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LETTER FROM THE COMMISSIONER

I am pleased to present the FY 2021 Food and Drug
Administration (FDA) Budget. FDA holds critical
responsibility for ensuring the safety, effectiveness, and
security of human and animal drugs, biological products,
medical devices as well as ensuring the safety of our
nation’s food supply, cosmetics and products that emit
radiation. FDA also has responsibility for regulating the
manufacturing, marketing, and distribution of tobacco
products to protect public health and to reduce tobacco use
by minors.

Our mission impacts the life of every American, every day. Our recent accomplishments
illustrate our dedication to protecting and promoting the health of the public we serve. Select,
notable accomplishments include:

¢ Combating the Opioid Crisis — FDA is committed to protecting Americans from illegal and
potentially dangerous opioids that might otherwise end up on the streets, at stores, and in
homes across the country. As part of this effort, in2019 FDA increased the number of
special agents and import investigators responsive to illicit activity involving FDA-regulated
products arriving through International Mail Facilities (IMF) and Ports of Entry. In FY 2019,
more than 17,000 violative drug products were destroyed across all nine IMFs (an increase of
15,522 over FY 2018), with a reported value of more than $1,500,000 (an increase of more
than $1,000,000 over FY 2018).

e Tobacco Regulation — Preventing youth access to and use of e-cigarettes remains one of
FDA'’s top priorities. Amid the epidemic levels of youth use of ecigarettes, FDA issued a
policy prioritizing enforcement' against certain unauthorized flavored e-cigarette products
that appeal to kids, including fruit and mint flavors. Under this policy, companies that do not
stop the manufacture, distribution and sale of unauthorized flavored cartridge-based e-
cigarettes (other than tobacco or menthol) within 30 days risk FDA enforcement actions.
Additionally, on December 20, 2019, the President signed legislation to raise the federal
minimum age of sale of tobacco products from 18 to 21 years. Itisnow illegal for a retailer
to sell any tobacco product — including cigarettes, cigars and e-cigarettes — to anyone under
21.

' hips:www. fda gov/regulaiory- informationssearc h- fda- g id ance -documentsienforceme ni- pricnities-¢ lectronic-
nicotin e-delivery-system-ends-and-other-deemed- produc 5-market
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* Modemizing Food Safety - In 2019 FDA launched the New Era of Smarter Food Safety
which leverages the use of new and emerging technologies focused on traceability, digital
technologies and evolving food business models. FDA also made exceptional progress
implementing the Nutrition Innovation Strategy that focuses on reducing preventable death
and disease related to poor nutrition.

*  Advancing Medical Product Safety and Innovation and promoting choice and competition—
2019 continued to be a banner vear for FDA in terms of medical product approvals. FDA
approved 48 new drugs, 6 new biologics, 935 generic drugs, 10 new biosimilars, and 71 new
devices, including four medical countermeasures to support the Strategic National Stockpile,

The FY 2021 Budget will allow FDA to continue to deliver high-impact results that help
Americans every day. FDA is requesting a total of $6.2 billion; an overall increase of $265.4
million compared to the FY 2020 Enacted Level (4.5 percent increase). FDA will invest in
imtiatives focused on the most urgent priorities as well as critically needed infrastructure,

This includes efforts 1o

= apply novel approaches to data management including artificial intelligence and other
emerging technologies to drive growth of the United States economy, foster development of
safe medical devices, and make the food supply safer

* support oversight of increasing numbers of marketed FDA-regulated products containing
cannabis-derived substances that require assessment or review by FDA

* make the United States influenza vaccine supply more robust, secure, and nimble to combat
seasonal influenza epidemics and potential influenza pandemics

» work closely with stakeholders to ensure that patients receive the highest quality of
compounded drugs when they need them.

Investing in a smarter FDA means investing in the latest tools and technology to keep pace with
new regulated products, indusiry advances, foodborne illness outbreaks, and emerging health
threats, while maintaining critical mission-enabling infrastructure. FDA's FY 2021 budget
request enables the agency to help industry bring safe products to market, protect and promote
public health, and meet consumer expectations for assuring the safety of new food products and
dietary supplements.

Sincerely,

%ﬁéﬁiq

Stephen M. Hahn, M.D.
Commissioner of Food and Drugs
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EXECUTIVE SUMMARY

FY 2021 CJ EXECUTIVE SUMMARY

PERFORMANCE BUDGET OVERVIEW

EXECUTIVE SUMMARY

This Executive Summary describes the fiscal year (FY) 2021 Budget for the U.S. Food and Drug
Administration (FDA). FDA is the agency within the U.S. Department of Health and Human
Services (HHS) responsible for protecting and promoting public health by ensuring the safety,
effectiveness, and security of human and animal drugs, biological products, and medical devices;
ensuring the safety of food and feed, cosmetics, and radiation-emitting products; and regulating
tobacco products. FDA’s customers and key stakeholders include American patients and
consumers; healthcare professionals; regulated industry; academia; and, state, local, federal and
international governmental agencies.

RECENT ACCOMPLISHMENTS

FDA delivers significant, quantifiable results that help Americans every day. Here is a selection
of recent accomplishments.

Reducing the Burden of Addiction Crises that are Threatening American Families

FDA is committed to reducing the burdens of the addiction crisis that are threatening American
families by reducing harm from opioids and reducing youth tobacco use.

Combating the Opioid Crisis

FDA is committed to protecting Americans from illegal, and potentially dangerous, opioids that
might otherwise end up on the streets, at stores, and in homes across the country. FDA and its
partners in government are actively tracking, targeting, and interdicting illicit opioid products
arriving through International Mail Facilities (IMF) and other illicit networks to ensure that these
products do not continue to fuel the national opioid epidemic.

In FY 2019, FDA increased the number of special agents and import investigators responsive to
illicit activities involving FDA-regulated products occurring at IMFs and ports of entry. In FY
2019, the number of criminal investigators assigned to IMFs resulted in 235 cases referred to the
OCI field offices and more than 22 special operations conducted at various IMFs and ports of
entry.

Additionally, there has been a significant increase in the dollar value of violative drug products
destroyed in the IMFs due to the efficiencies gained from the SUPPORT Act, specifically the
addition of 801(u) authority. In FY 2019, there were more than 17,000 violative drug products
destroyed across all nine IMFs (an increase of 15,522 over FY 2018), with a reported value of
more than $1,500,000 (an increase of more than $1,000,000 over FY 2018).

In early FY 2020, the first FDA IMF satellite lab came online. This satellite lab brings screening
tools and scientists to selected IMFs, resulting in more entry reviews and associated destructions.
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The satellite lab prevents unapproved, adulterated and counterfeit pharmaceuticals, including
opioids, from reaching the public.

FDA also is cracking down on cybercrime. FDA took proactive steps to reduce the availability of
opioids online by posting warning letters to operators of websites that illegally marketed
unapproved opioids and products to treat addiction and chronic pain as well as increasing
resources devoted to online pharmacy investigations resulting in the seizure of more than $41M
in assets. These warning letters include the first joint FDA and DEA warning letters, issued in
September 2019, to four online networks operating a total of 10 websites, illegally marketing
unapproved and misbranded opioids.

FDA also is working to better secure the medical product supply chain and to hold distributors
responsible for securing their drug supply chain. In February 2019, FDA issued its first warning
letter under the Drug Supply Chain Security Act (DSCSA), targeting a violation that resulted
from a tampering incident involving opioid medications.

And in FY 2019 FDA also approved the first generic naloxone nasal spray to treat opioid
overdose and developed a model Drug Facts Label to support over-the-counter naloxone
development programs.

Tobacco Regulation

Tobacco product regulation represents one of FDA’s greatest opportunities to save lives. FDA’s
comprehensive plan for tobacco and nicotine regulation serves as a multi-year roadmap to
protect youth and significantly reduce tobacco-related disease and death. The goal is to ensure
that FDA has the proper scientific and regulatory foundation to efficiently and effectively
implement the Family Smoking Prevention and Tobacco Control Act.

The 2019 National Youth Tobacco Survey (NYTS) results on e-cigarette use show that more
than 5 million U.S. middle and high school students are current e-cigarette users (having used
within the last 30 days) — with a majority reporting cartridge-based products as their usual brand.

FDA remains committed to tackling the troubling epidemic of e-cigarette use among kids.
Preventing youth access to and use of ENDS remains one of FDA’s top priorities. Our plan
combines compliance and enforcement activities with high-profile public education efforts
designed to reach nearly 10.7 million youth at risk of starting or continuing to use e-cigarettes.

On January 2, 2020, FDA issued a final guidance for industry titled “Enforcement Priorities for
Electronic Nicotine Delivery Systems (ENDS) and Other Deemed Products on the Market
Without Premarket Authorization.” Amid the epidemic levels of youth use of e-cigarettes and
the popularity of certain products among children, FDA issued a policy prioritizing

enforcement against certain unauthorized flavored e-cigarette products that appeal to kids,
including fruit and mint flavors. Under this policy, companies that do not cease manufacture,
distribution and sale of unauthorized flavored cartridge-based e-cigarettes (other than tobacco or
menthol) within 30 days risk FDA enforcement actions.

In addition, on December 20, 2019, the President signed legislation to amend the Federal Food,
Drug, and Cosmetic Act, raising the federal minimum age of sale of tobacco products from 18 to

2
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21 years. Itis now illegal for a retailer to sell any tobacco product — including cigarettes, cigars
and e-cigarettes — to anyone under 21.

Foster Competition and Innovation

FDA is committed to fostering competition and innovation by supporting production of quality
compounded drugs, expanding FDA’s capacity to review human food and animal feed
ingredients, and continuing to implement the 215 Century Cures Act.

Drug Competition

FDA plays a pivotal role in fostering competition through the approval of safe, effective, and
lower-cost generic drugs and biosimilars. Highlights from 2019 accomplishments in the area of
drug competition are shown below.

In 2019, FDA set a record for the greatest number of generic drugs approved in a single fiscal
year — 935. These drug approvals help to make treatments more affordable and increase access
to medications for millions more patients.

FDA also continued implementation of the Biosimilars Action Plan by publishing guidances that
increase the public’s access to important biological therapies.

In July 2019, FDA published a Safe Importation Action Plan describing two pathways that
manufacturers and other importers may take to provide safe and effective drugs to consumers in
the U.S.14

FDA also issued a notice of proposed rulemaking in December 2019 that would allow certain
prescription drugs to be imported from Canada to the U.S. FDA also issued draft guidance
describing procedures drug manufacturers could follow to obtain an additional National Drug
Code (NDC) for certain FDA-approved prescription drugs, including biological products, that
were originally manufactured and intended to be marketed in a foreign country. The use of an
additional NDC would allow greater flexibility for drug companies to offer these products at a
lower price than what their current distribution contracts require.

FDA continues to actively identify initiatives to make more safe, effective, and high-quality
generic medicines available to the public.

The Administration has and continues to support legislative efforts to make the path to generic
and biosimilar development more transparent, efficient, and predictable so that Americans have
better access to these medicines that are often more affordable. Overall, addressing regulatory
barriers and challenges and closing potential loopholes that hinder development of generics, will
promote more competition, and advance patient access to more affordable medicines.

The President’s 2021 Budget includes an allowance for bipartisan drug pricing proposals. The
Administration supports legislative efforts to improve the Medicare Part D benefit by

I https://www.hhs.gov/sites/default/files/safe-importation-action-plan.pdf
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establishing an out-of-pocket maximum and reducing out-of-pocket costs for seniors. The
Administration also supports changes to bring lower cost generic and biosimilar drugs to
patients. These efforts would increase competition, reduce drug prices, and lower out of pocket
costs for patients at the pharmacy counter.

Advancing Medical Product Safety and Innovation

To support continued innovation in regenerative medicine and to provide clear recommendations
to sponsors and researchers of novel therapies, FDA issued two final regenerative medicine
therapy guidances in February 2019. These final guidances build on FDA’s comprehensive
regenerative medicine framework. The first guidance document explains FDA’s expedited
development and review programs available to regenerative medicine therapies and strategies for
clinical development. The second guidance document describes FDA’s approach to the
evaluation of devices used with regenerative medicine advanced therapies.

As part of FDA's public health mission, FDA also facilitates medical countermeasure (MCM)
product development. Smallpox, as a naturally occurring disease, was eradicated decades ago.
However, there are concerns that the virus could potentially be used as a biothreat agent. In July
2018, FDA approved TPOXX (tecovirimat), the first drug with an indication for the treatment of
smallpox, and in September 2019, FDA approved Jynneos, a vaccine for the prevention of
smallpox and monkeypox disease. Jynneos is the only FDA-approved vaccine for the prevention
of monkeypox disease. Both MCMs are included in the Strategic National Stockpile.

FDA also approved the first vaccines to prevent two tropical diseases. Tropical diseases often
become emerging infectious disease threats within the U.S. Dengvaxia was approved in May
2019 to prevent dengue disease and Ervebo was approved in December 2019 to prevent Ebola
virus disease. FDA used expedited programs to enhance review and the efficiency of the
development programs for these products.

For medical devices, FDA continues to take steps to enhance safety while assuring patients have
timely access to safe, effective, high-quality devices. In FY 2019, FDA supported the award of
seven new Broad Agency Announcement (BAA) contracts and Center of Excellence in
Regulatory Science and Innovation (CERSI) grants. These projects ensure collective and
innovative efforts to expedite drug development and bring drugs to market sooner. For example,
the use of mobile devices, wearables and other biosensors to gather and store huge amounts of
health-related data has been rapidly accelerating. The devices potentially will allow for better
design and conduct of clinical trials and studies in the health care setting to answer questions
previously thought infeasible. With the development of sophisticated, new analytical
capabilities, FDA is better able to apply the results of our analyses to medical product
development and approval.

