has not
requested be included in the labeling. This appears to prohibit FDA from including, in the
Jabeling, warnings about indications for which a product is dangerous or known not to be
effective. '

Definition of a Day for Purposes of Product Review. Section 409 defines the term "day" for

purposes of reviewing a submission. It is problematic if it would require FDA to complete
its review of a submission within a few days of receiving a substantial amount of new
information,

Initial Classification o Davices Section 702(b) would permit a 510(k) submitter to request
advisory committe: review of classification decisions prior to final classification. This is a
workload issue. In addition, many S10(k) submissions do not contain adequate or sufficient
information to warran: advisory committee review. The timeframes for pancl mectings are
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unrealistic.

Device Tracking. Section 704 limits tracking to clasgs II and ITI devices, changes the criteria
for a tracking requirement, and eliminates FDA’s discretion to apply the provision to *any
other device.” The provision eliminates the “discretionary” category, which now includes
infugion pumps, breast implants, and other silicone related devices. The provision was made
more acceptable by adding "would be reasonably likely to be" before “life threatening.” It
would be preferable if the "permanently implantable” language was changed to "nmplantcd

for more than 30 cays."

Combination Animal Drugs. Section 802(b) lists factors to be considered by FDA when
approving combination drugs. It does not require sponsors of combination animal drugs t0
demonstrate effectiveness for their products; they would be permitted to include in a
corbination animal drug two or more drugs that are targeted to the same indication without
having to show that ezch active ingredient provides some additional benefit. It also does not
‘require the sponsors of animal drug combinations to establish the safety of the combination to
the animal targeted to receive the combination.

Miuor Specics Animai Drugs. Section 802(d) eliminates the requirement that sponsors
establish the effeciiveness of a drug intended for use in a minor species or intended for a
minor use. Elimination of a requirement to show effectivencss takes us back to 1962, There

is no point to having available drugs that cannot be shown to be effective.

Indirect Food Additives. Section 902 purports to create & notification system for indirect

food additives. The process, however, is not a true notification system. FDA may not 7
simply permit a "notified” substance 10 go on the market; it is required to act by regulation \< >
to "approve” a notification. Because the bill calls for a regulation for each notification, it is

not a true notification, but is a petition review process with a 90-day timeframe.
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FDA probably has the authority to require such studies by
regulation. FDA requires by regulation that phase 2 and 3
studies address subpopulations (e.g. women) even where the drug's
label won't make specific claims w.r.t. population. FDA is

requiring phase 4 (post-market) pediatric testing of protease
inhibitors.