In support of use of mobile technology, FDA developed the MyStudies mobile application.® This
mobile technology platform can be used in research to consent patients for studies and collect
patient reported outcomes.

! https://www.fda.gov/drugs/science-and-research-drugs/fdas-mystudies-application-app
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In February 2019, FDA continued to implement its 2018 Medical Device Safety Action Plan and
to strengthen and modernize the 510(k) program by launching the Safety and Performance Based
Pathway - a voluntary alternative to the traditional 510(k) pathway that will help drive market
competition to develop safer and more effective devices.

FDA continues working to create a Center of Excellence on Digital Health to further modernize
regulatory paradigms, policies and processes in a manner that will continue to provide
appropriate patient safeguards, reduce the time and cost to market entry for innovative digital
health technologies, and facilitate rapid, iterative improvements to marketed products.

FDA has helped bring many new and innovative devices to market on a daily basis, such as the
first interoperable, automated insulin dosing controller, the first test to aid in newborn screening
for Duchenne Muscular Dystrophy, and the first disposable duodenoscope, which is not
susceptible to cross-patient contamination.

FDA authorizes, on average, 12 new or modified devices every business day. In 2019, FDA
designated more than 100 technologies as breakthrough devices — doubling the number of
designations in 2018. These represent a pipeline of innovations that will improve and extend
patient lives in the years to come.

Strengthening Science and Efficient Risk-Based Decision Making

FDA is committed to strengthening science and efficient risk-based decision making by
advancing human and animal food safety, transforming medical device safety, ensuring public
health through emerging technologies, and investing in FDA’s capacity to facilitate the
development and availability of medical countermeasures to respond to chemical, biological,
radiological, and nuclear threats and emerging infectious diseases.

New Era of Smarter Food Safety

In April 2019, FDA launched a new approach to food safety to leverage technology and other
tools to create a more digital, traceable and safer food system. This approach builds on the
progress that continues to be made in FDA’s implementation of the Food Safety Modernization
Act (FSMA), while advancing the use of current technologies used in society and business
sectors all around us, such as blockchain, sensor technology, the Internet of Things, and artificial
intelligence. In October 2019, FDA held a public meeting and opened a Federal Register docket
to hear from a broad cross-section of stakeholders on what concepts should be incorporated in
the new initiative in order to strengthen the safety of the food supply. To foster dialogue, FDA
released a “Food for Thought” document in advance of this meeting which outlined initial FDA-
developed ideas on how to begin a “New Era of Smarter Food Safety” by addressing issues such
as tech-enabled traceability for foodborne outbreak response, smarter tools, evolving food
business models, and food safety culture.? In early 2020, FDA plans to release a blueprint that
will outline critical steps to protect public health and keep pace with the ever-changing global
food supply chain.

Modernizing Food Safety
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Since FSMA was signed into law in 2011, FDA has proposed and finalized critical regulations
that have established science- and risk-based standards for the production and transportation of
domestic and imported human and animal food. In 2019, FDA carried out activities to support
the compliance dates for these foundational rules, many of which took effect this past year. FDA
also leveraged science and technology to rapidly respond to foodborne outbreaks and continue to
improve the safety of the food supply.

In spring 2019, FDA and its state regulatory counterparts began conducting routine inspections
of large farms for the Produce Safety Rule established by FSMA. Forty-seven states and one
territory received funding through cooperative agreements for produce inspections, resulting in
the completion of almost 1,000 large farm inspections. FDA remains focused on outreach to
farms, which includes about 1,400 On-Farm Readiness Reviews that National Association of
State Departments of Agriculture (NASDA) developed in collaboration with FDA and state
partners.

FDA is committed to ensuring that foods imported from other countries are held to the same
standards as food produced domestically. In February 2019, the agency released the “FDA
Strategy for the Safety of Imported Foods,” describing our comprehensive approach to imported
food safety.?

FDA has been collaborating with partners to respond to and prevent future outbreaks related to
leafy greens. This work has included efforts to increase traceability, multiple on-farm
investigations, a longitudinal study of the Yuma growing region, a focused sampling assignment
of romaine lettuce, and advancing rulemaking to update the agricultural water standard for
produce. Recognizing that addressing leafy green safety requires a concerted effort by many
actors, FDA has engaged with a number of outside stakeholders to further strengthen preventive
actions throughout the supply chain.

In FY 2020, FDA concluded a collaborative effort with the U.S. Centers for Disease Control and
Prevention and state agencies to investigate a link between pig ear pet treats and 154 human
cases of Salmonella enterica. Salmonella is a bacterium that can cause illness and death in
humans and animals, especially those who are very young, very old, or have weak immune
systems. After a series of recalls and public health advisories slowed the rate of human illness
reports, FDA provided advice to industry on supply chain and hazards control.

In September 2019, FDA launched a Food Safety Dashboard designed to track the impact of the
seven foundational FSMA rules, measure their progress, and help FDA continue to refine FSMA
implementation. The dashboard is available as part of the FDA-TRACK program, FDA's
agency-wide performance management system.3

In November 2019, FDA published a rule to propose establishment of a program for the testing
of food by accredited laboratories as required by FSMA. When the rule is finalized, the
laboratory accreditation program will require that the testing of food in certain circumstances be

2 https://www.fda.gov/media/120585/download

8 https://www.fda.gov/about-fda/fda-track-agency-wide-program-performance/fda-track-food-safety-dashboard
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conducted by laboratories that voluntarily become accredited under this program. Establishing
such a program will help FDA ensure the safety of the U.S. food supply and protect U.S.
consumers.

Artificial Intelligence (Al)

Al and machine learning have the potential to fundamentally transform the delivery of health
care. As technology and science advance, we can expect to see earlier disease detection, more
accurate diagnosis, more targeted therapies and significant improvements in personalized
medicine. Al is also being evaluated to improve FDA’s targeting capability of products that may
be hazardous to public health.

FDA has granted marketing authorization for several artificial intelligence-based devices —
including a device for detecting diabetic retinopathy, a device for alerting providers of a potential
stroke in patients, a device to help detect wrist fractures, and most recently, a tool that can read
radiographic images to identify potential cases of pneumothorax. These new devices are enabling
earlier detection of medical conditions and improving accessibility and quality of care, which can
lead to more safe, innovative screening options for patients, the ability for earlier interventions to
manage and cure diseases, and the potential for patients to have access to screening and
diagnosis that they may not have otherwise.

On April 2, 2019, FDA announced steps toward a new regulatory framework specifically tailored
to promote the development of safe and effective medical devices that use advanced artificial
intelligence algorithms. The ability of artificial intelligence and machine learning software to
learn from real-world feedback and improve its performance is spurring innovation and leading
to the development of novel medical devices.

The goal of the framework is to assure that ongoing algorithm changes follow pre-specified
performance objectives and change control plans, use a validation process that ensures
improvements to the performance, safety, and effectiveness of the artificial intelligence software,
and includes real-world monitoring of performance once the device is on the market to ensure
safety and effectiveness are maintained.

In 2019, FDA conducted an evaluation of AI/ML to strengthen FDA's capability to predict which
shipments of imported goods, specifically seafood for this evaluation, pose the greatest risk of
violation and, thus, increase the effectiveness and efficiency of import review resources. This
proof of concept evaluated the performance and effectiveness of AlI/ML and big data techniques
for improving imports screening/targeting, beyond a traditional rule-based model, and developed
recommendations for the future use of AI/ML and rules for screening/targeting. In summary, the
evaluation revealed the efficiency of selection of violative seafood products may be improved
significantly using Al/ML for screening/targeting entries/lines based on the data on which the
model was trained. Additionally, FDA can immediately improve the likelihood of targeting
violative seafood products by increasing the risk threshold set in the PREDICT tool. It is
important to note that any implementation of Al/ML needs to consider current policy/program
rule requirements and would constitute significant operational change and require the necessary
approval, documentation, and training time.
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Empowering and Protecting Consumers and Patients

FDA is committed to empowering and protecting consumers and patients’ safety to promote
better and more informed decisions-making about their diets and health, modernize regulation
and oversight of dietary supplements, and to expanding the opportunities to use nutrition to
reduce morbidity and mortality from disease.

Nutrition Innovation Strategy

In 2019 FDA made exceptional progress implementing the comprehensive multi-year Nutrition
Innovation Strategy that focuses on reducing preventable death and disease related to poor
nutrition. FDA launched this strategy in 2018 and issued guidance to assist with changes to the
new Nutrition Facts label on food packages. FDA also provided extensive outreach to
establishments subject to menu labeling requirements including resources to help them comply,
thereby ensuring consumers have the information they need to make better informed decisions
and making the overall food supply healthier.

FDA is committed to facilitating innovation while protecting public health through food
standards of identity. As part of the Nutrition Innovation Strategy, FDA issued a request for
feedback on the labeling of plant-based products using dairy terms in labeling to help guide
FDA'’s approach to these areas. Standards of identity are mandatory requirements related to the
content and production of certain food products such as bread, jam, juices, and chocolate. The
goal of modernizing standards of identity is to maintain the basic nature and nutritional integrity
of products while allowing industry flexibility for innovation to produce more healthful foods.

Dietary Supplements

In February 2019, FDA announced a new plan for policy advancements with the goal of
implementing one of the most significant modernizations of dietary supplement regulation and
oversight in more than 25 years. This plan included a number of elements, such as the Dietary
Supplement Ingredient Advisory List, a rapid-response tool to communicate more quickly when
there are concerns about unlawful ingredients; a flexible regulatory framework and exploring
means to partner in protecting public health. One example of this partnership is the creation of
the Botanical Safety Consortium (BSC), a public-private enterprise that allows scientists from
industry, academia, and government to explore and promote scientific advances in evaluating the
safety of botanical ingredients and mixtures in dietary supplements.

INFRASTRUCTURE AND BUILDINGS AND FACILITIES

Funding for Infrastructure — GSA Rent, Other Rent and Rent-Related (OR&RR), and White Oak
Consolidation — and Buildings and Facilities (B&F) provides the facilities, infrastructure, and
utilities required by FDA’s workforce to carry out its public health mission, respond to food
safety and medical product emergencies, and protect and promote the safety and health of
American families.

FDA facilities directly support its strategic priorities by ensuring FDA staff have the modern
infrastructure and labs across the country to execute the agency's vital public health mission. It
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is important that these facilities provide safe, suitable and reliable work environments and to
support changing scientific and regulatory requirements and technology.

In September 2019, FDA completed relocation of its ORA lab near San Francisco, California.
FDA transformed this aged lab into a new leased facility that improves lab operations for food
sensory and microbiological, elemental, chemistry, and product sterility analysis.

In October 2019, FDA completed the renovation of and occupied a critical toxicology lab at its
Jefferson Laboratories Complex, an FDA-owned facility in Jefferson, Arkansas. This lab allows
NCTR scientists to protect the public health by pursuing cutting-edge research related to the
rapid detection of contaminants in FDA-regulated products, researching toxicities and
carcinogenic risk of certain chemicals, and evaluating the toxicity and inflammation produced by
cigarette smoke.

In 2019 FDA also:

initiated the construction of a new lab building at the Winchester Engineering and
Analytical Center, an FDA-owned facility in Winchester, Massachusetts

continued coordinating the construction for the relocation of the ORA lab near
Kansas City from an aging leased facility to a new leased facility that will improve
lab operations for analyzing food items, including infant and toddler foods

initiated design activities for relocating the ORA Southeast Food and Feed Lab near
Atlanta, from an aging leased facility to a new leased facility that will improve lab
operations in its areas of expertise, including pesticide residues, chemotherapeutics,
metals, entomology, nutrient analyses, colors, food additives, filth and
decomposition, pathogens, molecular biology, and bacterial toxins; this project will
also relocate the Southeast Tobacco Laboratory (this lab is responsible for supporting
CTP efforts to uphold the mandates of the Tobacco Control Act through analytical
support and tobacco-related research)

completed the Program of Requirements, selected a leased location, and initiated
design activities for a new CDER headquarters lab that will support research
associated with drug manufacturing

e coordinated the expansion of and initiated design efforts for CDER’s laboratory in St.
Louis, that houses the Division of Pharmaceutical Analysis.

OVERVIEW OF THE BUDGET REQUEST

The FY 2021 Budget Request is $6.2 billion, an overall increase of 4.5 percent or $265.4 million
compared to the FY 2020 Enacted Level. The request includes $3.3 billion for budget authority
—an increase of $25.4 million compared to the FY 2020 Enacted Level —and $2.9 billion for
user fees — an increase of $240 million compared to the FY 2020 Enacted Level.

Budget Structure and Strategic Plan Framework

The Budget is described in terms of budget authority and user fees and is broken down into the
following major activities.
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e Food Safety — ensures the human and animal food supply is safe, sanitary, wholesome,
and accurately labeled, and that cosmetic products are safe and properly labeled.

e Advancing Safe and Effective Medical Products — ensures that safe and effective
human and animal drugs, biological products, devices, and radiological products are
available to improve the health and quality of life for people in the
U.S., including medical countermeasures - the drugs, vaccines, and medical devices to
diagnose, treat, and prevent the adverse health consequences associated with chemical,
biological, radiological, nuclear (CBRN) agents, and emerging infectious disease threats,
like pandemic influenza.

e Tobacco Regulation — protects Americans from tobacco-related death and disease by
regulating the manufacture, distribution, and marketing of tobacco products, and by
educating the public about tobacco products and the dangers their use poses.

e Infrastructure: Facilities and Rent Investments — ensures FDA staff have the modern
infrastructure and labs across the country to execute the agency's vital public health
mission.

The Budget focuses on five strategic priorities:

e Reduce the burdens of addiction crises that are threatening American families

e Leverage innovation and competition to improve health care, broaden access, enhance
value, and advance public health goals for patients and consumers

e Empower and protect consumers and patient’s safety to promote better and more
informed decisions-making about their diets and health; and expand the opportunities to
use nutrition to reduce morbidity and mortality from disease

e Assure public health through emerging technologies, strengthening science and efficient
risk-based decision making

o [nvest in FDA'’s next generation expert workforce and the improvement of infrastructure,
including enterprise IT and facilities.

FY 2021 REQUEST

The FY 2021 budget will invest in new initiatives focused on FDA’s most urgent priorities as
well as critically needed infrastructure. The BA Crosswalk in the suite of numbers tables
provides full details. New initiatives are summarized in the following sections by major activity
with funding levels identified in parentheses.

Cross-cutting (Food Safety and Medical Product Safety Activities)

Artificial Intelligence and Other Emerging Technologies (+$10.2M)

Artificial Intelligence (Al) and other emerging technologies hold tremendous potential to “drive
growth of the U.S. economy, enhance our economic and national security, and improve our
quality of life,” per the Executive Order on Maintaining American Leadership in Artificial
Intelligence. To achieve progress across multiple programs in support of FDA, HHS, and White
House priorities, FDA requests a total of $10.2 million across CDRH ($5M), ORA ($2.1M),
CFSAN ($1.6M), and FDA HQ ($1.5M) for Al and other emerging technologies.

10



EXECUTIVE SUMMARY

FDA is specifically requesting $8.2 million to continue to capitalize on the anticipated promise
of Al, which effectively benefits U.S. patients, industry, researchers, and our health care system
as a whole. New resources will also increase FDA’s ability to leverage new technologies, such
as blockchain, that make it easier to track and trace products through the supply chain — from the
time that they are grown or manufactured, until purchased by a consumer, and back through the
supply chain — in the event of an outbreak or recall, such as the recent romaine lettuce outbreaks.
This proposal builds specific expertise and capabilities across FDA, while also taking an overall
view of FDA and how the elements come together to advance FDA’s priorities.

Al in medical devices promises to drive growth of the U.S. economy and improve patient safety
and quality of life. For FDA to continue to lead the world in its approach for the smart
regulation of these bold, new medical devices, it is imperative that FDA take steps to ensure
products are designed to be customer-friendly and able to be used and understood — particularly
outside the traditional health care settings — and that FDA leads the development of appropriate,
consensus-based international standards to bring safe products to market in a predictable,
efficient, transparent, and consistent manner. These efforts will reduce barriers to the safe
testing, development, and deployment of Al Devices, make health care interventions more
precise and personalized to meet patient needs and preferences, and foster moving technologies
out of the hospitals and clinics and into the home environment thereby benefitting patients and
modernizing health care delivery while creating enormous savings to the health care system.

This initiative also holds the potential to advance food safety activities in multiple areas ranging
from enhancing imports screening to outbreak signal detection and accelerating outbreak
response. For ORA, the tremendous shift to a more global market for food has introduced
important new challenges. In addition to growth in the sheer volume of imports and the number
of foreign facilities, the variety and complexity of imported products has increased, and the
number of countries involved in producing these products has expanded to include many with
less sophisticated regulatory systems than our own. The implementation of Al is expected to
improve FDA’s and industry’s capabilities to respond to these complexities while also ensuring
trade is not adversely impacted.

The use of Al in post-market surveillance and signal detection will enhance CFSAN’s ability to
detect potential problems associated with foods, dietary supplements, and cosmetics, including
leveraging data to investigate outbreaks and potential issues with chronic, long-term
consumption of food constituents and contaminants or long-term use of cosmetics. FDA will
ultimately utilize this information to enhance the science that supports our guidance to industry
for protecting public health. As a specific example, use of this technology in the post-market
space will streamline the review of adverse event reports associated with foods, dietary
supplements, and cosmetics, so that FDA can act more quickly to intervene earlier, including by
removing unsafe products from the marketplace.

This initiative includes $2 million in investments in other emerging technologies that are closely
linked to our Al work. In particular, investments will be made in tech-enabled outbreak response
and modernized track and trace capabilities for foods. The recent outbreaks related to romaine
lettuce underline the urgent need for rapid tracing technologies. By improving traceback, we
improve the likelihood of determining the root cause of an outbreak. In turn, FDA can continue

11
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to build the data on contributing factors and incorporate Al and other advanced analytical tools
to predict future outbreaks.

Many in the food industry are actively exploring and adopting new technologies that can help to
speed our ability to trace outbreaks back to source. And FDA is receiving requests from industry
to provide direction on issues like interoperability and common data elements. Harmonization of
these elements could greatly improve the effectiveness of these new tools.

The FY 2021 Budget Request represents a meaningful investment to expand FDA’s engagement
with stakeholders on these new technologies and to begin proof-of-concept testing to ensure that
FDA can receive and efficiently process new data streams, particularly in urgent outbreak
scenarios. This investment will enable FDA to support the goals of the Executive Order by
driving “development of appropriate technical standards and reduce barriers to the safe testing
and deployment” of new “technologies in order to enable the creation of new Al-related
industries and the adoption of AI” and other emerging technologies “by today’s industries.”
While small, this investment will have a large impact on public health, reduce greater long-term
costs, and help ensure American leadership for the application of Al and other emerging
technologies.

The FY 2021 Budget Request represents a meaningful investment to expand FDA’s engagement
with stakeholders on these new technologies and to begin proof-of-concept testing to ensure that
FDA can receive and efficiently process new data streams, particularly in urgent outbreak
scenarios. This investment will enable FDA to support the goals of the Executive Order by
driving “development of appropriate technical standards and reduce barriers to the safe testing
and deployment” of new “technologies in order to enable the creation of new Al-related
industries and the adoption of AI” and other emerging technologies “by today’s industries.”
While small, this investment will have a large impact on public health, reduce greater long-term
costs, and help ensure American leadership for the application of Al and other emerging
technologies.

FOOD SAFETY

As part of FDA’s FY 2021 Budget request, the Agency is focusing on key areas where resources
have been historically underfunded and for which there are rising public health needs as growing
markets outpace increases to Agency resources. These areas include: outbreak response,
oversight of innovative food products, and better regulation of cannabis derivatives.

Strengthening Response Capabilities for Foodborne Outbreaks: (+$1.2 million /4 FTE)
Center: +$1.2 million/ 4 FTE

Additional funding will expand the Center for Food Safety and Applied Nutrition’s (CFSAN)
ability to ensure that contaminated food is detected and removed from the marketplace as quickly
as possible. The increased number of detected outbreaks and subsequent investigations resulting
from the success of Whole Genome Sequencing (WGS) has greatly increased FDA’s workload
to identify and mitigate potential food safety concerns. In the three 2-year periods beginning in
2014 and ending in 2019, the number of outbreaks has increased steadily by 36%. In 2014-2015,
FDA coordinated 38 outbreaks investigations. In 2016-2017, FDA coordinated 43 outbreak
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investigations, and in 2018-2019, FDA coordinated 52 outbreak investigations. We expect this
trend to continue.

By leveraging new technology, FDA can work with producers and other federal, state, and local
health officials to unravel what went wrong more quickly, allowing FDA scientists to identify
the outbreak and the food that may have caused it. Through additional resources, FDA is
building capacity to investigate the root cause of outbreaks and feed information back to industry
producers to prevent future contamination, which ultimately reduces costs to industry in the
future and protects public health. These costs can be considerable and lasting to an entire
industry and its reputation, even if caused by only one producer.

Proposed User Fee Program: Innovative Food Products User Fee: ($26.1 million / 52 FTE)
Center: $26.1 million/ 52 FTE

FDA carries out its public health protection mission by assisting industry to meet its statutory
responsibilities as it develops and implements new technologies in food, including cosmetics and
biotechnology products. This includes modernizing our regulatory oversight of innovative
biotechnology products to reflect advances in scientific understanding and technology, by
improving transparency, coordination, and predictability of the system, consistent with the
administration’s Agriculture and Rural Prosperity Task Force Report. A proposed user fee
program will provide the additional resources needed to support increased expertise and
scientific review capacity for novel emerging products. Examples include new proteins, new
ingredients, and synthetic foods, many produced through biotechnology, all of which can help
foster new products and ingredients coming to the market in a timely manner.

Cannabis and Cannabis Derivatives (+$5.0 million)

The Agriculture Improvement Act of 2018 (Farm Bill) helped preserve FDA’s authorities under
the FD&C Act and section 351 of the Public Health Service Act, such that products derived from
hemp as defined in the Farm Bill, while not controlled under the Controlled Substances Act
(CSA), are subject to the same authorities and requirements as FDA-regulated products
containing any other added substance. This allows FDA to continue enforcing the law to protect
patients and the public while also providing potential regulatory pathways, to the extent
permitted by law, for products containing cannabis and cannabis-derived compounds. FDA is
seeing a significant increase in activity relating to the marketing of unlawful cannabis-derived
products, especially those containing cannabidiol (CBD), since the Farm Bill passed. In many
cases, product developers make unproven claims to treat serious or life-threatening diseases, and
patients may be misled to forgo otherwise effective, available therapy and opt instead for a
product that has no proven value or may cause them serious harm.

FDA requests a total of $5 million across ORA ($2.0M), CFSAN ($2.0M), FDA HQ ($0.5M),
and CVM ($0.5M). This new funding will enable FDA to continue regulating the usage of
cannabis-derived substances, such as cannabidiol (CBD), in FDA-regulated products such as
dietary supplements and when used as unapproved food and feed additives. The initiative will
support regulatory activities, including developing policy, and continue to perform its existing
regulatory responsibilities including review of product applications, inspections, enforcement,
and targeted research. FDA must support oversight of increasing numbers of marketed FDA-
regulated products containing cannabis-derived substances that may put the public at risk.
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Additional resources will directly support regulation of cannabis-derived substances and will
indirectly increase capacity of FDA’s dietary supplement and food ingredient review programs.

Advancing Safe and Effective Medical Products

Modernizing Influenza Vaccines (+$5.0 million)

This initiative supports the implementation of Executive Order 13877, “Modernizing Influenza
Vaccines in the U.S. to Promote National Security and Public Health,” to help make the U.S.
influenza vaccine supply more robust, secure, and nimble to combat seasonal influenza
epidemics and potential influenza pandemics. FDA requests a total of $5 million across CDER
($0.5M), CBER ($2.0M), CDRH ($0.5M), Headquarters ($2.0M).

Key FDA activities will include providing scientific and technical support to U.S. government
partners and industry and supporting regulatory science to advance new influenza vaccine
manufacturing technologies. The implementation of new manufacturing technologies may
expand the domestic manufacturing capacity with alternative methods that could allow for more
agile and efficient vaccine production that could adapt to emerging influenza strains. This
funding also will support the development and availability of other medical countermeasures
(MCMs) — including antiviral drugs, therapeutics, and diagnostic tests — necessary to respond to
seasonal and pandemic influenza strains.

Transform Medical Device Safety, Cybersecurity, Review, and Innovation (+$18.0 million)
The FY 2020 budget includes $18 million to build an integrated knowledge management system
and portal for medical devices using modern, agile information technology systems with secure
data storage. This system and portal will enable safety issues to be monitored along the total life
cycle of the device from bench testing to premarket clinical trials to postmarket adverse events
and real-world evidence.

Improved capability to better leverage pre-existing and new data in near-real-time is essential for
implementing FDA’s new approaches for digital health technologies, breakthrough devices, use
of real-world evidence, and cybersecurity. Device reviews, postmarket surveillance, and
cybersecurity efforts will become more efficient and informative, which could shorten review
cycles, speed up identification and ability to address safety signals and cyber vulnerabilities, and
spur development of innovative, safer, and more effective devices. These platforms also will
foster interactions between FDA and its customers, provide industry with the ability to track
premarket submissions, and give patients clearer information about the benefits and risks of
medical devices.

Compounding (+$4.5 million)

The FY 2021 Budget request aligns with the overall Secretarial public health priority to improve
the health and well-being of the American people by improving the quality of compounded drugs
available to the public. The FY 2021 Budget request will allow FDA to continue oversight of
human drug compounding by strengthening the scientific framework, bolstering existing and
new regulatory compliance initiatives, and expanding policy development to support the needs of
the compounding program.

14



EXECUTIVE SUMMARY

While compounded drugs have a role in patient care, they are not FDA-approved and are not
subject to pre-market review for safety, effectiveness, and quality. FDA’s robust implementation
of the Drug Quality and Security Act (DQSA), Title I, the Compounding Quality Act (CQA) is
essential to help ensure that patients receive the highest-quality compounded drugs when needed.

In November 2013, after a fungal meningitis outbreak linked to contaminated compounded drugs
caused more than 60 deaths and 750 cases of illness, the DQSA was enacted, providing FDA
with additional responsibilities to oversee compounding.

Since enactment of the DQSA, FDA has worked to build capacity to improve risk-based
oversight programs through inspections and enforcement, policy development and
implementation, state collaboration and coordination and stakeholder outreach. FDA efforts
have made clearer the resources needed to implement key statutory provisions, such as the
statutory mandate that FDA establish the list of bulk drug substances that may be used in
compounding by outsourcing facilities. To achieve sustainable success in the regulation and
oversight of drug compounding, FDA must establish a robust programmatic group with
increased capacity to further develop the human drug compounding program to protect public
health.

21st Century Cures (-$5.0 million)

The 21st Century Cures Act (Cures Act) enacted into law on December 13, 2016, established an
“FDA Innovation Account” for FY 2017 — FY 2025 and authorizes funding, subject to the annual
appropriation process, to carry out designated provisions of Title I11, which focus on medical
product development activities regulated by FDA.*

For FY 2021, the Cures Act authorized $70.0 million for the FDA Innovation Account. This
amount is $5 million less than the amount authorized for FY 2020. The authorized funding level
will help FDA implement provisions to accelerate medical product innovation, reduce regulatory
burden, increase efforts for critical scientific and methodological research, and increase the
involvement of patients and their perspectives in research and the medical product development
process.

Infrastructure and Buildings & Facilities (+$6.3 million)

At the FY 2021 President’s Budget Level, FDA finds program and GSA rent savings to support
$6.3 million in inflationary increases within the Other Rent and Rent Related (ORRR) and White
Oak budgets to support repairs, improvements, operations, maintenance, and utilities at FDA
owned sites and White Oak, including infrastructure improvements at White Oak to improve
capacity and reliability. FDA facilities directly support FDA’s strategic priorities by ensuring
FDA staff have the modern infrastructure and labs across the country to execute the agency's
vital public health mission. It is important that these facilities provide safe, suitable, and reliable

4 In other Cures Act titles not focused on FDA, the Agency is required to provide consultation and serve on working
groups, headed by other HHS agencies. These include, among others, consultation with the National Institutes of
Health (NIH) on research on pregnant and lactating women, tick-borne diseases, animal care and research, and
certain activities related to the NIH ClinicalTrials.gov data bank.
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work environments and support changing scientific and regulatory requirements and technology.
This funding is required to meet these facilities-related needs.

OR&RR and B&F resources are critical for operations, maintenance, repairs and improvements
at FDA owned sites to prevent the further deterioration of FDA’s aged assets creating a higher
risk of failure, decreased reliability, and increased frequency of operational shut downs, all of
which have a significant negative impact on the FDA mission. Additionally, resources are
needed to support program mission needs when facility changes are needed to meet program
requirements and to keep pace with the latest advances in technology and science. Adequate
funding also is needed to support operations on the White Oak Campus, including infrastructure
modifications to improve capacity and reliability to protect critical lab activities.

Reductions to Outreach, Training, and Organizational Excellence (-$19.6M)

The FY 2021 budget reflects a reduction of $19.6 million to Outreach, Training, and
Organizational Excellence activities from the FY 2020 budget. FDA will reduce Outreach,
Training, and Organizational Excellence activities while maintaining the most critical
programmatic activities. FDA will preserve its most critical public health and safety activities
under these reductions —including engagement with its stakeholders, training and development
programs to keep pace with cutting-edge science — and efforts to modernize and improve
business processes and streamline regulatory processes.

Supporting the Administration’s Drug Pricing Initiative with Increased Competition

The President’s 2021 Budget includes an allowance for bipartisan drug pricing proposals. The
Administration supports legislative efforts to improve the Medicare Part D benefit by
establishing an out-of-pocket maximum and reducing out-of-pocket costs for seniors. The
Administration also supports changes to bring lower cost generic and biosimilar drugs to
patients. These efforts would increase competition, reduce drug prices, and lower out of pocket
costs for patients at the pharmacy counter.

The Administration has and continues to support legislative efforts to make the path to generic
and biosimilar development more transparent, efficient, and predictable so that Americans have
better access to these medicines that are often more affordable. Overall, addressing regulatory
barriers and challenges and closing potential loopholes that hinder development of generics, will
promote more competition, and advance patient access to more affordable medicines.

Transforming Tobacco Regulation

Reforms Oversight of Tobacco Products. The Budget proposes to move the Center for Tobacco
Products out of the Food and Drug Administration (FDA) and create a new agency within HHS
to focus on tobacco regulation. A new agency with a mission focused on tobacco and its impact
on public health would have greater capacity to respond rapidly to the growing complexity of
new tobacco products. In addition, this reorganization would allow the FDA Commissioner to
focus on its traditional mission of ensuring the safety of the Nation’s drug, food, and medical

products supply.
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The Budget also includes a new user fee on e-cigarettes and other ENDS products to support the
new agency’s regulatory oversight of new tobacco and tobacco related products in the future as
appropriate. The current annual user fee cap of $712 million would be increased by $100 million
and future collections of all tobacco related products would be indexed to inflation. This
proposal would ensure that the new agency has the resources to address today’s alarming rise in
youth e-cigarette use as well as new public health threats of tomorrow. New tobacco or tobacco
related products should also pay, just like the other tobacco related products that are subject to
user fees under current law.
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OVERVIEW OF PERFORMANCE

FDA accomplishes its core mission through activities that align to the priority areas in the FDA
Strategic Policy Roadmap:

e Reduce the burdens of addiction crises that are threatening American families

e Leverage innovation and competition to improve health care, broaden access, and
advance public health goals

e Empower consumers and patients to make better and more informed decisions about their
diets and health; and expand the opportunities to use nutrition to reduce morbidity and
mortality from disease

e Strengthen FDA’s scientific workforce and its tools for efficient risk management.

FDA's FY 2020 Budget addresses these priority areas, as discussed in the Overview of the
Budget Request.

Transparency And Accountability

FDA-TRACK is the Agency’s performance management program that collects, monitors,
analyzes and reports key performance data and projects from FDA’s program offices and cross-
cutting initiatives. It demonstrates the value of FDA’s contributions to public health, enables
better leadership decision making with timely performance information, and provides a better
mechanism for linking program activities with leadership priorities. Each quarter, the FDA-
TRACK team reviews results from each office and meets with office representatives to discuss
accomplishments and any projected shortfalls in performance. If necessary, the discussion

is raised to the FDA executive leadership level where the office directors would present and
explain their performance results. Performance data and projects are then posted onto the FDA-
TRACK website and a monthly newsletter is sent to the over 50,000 email subscribers.

FDA-TRACK provides insights into the activities of key program offices and facilitates
discussion, best practices, decision-making and ultimately, performance improvement. Since the
inception of FDA-TRACK, FDA has seen significant performance improvement in areas such
as:

Elimination of generic new animal drug applications backlog;
Increase in hospital participation in the MedSun program;
Efficiency in the 510(k) review procedures, and

Reduction of FOIA backlog.

Today, the FDA-TRACK website provides the public insights into the daily operations of the
Agency, and how our day-to-day work impacts and is reflected in our mission.
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(Dollars in Thousands) FY 2021 President's
FY 2019 FY 2019 FY 2020 FY 2021 Budget +/-
Enacted Actuals Enacted President's Budget FY 2020 Enacted
FTE $000 FTE $000 FTE $000 FTE $000 FTE $000
Foods 3,758] 1,077,612 3,758 1,059,926  3,863] 1,099,970 3,934 1,127,941 71 27,971
Budget Authority. 3,758 1,066,741 3,758 1,059,926 3,819 1,088,881 3,838 1,090,530 19 1,649
User Fees, 10,871 44 11,089 96 37,411 52 26,322
Center 1,097 335,244 1,097 327,462 1,144 342,815 1,209 371,490 65| 28,675
Budget Authority. 1,097 334,412 1,097 327,462 1,141 341,966 1,154 344,524 13 2,558]
User Fees. 832 3 849 55| 26,966 52| 26,117
Food and Feed Recall 243 1 248 1 253 5
Voluntary Qualified Importer Program.. 243 1 248 1 253 5|
Third Party Auditor Program 346 1 353 1 360) 7
Innovative Food Products (Proposed)............cccvereeeerenens 52 26,100] 52| 26,100]
Field 2,661 742,368 2,661 732,464 2,719 757,155 2,725 756,451 6 -704
Budget Authority. 2,661 732,329 2,661 732,464 2,678 746,915 2,684 746,006 6 -909
User Fees. 10,039 41 10,240 41 10,445 205
Food and Feed Recall 1,000 4 1,020 4 1,040 20|
Food Reinspection 4,575 19 4,667 19| 4,760) 93
Voluntary Qualified Importer Program............c.cooceveerneenns 4,320 18] 4,406 18] 4,495 89
Third Party Auditor Program............c.coeeeeneeneerneeneenens 144 147 150 3
Human Drugs 6,381 1,881,529| 6,381 1,851,609 6,649 1973,122| 6,746 2,022,348 97 49,226
Budget Authority. 2,038 663,295 2,038 662,892| 2,075 683,195 2,092 683,411 17 216
User Fees, 4,343 1,218,234 4,343 1,188,717 4,574 1,289,927 4,654 1,338,937 80 49,010
Center 5,362 1,676,069] 5,362 1,659,208 5,612 1,734,133 5,709 1,782,797 97| 48,664
Budget Authority. 1,287 525,126 1,287 524,738 1,316 507,726 1,333 509,033 17 1,307
User Fees. 4,075 1,150,943| 4,075 1,134,470 4,296 1,226,407 4,376 1,273,764 80| 47,357
Prescription Drug (PDUFA) 2,649 732,006 2,649 733999 2,774 788576 2,854 824,647 80| 36,071
Generic Drug (GDUFA), 1,310] 382,803 1,310 361,416 1,410 400,252 1,410 410,556 10,304
Biosimilars (BSUFA) 110] 35,416 110 37,994 110] 36,938 110 37,908 970
Qutsourcing Facility 6 628 6 1,060 2 641 2 653 12|
Field 1,019 205,460[ 1,019 192,401 1,037, 238,989 1,037 239,551 562
Budget Authority. 751 138,169 751 138,154 759 175,469 759 174,378 -1,091
User Fees. 268 67,291 268 54,247 278 63,520 278 65,173] 1,653]
Prescription Drug (PDUFA) 43 9,003 43 7,401 43 8,536 43 8,776] 240
Generic Drug (GDUFA), 218 56,808 218 45,778 226 53,124 226 54,492 1,368]
Biosimilars (BSUFA) 4 1,100 4 677 7 1,472 7 1,510 38|
Qutsourcing Facility 3 380 3| 391 2 388 2 395) 7
Biologics 1,418 402,144] 1,415 408,610 1,407 419,302| 1,416 425,486 9| 6,184
Budget Authority. 791 240,138 791 240,133 803 252,138 811 252,381 8 243
User Fees 627 162,006 624 168,477 604 167,164 605 173,105 1 5,941
Center 1,189 358,355 1,189 365,148] 1,179 375,583 1,188 382,003 9 6,420]
Budget Authority. 570 198,132 570 198,132 582 210,132 590 210,657 8 525
User Fees. 619 160,223 619 167,016 597, 165,451 598 171,346 1 5,895
Prescription Drug (PDUFA) 555 144,529 555 153,761 535 149,267, 536 154,845 1 5,578
Medical Device (MDUFA) 64 14,444 64 13,232 55 14,578 55 14,850 272
Generic Drug (GDUFA) 1,072 24| 4] 960 4 987 27
Biosimilars (BsUFA) 178 - 3] 646 3 664 18
Field 229 43,789 226 43,462, 228 43,719 228 43,483 -236
Budget Authority. 221 42,006 221 42,001 221 42,006 221 41,724 -282
User Fees. 8| 1,783 5] 1,461 7 1,713 7 1,759 46
Prescription Drug (PDUFA) 7] 1,566 5| 1,286 6| 1,485 6 1,527 42
Medical Device (MDUFA) 1 217 --- 174 1 228 1 232 4]
Animal Drugs and Feed. 1,004 224,805 1,004 216,949 1,041 238,678 1,042 238,926 1] 248
Budget Authority. 801 179,209 801 178,928 824 190,869 825 190,081 1 -788
User Fees. 203 45,596 203 38,021 217 47,809 217 48,845 1,036
Center 692 157,717 692 151,056 725 168,474 726 169,145 1] 671
Budget Authority. 491 113,694 491 113,419 514 122,099 515) 121,787 1 -312
User Fees. 201 44,023 201 37,637, 211 46,375 211 47,358 983
Animal Drug (ADUFA), 128 27,267| 128 23,896 138 27,670] 138 28,315 645
Animal Generic Drug (AGDUFA).. 73 16,644 73 13,741 73 18,591 73 18,926 335)
Third Party Auditor Program 112 - 114 - 117 3
Field 312 67,088 312 65,893] 316 70,204 316 69,781 -423
Budget Authority. 310 65,515 310 65,509 310 68,770] 310 68,294 -476
User Fees. 2 1,573 2 384 6] 1,434 6 1,487 53
Animal Drug (ADUFA), 2 431 2 384 2 383 2 392 9
Animal Generic Drug (AGDUFA)........c.cccoueunmineireinnienins 335 - 1 228 1 255 27|
Food Reinspection 807 - 3] 823 3 840) 17|
Third Party Auditor Program...............c.ccocovvviieciiiinninns - -




EXECUTIVE SUMMARY

(Dollars in Thousands) FY 2021 President’s
FY 2019 FY 2019 FY 2020 FY 2021 Budget +/-
Enacted Actuals Enacted President's Budget FY 2020 Enacted
FTE $000 FTE $000 FTE $000 FTE $000 FTE $000
Devices and Radiological Health...............ccooiiiiiiniiiiccis 2,120 577,113 2,120 521,951 2,302 599,940 2,345 638,529 43 38,589
Budget Authority.......... 1,486 387,168 1,486 386,733 1,493 395,168 1,508 415,828 15 20,660
User Fee: 634 189,945 634 135,218 809 204,772 837 222,701 28 17,929
Center............ 1,614 475,873| 1,614 423,376 1,796 501,296 1,839 540,190 43 38,894
Budget Authority.... 1,000 302,163 1,000 301,738 1,007| 310,163 1,022 331,393 15 21,230
User Fee: 614 173,710 614 121,638, 789 191,133, 817 208,797 28 17,664
Prescription Drug (PDUFA) 10 1,460 10 1,834 15 4,162 15 4,302 --- 140
Medical Device (MDUFA). 577, 165,815 577 113,370 746 180,073, 774 197,459 28 17,386
Mammography Quality Standards Act (MQSA).................... 27, 6,435 27| 6,434 28, 6,898 28 7,036 - 138
Feld. ..o 506 101,240 506 98,575 506 98,644 506 98,339 --- -305
Budget Authority.... 486 85,005 486 84,995 486 85,005 486 84,435 --- -570
User Fee: 20 16,235 20 13,580 20 13,639 20 13,904 --- 265
Medical Device (MDUFA). 11 2,240 11 1,800 11 2,358 11 2,398 --- 40
Mammography Quality Standards Act (MQSA).........cccccce.. 9| 13,995 9| 11,780 9| 11,281 9| 11,506 - 225
National Center for Toxicological Research (BA Only)............ 276 66,712 276 66,712 276 66,712 276 66,266 - -446
Tobacco.. 942 666,832, 942 686,991 1,016 661,739 1,068 762,612 52 100,873
Center .. 894 652,065 894 676,457 947 647,055 999 747,765 52 100,710
Family Smoking Prevention and Tobacco Control Act. .. 894 652,065 894 676,457 947 647,055 999 647,765 52 710
Expand tobacco products (Proposed) . - --- -- --- --- 100,000 --- 100,000
Field .... . 48 14,767, 48 10,534 69 14,684 69 14,847, -] 163|
Family Smoking Prevention and Tobacco Control Act........ 48 14,767, 48| 10,534 69 14,684 69 14,847 --- 163|
FDA Headquarters. 961 311,133 961 307,092 927 319,487 930 326,070 3 6,583
Budget Authority.......... 546 180,220 546 187,776 513 185,420 514 186,713 1 1,293
User Fee: 415 130,913 415 119,316 414 134,067 416 139,357 2 5,290
Prescription Drug (PDUFA) 223 56,391 223, 66,425 215 56,756 215 58,501, - 1,745
Medical Device (MDUFA). 36 8,463| 36 8,411 36 9,219 36 9,833 --- 614
Generic Drug (GDUFA). . 98 35,243 98 31,790 100 32,834 100 33,691 --- 857
Biosimilars (BsUFA)... 8| 632 8| 2,004 8| 1,331 8| 1,364 == 33|
Animal Drug (ADUFA) 5| 1,004 5| 948, 4 914 4 938, --- 24
Animal Generic Drug (AGDUFA) 3| 785 3| 708, 3| 756 3| 845 --- 89
Family Smoking Prevention and Tobacco Control Act. . 42 27,012 42 9,030 44 30,867 46 30,867 2 -
Mammography Quality Standards Act (MQSA) . - 92 --- -- 74 --- 76 --- 2
Food and Feed Recall.. . == 75) == -] 77 -] 78] --- 1]
Food Reinspection - 480 - 2| 489 2| 499 --- 10
Voluntary Qualified Importer Program............cccccecveievninnnne - 277, - --- 1 283 1 287 --- 4
Third Party Auditor Program . --- 39 -- --- -- 40 -- 40 --- ---
Outsourcing Facility. - 420 --- --- 1 427 1| 438 --- 11]
Innovative Food Products (Proposed). - - - - - 1,900 --- 1,900
FDA White Oak Consolidation ..............cccceceiiiiiiiiiiniiiiinn - 50,587 -] 49,255 - 53,913 -] 63,411 -] 9,498
Budget Authority.......... == 43,044 == 43,044 == 45,914 == 55,717 --- 9,803
User Fee 7,543 6,211 7,999 7,694 -305
Prescription Drug (PDUFA) --- 3,810 --- 3,810 --- 3,848 ---] 3,886 --- 38|
Medical Device (MDUFA). --- --- - --- - - -] - --- ---
Generic Drug (GDUFA). . - --- --- --- -- --- --- --- --- ---
Biosimilars (BsUFA)... - - - - - - --- ---
Animal Drug (ADUFA)............... - - - - - - - ---
Animal Generic Drug (AGDUFA). - --- - --- - - - - --- ---
Family Smoking Prevention and Tobacco Control Act. --- 3,733 --- 2,401 --- 4,151 --- 3,808 --- -343]
Other Rent and Rent Related .. -] 123,735 -] 120,201 -] 132,970 -] 151,359 —] 18,389
Budget Authority.......... == 71,943 == 71,943 == 80,173, == 98,518 --- 18,345
User Fee: - 51,792 - 48,258 - 52,797 = 52,841 == 44
Prescription Drug (PDUFA) - 26,127, - 25,912 - 26,389 - 26,652 --- 263
Medical Device (MDUFA). - 5,239 - 5,239 - 5,291 - 5,344 --- 53|
Generic Drug (GDUFA). . - 13,075 - 12,243 -] 13,206 -] 13,338 --- 132
Biosimilars (BsUFA)... R == 1,070 == 932 == 1,081 == 1,092 - 11
Animal Drug (ADUFA) == 790 == 624 == 797 == 805 --- 8|
Animal Generic Drug (AGDUFA). - == 264 == 132 == 266 == 269 === 3|
Family Smoking Prevention and Tobacco Control Act... - 4,752, - 3,137 - 5,283 - 4,847 --- -436
Food and Feed Recall.. . --- 43 --- --- --- 44 --- 45 --- 1
Food Reinspection - 204 --- --- -- 208 --- 212 --- 4
Voluntary Qualified Importer Program...........ccccceoveeeeinnnne - 170 - - 173 - 177, --- 4]
Third Party Auditor Program . - 24 - 5| - 24 - 25 - 1
Qutsourcing Facility. - 34 - 34 - 35 - 35 --- ---
GSA Rental Payments ..........ccoccoouiiiiiiiiiiiiiieicecee e 238,665 218,907 240,549 236,970 -] -3,579
Budget Authority. . 170,208 170,208 171,208 167,119 -4,089
User Fee: - 68,457 - 48,699 - 69,341 - 69,851 - 510
Prescription Drug (PDUFA) - 35,341 - 22,716 - 35,695 - 36,052 --- 357
Medical Device (MDUFA). - 8,312 - 4,812 - 8,395 - 8,479 --- 84
Generic Drug (GDUFA). . - 12,720 - 12,720 -] 12,847, -] 12,975 --- 128
Biosimilars (BsUFA)... R == 451 == 451 == 455 == 460 - 5|
Animal Drug (ADUFA) - == 839 == 839 == 847 == 856 --- 9
Animal Generic Drug (AGDUFA) - == 307 == 307 == 310 == 314 === 4
Family Smoking Prevention and Tobacco Control Act. --- 9,671 --- 6,845 --- 9,960 --- 9,866 --- -94
Food and Feed Recall...........c.cccooviininiciiicccccc --- 73] -] - -] 74 -] 76| --- 2|
Food Reinspection - 348 --- --- -- 355 --- 362 --- 7
Voluntary Qualified Importer Program - 290 - - 296 - 302 --- 6|
Third Party Auditor Program.............. == 47 == 9| == 48 == 49 === 1
Outsourcing Facility. === 58 === —— === 59 === 60) - 1
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(Dollars in Thousands) FY 2021 President's
FY 2019 FY 2019 FY 2020 FY 2021 Budget +/-
Enacted Actuals Enacted President's Budget FY 2020 Enacted
FTE $000 FTE $000 FTE $000 FTE $000 FTE $000
Color Certification...... 33| 9,892 33| 8,734 37| 10,263 37| 10,469 --- 206
Export Certification.... 23| 4,696 23| 4,305 26 4,790 26 4,886 --- 96
Export Certification (Proposed) --- --- --- --- ---] --- ---| 4,366 --- 4,366
Priority Review Vouchers (PRV) Tropical Disease. --- --- --- --- --- 2,506 --- 2,556 --- 50
Priority Review Vouchers (PRV) Pediatric Disease 11 7,686 11 2,423 11 7,840 11 7,997 --- 157
Priority Review Vouchers (PRV) Medical Countermeasures..... - 2,506 == 2,556 --- 50
Over the Counter Monograph (Proposed)..........ccccoceiiiiiiiiinnns --- --- --- --- ---] --- ---| 28,400 --- 28,400
Food and Drug Safety -- No Year (P.L. 113-6) --- - -] 14] -] -] - -] - -
21st Century Cures (BA Only). 136 70,000 136 58,225 136 75,000 136 70,000 - -5,000
MCMi -- No Year. -] == 10| 4,601 - == - -] -—- ---
Opioids -- No Year. --- --- 73 65,408 --- --- --- --- --- ---
Subtotal, Salaries and Expenses 17,063 5,713,141 17,144 5,651,912 17,691 5,909,287 17,967 6,191,148 276 281,861
Buildings and Facilities (Budget Authority)...........cccccovieeiiinins - 11,788 - 11,477 - 31,788 - 13,788 - -18,000
Total Program Level 5,724,929 17,144 5,663,389 17,691 5,941,075 6,204,936 276 263,861
Non-Field Activitie: 4,055,442 12,152 3,991,973| 12,680 4,183,460 4,446,956 270 263,496
Field Activitie: 1,174,712 4,772 1,143,329 4,875 1,223,395 1,222,452 6 -943
White Oak, Rent Activities, and B&F 424,775 - 399,839 459,220 465,528 6,308
Food and Drug Safety -- No Year.. - - 14.16 - - -
Opioids -- No Year. -—- - 73 65,408 -— -— -— -—- - -
21st Century Cure: 136 70,000 136 58,225 136 75,000 136 70,000 - -5,000
MCMi -- No Year. - - 10 4,601 - - - - - -—
User Fees:
Current Law
Prescription Drug (PDUFA). 3,487 1,010,323 3,485 1,017,144 3,588 1,074,714 3,669 1,119,188 81 44,474
Medical Device (MDUFA).... 689 204,730 689 147,036 849 220,142 877 238,595 28 18,453
Generic Drug (GDUFA), 1,626 501,721 1,626 463,972 1,740 513,223 1,740 526,039 --- 12,816
Biosimilars (BsUFA) 122 38,847 122 42,058 128 41,923 128 42,998 - 1,075
Animal Drug (ADUFA), 135 30,331 135 26,691 144 30,611 144 31,306 --- 695
Animal Generic Drug (AGDUFA).... 76 18,335 76 14,889 77 20,151 77 20,609 -—- 458
Family Smoking Prevention and Tobacco Control Act. 984 712,000 984 708,404 1,060 712,000 1,114 712,000 54 -
Subtotal, Current Law. 7,119 2,516,287 7,117 2,420,194 7,586 2,612,764 7,749 2,690,735 163 77,971
Indefinite
Mammography Quality Standards Act (MQSA)............cccceueunn 36 20,522 36 18,215 37 18,253 37 18,618 365
Color Certification 33 9,892 33 8,734 37 10,263 37 10,469 206
Export Certification 23 4,696 23 4,305 26 4,790 26 4,886 Cal 96
Priority Review Vouchers (PRV) Tropical Disease.. - - - - - 2,506 - 2,556 - 50
Priority Review Vouchers (PRV) Pediatric Disease 11 7,686 11 2,423 11 7,840 11 7,997 --- 157
Priority Review Vouchers (PRV) Medical Countermeasures..... - - -— 2,506 - 2,556 - 50
Food and Feed Recall 1,434 5 1,463 5 1,492 29|
Food Reinspection 6,414 24 6,542 24 6,673 131]
Voluntary Qualified Importer Program............ccccocoeviincninnnnne 5,300 - 20 5,406 20 5,514 108
Third Party Auditor Program - 712 - 13 1 726 1 741 --- 15|
Outsourcing Facility. 9 1,520 9 1,485 5 1,550 5 1,581 - 31
Subtotal, Indefinite 112 58,176 112 35,175 166 61,845 166 63,083 - 1,238
Proposed
Export Certification (Proposed) - - - - - - - 4,366 - 4,366
Over the Counter Monograph (Proposed). - - - 28,400 - 28,400
Expand tobacco products (Proposed).... - - 100,000 - 100,000
Innovative Food Products (Proposed)...........ccccuevvuieiiiiicneninnns - 52 28,000 52 28,000
Subtotal, Proposed. - - - - - 52 160,766 52 160,766
Total User Fees . 7,231 2,574,463 7,229 2,455,368 2,674,609 7,967 2,914,584 215 239,975
Total Budget Authority, Pre-Transfer...............c.c......... 9,832 3,150,466 9,915 3,208,021 3,266,466| 10,000 3,290,352 61 23,886
BA, S&E 9,696 3,068,678 9,696 3,068,295 3,159,678 9,864 3,206,564 61 46,886
BA, B&F - 11,788 - 11,477 31,788 - 13,788 == -18,000
Food and Drug Safety -- No Yeal - 14
21st Century Cure; 136 70,000 136 58,225 136 75,000 136 70,000 ——- -5,000
MCMi -- No Year. - - 10 4,601 -— - -— - - -
Opioids -- No Year. 73 65,408
Total Program Level, Pre-Transfer............ccocoviiiiiiiiiiiinen, 17,063 5,724,929| 17,144 5,663,389] 17,691 5,941,075| 17,967 6,204,936 276 263,861
HHS OIG transfer (BA Only) - -1,500 - -1,500 - -1,500 - - -] 1,500
Total Budget Authority, Post-Transfer. 9,832 3,148,966 9,915 3,206,521, 9,939 3,264,966| 10,000 3,290,352 61 25,386
Total User Fee 7,231 2,574,463 7,229 2,455,368 7,752 2,674,609 7,967 2,914,584 215 239,975
Total Program Level, Post-Transfer.... 17,063 5,723,429] 17,144 5,661,889] 17,691 5,939,575| 17,967 6,204,936 276 265,361
*“FTE figures do not include an estimated 70 reimbursable and 26 PEPFAR. The table also excludes Opioids FTE supported with one-time funding provided via the FY 2018 Omnibus.

Table includes additional base funding as part of the Opioids initiative to maintain these staffing levels.
**The Drug Quality and Security Act (P.L. 113-54) authorized FDA to collect fees for the licensure and inspection of certain third-party logistics providers and wholesale drug distributors.
21 U.S.C. §8 360eee-3(c); 353(e)(3). The programis still under development and a fee estimate is not available at this time.

«**Color Certification does not reflect the availability of mandatory funds sequestered in the prior fiscal year.
x| addition to the funding displayed in FY 2019 Enacted column, the Further Additional Supplemental Appropriations for Disaster Relief and Requirement Act, 2018 included $7.6 million in one-time, no-year funding for FDA.
wxx**Funding and FTE levels for FY 2019 have been comparably adjusted to reflect the updated realignment of the FDA HQ organizations

«xxxxxTropical Disease Priority Review Vouchers collection estimates for FY 2020 and FY 2021 are displayed as a projection of actual FY 2019 collections.

wxxxxxxDoes not reflect the Budget proposal to move CTP from FDA to establish a new agency within HHS.

wassxnnx Y 2020 NEF budget allocations will be provided upon settlement of the FY 2019 NEF Congressional Notification.
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BUDGET AUTHORITY CROSSWALK

Budget Authority
Crosscutting Food Safety Medical Product Safety
FY2020 Strengthening Trarsform Fy2021
Enasted Ar}lﬂcla\ Oul‘reach‘ Cannabis and Response Medical Device . 215t _ President’s Budget
Intelligence gnd Training, jand Total ‘ Canabis | Capabilities For Total Safety, Moderniz ng Compounding | Contury Total Medical | Total Changes
Infrastructure | Other Emerging| Organization | Crosscutting L Food Safety Cybersecurity, | Influenza Vaccines Product Safety
. Derivatives Foodborne : Cures
) Technologies** |  Excellence Outbreaks Rewew‘.and
(Dollars in Thousands) Innovation
FTE $000 $000 FTE | $000 $000 FTE | $000 [ FTE [ $000 | FTE | $000 | FTE | $000 | FTE $000 FTE $000 FTE $000 $000 |FTE| $000 | FTE| $000 FTE $000
|Salaries and Expenses Account:

[Foods. 3819| 1,088,881 4 3676 7,267} 4 -3591f 11) 4,000 4 1240 15 5240 19 1649|  3838|  1,090,530]
Center, 1,141 341,966 3[ 1560 2,242] 3] -682 6] 2,000, 4 1,240 10j 3,240} 13 2,558 1,154] 344,524
Field. 2,678 746,915 1f 2116 5,025} 1 -2,909] 5| 2,000, 5 2,000} 6| -909 2,684] 746,006

[Human Drug; 2,075) 683,195 4,784] -4,784 1] 500( 16| 4,500} 17 5000 17| 216) 2,092 683,411
Center. 1,316} 507,726 3,693] -3,693) 1] 500( 16| 4,500} 17 5000 17| 1307 1,333 509,033
Field 759 175,469 1,091 -1,001 -1,001 759 174,378

Biologics. 803 252,138 -1,757 -1,757] 8 2,000 8 2,000} 8 243 811 252,381,
Center, 582, 210,132 -1475] -1475] 8| 2,000 8] 2,000} 8] 525 590 210,657,
Field. 221 42,006} -282] -282 -282 221 41,724

LT DT o 824 190,869 1,288 -1,288| 1] 500 1] 500 1] -788] 825 190,081
Center. 514 122,099 -812) -812] 1] 500 1] 500 1] -312] 515 121,787
Field 310 68,770 476 | -476) - -476) 310 68,294

Devices and Radiological Health................ovvvcinnn] - 1,493) 395,168 10| 5,000 -2,840 10( 2160 4] 18,000 1] 500 5| 18500| 15| 20,660 1,508 415828
Center, 1,007} 310,163 10| 5,000 2,210 10[ 2,730 4] 18,000 1] 500 5| 18500| 15| 21,230 1,022 331,393
Field. 85,005 -570) -570) 84435

[National Center for Toxicological Research. 66,712 -446) -446| 66,266]

FDA 183,920 1,500 1,207 293 1] 1] 500 2,000 2,000} 186,713

[FDA White Oak Consolidation.... 45,914] 9,803] 9,803] - 55717

|Other Rent and Rent Related.... 80,173 18,345 18,345 A 98,518

IGSA Rental Payments.................. ~|  171,008] 4089 - | 4089 - -4,089 167,119

[Subtotal, Salaries and Expenses Account.. 9,803| 3,158,178 24059 14| 10,176] -19589| 14| 14646) 13 5,000 4 1240 17| 6,240 4 18000 10| 5000( 16 4,500} 30| 275000 61| 48386 9,864 3,206,564

Buildings and Facilities Account............... 31,788 -18,000} ---| -18,000] -18,000] 13,788

|Total Budget Authority, Pre-Transfer....... 9,803| 3,189,966} 6059 14| 10,176 -19589| 14| -3354] 13 5,000 4 1240 17| 6,240 4 18000 10| 5000( 16 4,500} 30| 275000 61) 30386 9,864 3220352
NON-Fild ACHVItIES.......ceoevrrsrcsreeeee | 5,349] 1,742,718 13| 8,060 -12,145) 13| -4,085] 8| 3,000] 4] 1240 12 4,240 4] 18,000 10 5,000 16 4,500} 30| 275000 55| 27655 5404 1770373
Field Activitie: 4454 1,118,165 1f 2116 -7.444] 1| -5328] 5| 2,000 5 2,000} 6| -3,328] 4460) 1,114,837
Rent Activities, B&F, and White Oak 329,083 6,059 6,059) 6,059 335,142
205t Century CUFES ..o — 136 75,000 -5,000 -5,000 -5,000 136 70,000
Total Budget Authority with 215t Century Cures.d............ 9,939 3,264,966} 6059 14| 10,176 -19589| 14| -3354] 13 5,000 4 1240 17| 6,240 4 18000 10| 5000( 16 4500  -5000( 30 22500 61) 25386 10,000( 3290352
HHS OIG trans
Total Budget Authority, Post-Transfer. . 9,939 3,264,966 6,059 14| 10,176 -19589)  14[ -3354] 13 5,000 4 1240[ 17| 6,240 4 18000 10| 5000( 16 4,500]  -5000f 30| 22500] 61] 25386( 10,000{ 3290352

*FDA Headquarters reflects the total post OIG Transfer

**Includes $0.5 million for CFSAN and $1.5 million for FDA Headquarters for Track and Trace Activities.
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MAJOR ACTIVITIES TABLE

(Dollars in Thousands)

FY 2019 Enacted

FY 2020 Enacted

FY 2021 President's Budget

FY 2021 President's Budget
+/- FY 2020 Enacted

[+ For FY 2019 and FY 2020, the Pre-Transfer levels do not reflect the transfer of $1.5 million from FDA Headquarters to the HHS Office of Inspector General to support ove
[~~Funding and FTE levels for FY 2019 are shown without comparably adjustment to reflect the updated realignment of the FDA HQ organizations
[ ++*NCTR s reallocating $5.23 million and 24 FTE from Food Safety project to Medical Product Safety in FY 2021

included in Food Safety and Medical Product Safety and Availability activities. Medical Countermeasures are included in Medical Product Safety and Availability activities.

ight of FDA’s expanded authorities.

Medical Product
Medical Product Medical Product Medical Product Safe
safety and Availability Total d Availabil Total Safety and Availability| Food Safety Availability Total

Programs FTE | so00 FTE | soo0 FTE | soo0 FTE $000 FTE so00 | FTE | sooo | FTE | sooo

[Budget Authority:

Foocs. 3,758| 1,059,980} | 3819 1088881 - 1,649) 19 1649
Center. 327,967 1007 327.962] 1141 341,966] 2558| 13| 255
Field. 732,018 ~| 2se1 732018 ~| 267 746,915 0o | of  -o0g

Human Drug 2038| 662007 2038 662907 2075| 683,195 2075| 683,195 2,092} {17 28] 17| 219
Center. 1287 54738 1287 524738 1316 507,726 1.316| 507,726) 1,333 vl 137 w1307
Field. 751 1ase| 75| 138160 79| arsaee| 750 175,469) 759| ~ | a0 [ 109}

Biologics 791 240138|  791| 240138) 803| 252138 803 252138 811] : 8 243 8| 243
Center. siof  108132f 570 198132 si[ 20132 s 210137) 590) § 525 § 525)
Field. 21 w2006 2211 42009 2 a2008( 221} 42,006 221] 28— 28

[Animal Drugs and Fee.............. 207|  s1253) 01| 178934 207  s1253|  824] 190869 207} ~ s 1| 7
Center 199 0| 491 113019 199) 48310 514 122,099) 193] 9 -321f F I
Field 1 203 310 essy 14 2018 ) 68770 1] -4s6| e I

Devices Health 1486| 386743 1486 386,743 1493 395168| 1493 395 .168] 1,508} —| 15| 20660 15| 20860
Center. 1000f  3o1738| 1000 300738 1007 310163 1,007 310163} 1022] | 15| 2122 18] 212
Field. 44| 85005  4ss| 85005 486 85005 a6 85,005 486 sl - s

[National Center for Toxicol0gical RESEArch. ... 231  s639s| 276 66712 231 s6305| 276 66,712 255} 2 4784 | sl

FDA Headquarters .. 339| 104,994 188,069 33s| 113181  513]  183920) 335 - 1387 1| 1299

[FDA White Ok C: 43,044 45,914 | 9803

Other Rent and Rent Related 35,643 71,043 39,723 80173 9.256) 9,089 18,345

GsA Rental Payments - 90731 ~{ 170208 ~| 91261 ~| 171208 - ~| 2180 ~| 4089

[SUBTOTAL, BA Salaries and Expenses. 5002| 1628.804| 9696| 3,068,678 5144 1682314 9803 3158178 5,208 64| 33s28| 61| 46886

Building i ~| 11,78 31,788 - | 18000

Non-Field 3620 1234337 5267| 1,720,770 3664| 1205937 5349| 1742718 3,728 64| 28882| 55| 26155

Field 1472  268093| 4429 1,062,713 1480 305393 4454] 1118.165] 1.480) 1,963 6| 3328

[White Oak, Rent Activities, and B&F. 126,374 296,983 130,984 329,083 - 6,909 | 6.059)

215t Century Cures. 136)  70,000) 70,000 136 75000|  134] 75,000 136} 5,000) -5,000)

Total B 5228| 1698804 9,832| 3150466 5280 1757314 9930 3264966 5,344 4755 64| 28828 61| 23886

Total BA, Pre-Transfer. 1377830 5228 1698.804] 9,832| 3,150466 5280 1757314] 9930 37264966 5344 4755| 64| 28828] 61| 23886

[Total User Fee: 6214 1836708 7231 257463 6605| 1936208 7.752[ 2,674,609 6,714] 28283 100 111486 215[ 230975

Current Law

Prescription Drug (PDUFA). 3487 1010323 3487 1010323 3ses| 1074714  3sesl  1074714) 3669) | s asard  e1| aaa74f

Medical Device (MDUFA). 63l  204730] 6| 204730 g0l 20142 ) 220147 877] 28| 18453 28| 18453

Generic Drug (GDUFA). 1626 son721f 166 501721 170 513228 1,740) 513,223 1,740 ~| 1286 | 12816)

Biosimilars (BSUFA)... 129 a7 12| 38847 128 a9 124 41,923 128 - 1ol | 1075

[ Animal Drug (ADUFA)..... 135 033  1as 3033 144 61| 144 30611 144 : 65| | 605l

|Animal Generic Drug (AGDUFAY).... . 76 18,339 76| 1833 7 20151] 7] 20151] 7 458 458

[Fanily Smoking Prevention and Tobacco Control Act ~| e 712,000 ~| 108 712,000) -

Mammography Quality Standards Act (MQSA). 3] 20522 36| 2052 37 18,259 37 18259 37 . 365 365

Color Certification. | 39| 989 | 37] 10263 - 206

[Export Certification 2 2693 23| 4,696] 26| 2,787] 24| 4790) 20| % 96}

Priority Review Vouchers (PRV) Tropical DISease................ 2,500) 2509 50f : 50

Priority Review Vouchers (PRV) Pediatric Disease ...... . 1] 7,686) 1] 7,686 1] 7840 1] 7,840 1] 157) 157]

Priority Review Vouchers (PRV) Medical Countermeasures .. . 2,506 2,506 s0f 50

[Food and Feed Recall, - - 143 5| 1463 - 29|

Food 6414 . 2| 6542 - 131)

Voluntary Qualified Importer Program 5.300) 20| 5,406 108}

Third Party Auditor Progranm.......... 12| 1 72 EC 15

outsourcing Faciliy 9 9 1520) 5 E 155 E Eil I 31

Proposed

[Export Centification (Proposed) - - - - ~| | amme | 4366

[ver the Counter Monograph (Proposed). - -] - -] -] ~| | maw] | 28400

Tobacco User fee for e-cigarettes and other (Proposed). - - - - ~{ 100000

[Food and Feed additive user fee (Proposed)... : - 28,000 52| 28000

[Total Program Level, Pre-Transfer 11442| 3535512| 17,063| 5724929 —| 3693520 17,601] 5939575) 33038] | 140314] 276| 263861

HHS OIG transfer ~| -1500] -1500 - 1s09

Total BA, Post-Transfer 5228| 1,698,804 9,832 3148966| 1757314] 9939|  3,263.466) 28828 61| 25386

[ Total Program Level, Post-Transfer 11442] 3535512) 17,063 5723429 3693520] 17691) 5938075 140314)  276| 265361

|*Total Budget Authority includes $L0 million for the China Initiative and $7.5 million for Foreign High Risk Inspections. FDA White Oak Consolidation, Building and Facilities Account, Family Smoking Prevention and Tobacco Control Act, and Color Certification User Fees are not
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TECHNICAL NOTES

FY 2019 Comparability Adjustment

(Dollars in Thousands) HQ
Reorganization
FTE $000

Salaries and Expenses Account:
FOODS ..ottt 29 6,761
27 6,450
2 311
HUMAN DrUGS.....cooiiiiieeisirisssess s 2 388
CBNTBT .ttt 2 388
Animal Drugs and Feeds...........cccvrenrereeniressreeenns 1 275
CBNTBT ...ttt 1 275
FIEI. oo
Devices and Radiological Health............ccocceuvcvenincnnnn 2 425
CBNTET ot 2 425
FII e
National Center for Toxicological Research..............
FDA HeadqUAarters.........ccoereeneeneneeresineeneseeseseeseeseees -34 -7,849
FDA White Oak Consolidation...........cc.cocoveneerneenennes
Other Rent and Rent Related..........ccccoveoervencecirncncnne.
GSA Rental Payments...........coccereveeneneeeneneesssnnsseennns
Subtotal, Salaries and Expenses Account....................
Buildings and Facilities Account..........cccooceevvicninnnns
Total Budget Authority, Pre-Transfer..........cccooovveene.
NON-Field ACHIVITIES........cvvvieereeiereeese s -2 -311
Field ACTIVITIES.......couvccrccrc e 2 311
Rent Activities, B&F, and White Oak.............ccceeuuccee.
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BUDGET EXHIBITS

BUDGET EXHIBITS

APPROPRIATION LANGUAGE

Salaries and Expenses

For necessary expenses of the Food and Drug Administration, including hire and purchase of
passenger motor vehicles; for payment of space rental and related costs pursuant to Public Law
92-313 for programs and activities of the Food and Drug Administration which are included in
this Act; for rental of special purpose space in the District of Columbia or elsewhere; in addition
to amounts appropriated to the FDA Innovation Account, for carrying out the activities described
in section 1002(b)(4) of the 21st Century Cures Act (Public Law 114-255); for miscellaneous
and emergency expenses of enforcement activities, authorized and approved by the Secretary and
to be accounted for solely on the Secretary's certificate, not to exceed $25,000; and
notwithstanding section 521 of Public Law 107-188; [$5,772,442,000] $5,897,299,000:
Provided, That of the amount provided under this heading, [$1,074,714,000] $1,119,188,000
shall be derived from prescription drug user fees authorized by 21 U.S.C. 379h, and shall be
credited to this account and remain available until expended; [$220,142,000] $238,595,000 shall
be derived from medical device user fees authorized by 21 U.S.C. 379j, and shall be credited to
this account and remain available until expended; [$513,223,000] $526,039,000 shall be derived
from human generic drug user fees authorized by 21 U.S.C. 379j-42, and shall be credited to this
account and remain available until expended; [$41,923,000] $42,998,000 shall be derived from
biosimilar biological product user fees authorized by 21 U.S.C. 379j-52, and shall be credited to
this account and remain available until expended; [$30,611,000] $31,306,000 shall be derived
from animal drug user fees authorized by 21 U.S.C. 379j-12, and shall be credited to this account
and remain available until expended; [$20,151,000] $20,609,000 shall be derived from generic
new animal drug user fees authorized by 21 U.S.C. 379j-21, and shall be credited to this account
and remain available until expended; $712,000,000 shall be derived from tobacco product user
fees authorized by 21 U.S.C. 387s, and shall be credited to this account and remain available
until expended: Provided further, That in addition to and notwithstanding any other provision
under this heading, amounts collected for prescription drug user fees, medical device user fees,
human generic drug user fees, biosimilar biological product user fees, animal drug user fees, and
generic new animal drug user fees that exceed the respective fiscal year [2020] 2021 limitations
are appropriated and shall be credited to this account and remain available until expended:
Provided further, That fees derived from prescription drug, medical device, human generic drug,
biosimilar biological product, animal drug, and generic new animal drug assessments for fiscal
year [2020] 2021, including any such fees collected prior to fiscal year [2020] 2021 but credited
for fiscal year [2020] 2021, shall be subject to the fiscal year [2020] 2021 limitations: Provided
further, That the Secretary may accept payment during fiscal year [2020] 2021 of user fees
specified under this heading and authorized for fiscal year [2021] 2022, prior to the due date for
such fees, and that amounts of such fees assessed for fiscal year [2021] 2022 for which the
Secretary accepts payment in fiscal year [2020] 2021 shall not be included in amounts under this
heading: Provided further, That none of these funds shall be used to develop, establish, or
operate any program of user fees authorized by 31 U.S.C. 9701: [Provided further, That of the
total amount appropriated: (1) $1,088,881,000 shall be for the Center for Food Safety and
Applied Nutrition and related field activities in the Office of Regulatory Affairs, of which no less
than $15,000,000 shall be used for inspections of foreign seafood manufacturers and field
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BUDGET EXHIBITS

examinations of imported seafood; (2) $1,972,093,000 shall be for the Center for Drug
Evaluation and Research and related field activities in the Office of Regulatory Affairs; (3)
$419,302,000 shall be for the Center for Biologics Evaluation and Research and for related field
activities in the Office of Regulatory Affairs; (4) $237,741,000 shall be for the Center for
Veterinary Medicine and for related field activities in the Office of Regulatory Affairs; (5)
$581,761,000 shall be for the Center for Devices and Radiological Health and for related field
activities in the Office of Regulatory Affairs; (6) $66,712,000 shall be for the National Center for
Toxicological Research; (7) $661,739,000 shall be for the Center for Tobacco Products and for
related field activities in the Office of Regulatory Affairs; (8) $186,399,000 shall be for Rent and
Related activities, of which $53,913,000 is for White Oak Consolidation, other than the amounts
paid to the General Services Administration for rent; (9) $239,717,000 shall be for payments to
the General Services Administration for rent; and (10) $318,097,000 shall be for other activities,
including the Office of the Commissioner of Food and Drugs, the Office of Foods and Veterinary
Medicine, the Office of Medical and Tobacco Products, the Office of Global and Regulatory
Policy, the Office of Operations, the Office of the Chief Scientist, and central services for these
offices:] Provided further, That not to exceed $25,000 of this amount shall be for official
reception and representation expenses, not otherwise provided for, as determined by the
Commissioner: Provided further, That any transfer of funds pursuant to section 770(n) of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 379dd(n)) shall only be from amounts made
available under this heading for other activities: [Provided further, That of the amounts that are
made available under this heading for "other activities", and that are not derived from user fees,
$1,500,000 shall be transferred to and merged with the appropriation for ~~Department of Health
and Human Services--Office of Inspector General" for oversight of the programs and operations
of the Food and Drug Administration and shall be in addition to funds otherwise made available
for oversight of the Food and Drug Administration:] Provided further, That funds may be
transferred from one specified activity to another with the prior approval of the Committees on
Appropriations of both Houses of Congress.

In addition, mammography user fees authorized by 42 U.S.C. 263b, export certification user
fees authorized by 21 U.S.C. 381, priority review user fees authorized by 21 U.S.C. 360n and
360ff, food and feed recall fees, food reinspection fees, and voluntary qualified importer program
fees authorized by 21 U.S.C. 379j-31, outsourcing facility fees authorized by 21 U.S.C. 379j-62,
prescription drug wholesale distributor licensing and inspection fees authorized by 21 U.S.C.
353(e)(3), third-party logistics provider licensing and inspection fees authorized by 21 U.S.C.
360eee-3(c)(1), third-party auditor fees authorized by 21 U.S.C. 384d(c)(8), and medical
countermeasure priority review voucher user fees authorized by 21 U.S.C. 360bbb-4a, and,
contingent upon the enactment of the Over-the-Counter Monograph User Fee Act of [2019]
2020, fees relating to over-the-counter monograph drugs authorized by part 10 of subchapter C
of Chapter VI of the Federal Food, Drug and Cosmetic Act shall be credited to this account, to
remain available until expended.

Buildings and Facilities

For plans, construction, repair, improvement, extension, alteration, demolition, and purchase of
fixed equipment or facilities of or used by the Food and Drug Administration, where not
otherwise provided, [$11,788,000] $13,788,000, to remain available until expended.
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Salaries and Expenses (Legislative Proposal)

Contingent upon the enactment of authorizing legislation, the Secretary shall charge a fee for
innovative food products activities and over-the-counter monograph drug activities: Provided,
That fees of $28,000,000 for innovative food products shall be credited to this account and
remain available until expended; $28,400,000 for over-the-counter monograph drug activities
shall be credited to this account and remain available until expended: Provided further, That, in
addition to and notwithstanding any other provision under this heading, amounts collected for
innovative food products and over-the-counter monograph drug user fees that exceed the
respective fiscal year 2021 limitations are appropriated and shall be credited to this account and
remain available until expended: Provided further, That fees derived from innovative food
products and over-the-counter monograph drug reviews for fiscal year 2021 received during
fiscal year 2021, including any such fees assessed prior to fiscal year 2021 but credited for fiscal
year 2021, shall be subject to the fiscal year 2021 limitations: Provided further, That the
Secretary may accept payment during fiscal year 2021 of user fees specified in this paragraph
and authorized for fiscal year 2022, prior to the due date for such fees, and that amounts of such
fees assessed for fiscal year 2022 for which the Secretary accepts payment in fiscal year 2021
shall not be included in amounts in this paragraph.

In addition, contingent upon the enactment of authorizing legislation establishing fees under 21
U.S.C. 387s with respect to products deemed under 21 U.S.C. 387a(b) but not specified in 21
U.S.C. 387s(b)(2)(B), the Secretary shall assess and collect such fees: Provided, That
$100,000,000 shall be derived from such fees, which shall be credited to this account and remain
available until expended, in addition to amounts otherwise derived from fees authorized under 21
U.S.C. 387s.
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FY 2021 PROPOSED GENERAL PROVISIONS

Sec. 723. INCREASE IN EXPORT CERTIFICATION FEES.— Section 801(e)(4) of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 381(e)(4)) is amended— (a) in subparagraph
(B) by striking "but shall not exceed $175 for each certification" and inserting "in an amount
specified in subparagraph (E)"; and (b) by adding at the end the following new subparagraphs:
"(E) The fee for each written export certification issued by the Secretary under this paragraph
shall not exceed— (i)$600 for fiscal year [2020] 2021; and (ii) for each subsequent fiscal year,
the prior fiscal year maximum amount multiplied by the inflation adjustment under section
738(¢c)(2)(C), applied without regard to the limitation in clause (ii)(11) of such subparagraph. (F)
The Secretary shall, for each fiscal year, publish in the Federal Register a notice of the export
certification fee under this paragraph for such year, not later than 60 days before such fee takes
effect.”.

28



BUDGET EXHIBITS

APPROPRIATION LANGUAGE ANALYSIS

Language Provision Explanation

OIG Transfer The Administration proposes elimination of the transfer to OIG and
making the funding to OIG via direct appropriation.

Innovative Food The Administration will propose legislation to allow FDA to collect
Products User Fee fees for Innovative Food Products. The additional resources are
estimated at $28,000,000. This will modernize FDA’s regulatory
oversight of innovative biotechnology products and emerging food
production technologies

Over the Counter The Administration supports legislation to allow FDA to collect fees
Monograph for over the counter monograph. The additional resources are
estimated at $28,400,000. This will support implementing
meaningful reforms to the regulation of over the-counter (OTC)
monograph drug products to promote innovation and to reduce
regulatory burden supported by an OTC monograph user fee
program.

Tobacco Control Act [The Administration proposes legislation to increase the fees

Fee Increase collected under the Tobacco Control Act by $100,000,000. This
will allow FDA to include all deemed products in the tobacco user
fee assessments.

Export Certification [The Administration will propose legislation to allow FDA to

Fee increase the funding cap for the export certification fee from $175
per certification to $600 per certification for an estimated total of
$9,252,000. This proposal, and the increased certification fee
ceiling it promotes, is necessary to ensure that FDA can efficiently
implement the export certification program.
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AMOUNTS AVAILABLE FOR OBLIGATION

(dollars in thousands) FY.2019 FY 2020 . FY 2021
Final Enacted President's Budget
General Fund Discretionary Appropriation:
APPIOPHIALION......coviieirieieiieie e 3,206,521 3,264,966 3,290,352
Total Discretionary Appropriation.............ccceeevervvereieneniennnns 3,206,521 3,264,966 3,290,352
Mandatory Appropriation:
2,000 2,000 2,000
2,000 2,000 2,000
2,455,368 2,674,609 2,914,584
2,455,368 2,674,609 2,914,584
Total OblGAtioNS..........c.cccviiiiiiiieiieeei s 5,663,889 5,941,575 6,206,936

*For FY 2019 and FY 2020 the levels reflect the transfer of $1.5 million from FDA Headquarters to the HHS Office of Inspector
General to support oversight of FDA’s expanded authorities. For FY 2021, FDA proposes to discontinue the transfer.
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SUMMARY OF CHANGES

Food and Drug Administration

Summary of Changes
(Dollars in Thousands)

. Budget User Program |
(dollars in thousands) Authority|  Fees Level FTE
FY 2020 OMNIDUS......coiiiiiieiicicinice sttt nsses 3,264,966 2,674,609| 5,939,575] 17,691
FY 2021 Program Changes
Budget Authority Changes
INFrastructure and B&F ...........o.ouciiiiiciiccceecse ettt 6,059 6,059 ---
Artificial Intelligence.......ovvvvvrvninnniii 8,176 8,176 14
Outreach, Training, and Organization Excellence -19,589 ---|  -19,589
Cannabis DEriVALIVES..........cccvrriieeiriicirieer e 5,000 5,000 13
Strengthening Response Capabilities For Foodborne Outbreaks............ccveeveeininnns 1,240 1,240 4
TrACK AN TIACE. ...ttt 2,000 2,000 ---
Transform Medical Device Safety, Cybersecurity, Review, and Innovation............. 18,000 18,000 4
Modernizing INFIUENZA VaCCINES. ... 5,000 5,000 10
COMPOUNGING......ciiriririririreieeseereee et s s s et ses 4,500 4,500 16
2LST CNTUNY CUIES...viiiiieieiiisietee ettt ettt n et s e es -5,000 -5,000 ---
Total Budget AUthOTity Changes........ccoviiviniiiicreeee s 25,386 25,386 61
User Fee Changes
Current Law
Prescription Drug (PDUFA) 44,474 44474 81
Medical Device (MDUFA)....... 18,453 18,453 28
GENETiC DrUg (CDURA)....c.cuiiiecirieieis sttt bbb 12,816 12,816 -
BioSIMIlars (BSUFA)......c.ciereeirreeis ettt 1,075 1,075 -
ANIMAl Drug (ADUFA).......ooeeiteeeeece ettt 695 695
Animal Generic Drug (AGDUFA).......c.oerieerece e 458 458 -
Family Smoking Prevention and Tobacco Control ACt..........cccoerninicnnicennicinenes - 54
Indefinite
Mammography Quality Standards ACt (MQSA) ... 365 365 -
(O] [o] g O=T ¢ ) (0= L4 o o OO STTTSTT TR 206 206 ---
EXport Certification.........coevevenenineereneneseens 96 96 -
Priority Review Vouchers (PRV) Tropical Disease..... 50 50
Priority Review Vouchers (PRV) Pediatric Disease 157 157 -
Priority Review Vouchers (PRV) Medical Countermeasures ............oocoeeereerreeninnns 50 50 -
FOOd and FEEA RECANL........ccuvvieeiriicieice et s 29 29 -
FOOU REINSPECLION. ...ttt 131 131 -
Voluntary Qualified IMpPOrter Program..........ceineeeneneneesseeseiseseeeseenees 108 108 -
Third Party AUITOr PrOGram.........cooeiiieieirieeiseeisie e sssesessssesssees 15 15 -
OULSOUICING FACTIITY ..o s 31 31 ---
Export Certification (PropoSed).......ccccuiernnninininisinsisisssesise s essssssssesseens 4,366 4,366
Ovwer the Counter Monograph (PrOPOSEa)........cvrrrririinirieiesrseeessisssisssssssssnnens 28,400 28,400
Innovative FOOd Products (PropoSed).......ccceeeeeriniienirinininisissesiseseseeseseessessseseseseens 28,000 28,000 52
Expand Tobacco Product (PropOSEd)......ccccvrvrirvninininirieriesessesessssssissssssesessssssees ---| 100,000 100,000 ---
SUDLOTAl, CUITENT LAW......c.cviieiiieiiciriieisireceeisisei s ---| 239,975] 239,975 215
NEt Program CRanQEeS........ccuiueuiiniinisiniiniisisessssesssssssssass s sssesssssssssssssssssesns 25,386] 239,975] 265,361 276
Total FDAReQUESE TOr FY 2021........ooiiiei e 3,290,352] 2,914,584| 6,204,936] 17,967

* FTE figures do not include an estimated 70 reimbursable and 26 PEPFAR.
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BUDGET AUTHORITY BY ACTIVITY

BUDGET EXHIBITS

(dollars in thousands)

FY 2021 President's

FY 2019 Actual FY 2020 Enacted Budget

Salaries and Expenses Account:

FOODS. ...ttt 1,059,926 1,088,881 1,090,530
CNEET ..ttt 327,462 341,966 344,524
FIElO. e 732,464 746,915 746,006

HUMAN DFUGS. ...eeiteeiiiie ettt 662,892 683,195 683,411
CNEET ..ttt 524,738 507,726 509,033
FIElO. i 138,154 175,469 174,378

L To] [0 SRS 240,133 252,138 252,381
Center.... 198,132 210,132 210,657
FHEIO. e s 42,001 42,006 41,724

Animal Drugs and FEEdS..........ccerivieierieieereee e 178,928 190,869 190,081
CRNEET ...t 113,419 122,099 121,787
FREIO. e s 65,509 68,770 68,294

Devices and Radiological Health.............cccccocorivenincicneee 386,733 395,168 415,828
(00T 1T OO 301,738 310,163 331,393
FREIO. e s 84,995 85,005 84,435

National Center for Toxicological Research..............cccccevnene 66,712 66,712 66,266

Lo DY o [oF=To (o 0 U g ] RS 187,776 185,420 186,713

FDA White Oak Consolidation............c.ccceveevvieireeeiieeiee e, 43,044 45,914 55,717

Other Rent and Rent Related...........ccoovvvveieienesiseseceiens 71,943 80,173 98,518

GSA Rental PaYMENTS........ccovieiieiiieereisiee e 170,208 171,208 167,119

Subtotal, Salaries and Expenses ACCOUNt...........cccorvvrvereerieeanns 3,068,295 3,159,678 3,206,564

Food and Drug Safety -- No Year (P.L. 113-6)......cc.cccccecvrennnne 14
FOOU SAfELY....c.viieeeieiceee e 14
Drug Safety.......cccevviiiiiiiiiines e

21St CeNEUNY CUIES.....cuieiieiieiieeieee sttt 58,225 75,000 70,000

MCMI = NO YEAI ....ccuii ittt be e 4,601

OPIOIAS = NO YEAN.......ciiieieeieeieieeee e eeneens 65,408

Buildings and Facilities ACCOUNt............cccoviiieiieiiiiesieneseee 11,477 31,788 13,788

Total Budget AULNOIILY.........cccoiiiiiiiiiccc e 3,208,021 3,266,466 3,290,352

[ | SO [ I =10 (=] SR -1,500 -1,500

Total Budget Authority, Post-Transfer...........ccccocevevenencnenns 3,206,521 3,264,966 3,290,352

L = 9,915 9,939 10,000

*For FY 2019 and FY 2020 levels reflect the transfer of $1.5 million from FDA Headquarters to the HHS Office of Inspector General
to support oversight of FDA’s expanded authorities. For FY 2021, FDA proposes to discontinue the transfer.

** FTE figures do not include an estimated 70 reimbursable and 26 PEPFAR.
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APPROPRIATIONS HISTORY

Salaries and Expenses

BUDGET EXHIBITS

Budget Estimate House Senate
(dollars) to Congress Allowance Allowance Appropriation

General Fund Appropriation*:
FY 2010.....cciirieeineecenrnes 3,371,218,000 3,230,218,000 3,230,218,000 3,237,218,000
FY 2011 3,989,507,000 3,720,044,000 3,650,783,000
FY 2012, 4,256,673,000 3,599,871,000 3,599,871,000 3,788,336,000
FY 2013

BaSe. ..o 4,449,283,000 4,153,933,000 4,197,658,000 4,203,577,000

Sequestration..........c.ccovererenenns -207,550,000

Subtotal.......coveiireee 4,449,283,000 4,153,933,000 4,197,658,000 3,996,027,000
FY 2014 4,613,104,000 4,280,164,000 4,346,670,000 4,346,670,000
FY 2015 /.ot 4,689,706,000 4,428,900,000 4,443,356,000 4,443,356,000
FY 2016.....ccoiiinniiireeeee e 4,889,642,000 4,579,118,000 4,589,562,000 4,651,392,000
FY 2017 2/ covieeeiieeeeeeeeeees 4,953,946,000 4,649,566,000 4,655,869,000 4,655,089,000
FY 2018.....ciiiveeiiseeee e 5,044,110,000 5,095,301,000 5,098,341,000 5,138,041,000
FY 2019, 5,632,141,000 5,624,076,000 5,475,365,000 5,584,965,000
FY 2020.....ccomriiiineeencnne 5,990,342,000 5,866,703,000 5,781,442,000 5,772,442,000
FY 2021 6,058,585,000

* Excludes Indefinite user fees.

1/ The FY 2015 Enacted level requires the transfer of $1.5 million from FDA Headquarters to the HHS Office of
Inspector General to support oversight of FDA’s expanded authorities. In addition to the funding displayed in the
table above, the FY 2015 Enacted level includes $25 million in emergency funding for FDA's role in the U.S.

Government response to contain, treat, and prevent the spread of Ebola.
2/ The FY 2017 Omnibus Appropriation excludes $10 million in no-year funding to address Emerging Public Health

Threats.

Totals do not include funds for 21st Century Cures which are $20 million for FY 2017, $60 million for FY 2018, $70
million for FY 2019 and $75 million for FY 2020.
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Buildings and Facilities

BUDGET EXHIBITS

Budget Estimate House Senate
(doflars) to Congress Allowance Allowance Appropriation

General Fund Appropriation:
FY 2008.......cccoceiiiiiiiniinieneenn, 4,950,000 4,950,000 4,950,000 2,433,000
FY 2009......cccoiiniiiinciienenn 2,433,000 12,433,000 12,433,000
FY 2010.....ccciiiiiieieiieienenn, 12,433,000 12,433,000 12,433,000 12,433,000
FY 2011t 12,433,000 9,980,000 9,980,000
FY 2012, 13,055,000 8,788,000 8,788,000 8,788,000
FY 2013

BaSe.. ..ot 5,320,000 5,320,000 5,176,000

Sequestration............cccceeeuennee. --- --- --- -256,000

Subtotal.......cccooeveiiiiiieie 5,320,000 5,320,000 4,920,000
FY 2014.....ccoiiiiiieeceee, 8,788,000 11,000,000 8,788,000
FY 2015.....ccoiiiiiieieiceiei, 8,788,000 8,788,000 8,788,000 8,788,000
FY 2016.....ccccoiiiiiaiininienenn, 8,788,000 8,788,000 8,788,000 8,788,000
FY 2017, 11,788,000 11,788,000 11,788,000 11,788,000
FY 2018.....cccviieiiiieienieienin, 8,771,000 8,771,000 11,788,000 11,788,000
FY 2019.....ccoiiiiiieeceee, 11,788,000 11,788,000 11,788,000 11,788,000
FY 2020.....ccccimiiiieieniaieneenn, 11,788,000 11,788,000 11,788,000 11,788,000
FY 2021.....ccccoviiiiiaiiiiaiennn, 13,788,000

*FY 2020 Appropriation excludes $20 million for one time general provision.
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OVERVIEW OF LEGISLATIVE PROPOSALS

The FY 2021 Budget Request includes legislative proposals to address drug pricing, medical
product shortages, and other priority areas.

Increased Competition

The President’s 2021 Budget includes an allowance for bipartisan drug pricing proposals. The
Administration supports legislative efforts to improve the Medicare Part D benefit by
establishing an out-of-pocket maximum and reducing out-of-pocket costs for seniors. The
Administration also supports changes to bring lower cost generic and biosimilar drugs to
patients. These efforts would increase competition, reduce drug prices, and lower out of pocket
costs for patients at the pharmacy counter.

The Administration has and continues to support legislative efforts to make the path to generic
and biosimilar development more transparent, efficient, and predictable so that Americans have
better access to these medicines that are often more affordable. Overall, addressing regulatory
barriers and challenges and closing potential loopholes that hinder development of generics, will
promote more competition, and advance patient access to more affordable medicines.

Proposals to Address Medical Product Shortages

Lengthen Expiration Dates to Mitigate Critical Drug Shortages

Shortages of drugs that are life-supporting, life-sustaining, or intended for use in the prevention
or treatment of a debilitating disease or condition, can be exacerbated when drugs must be
discarded because they exceed a labeled shelf-life due to unnecessarily short expiration dates.
This proposal would expand FDA'’s authority to require, when likely to help prevent or mitigate
a shortage, that an applicant evaluate, submit studies to FDA, and label a product with the
longest possible expiration date that FDA agrees is scientifically justified.

Improving Critical Infrastructure by Requiring Risk Management Plans

This proposal would expand FDA’s authority to require application holders of certain drugs to
conduct periodic risk assessments to identify the vulnerabilities in their manufacturing supply
chain (inclusive of contract manufacturing facilities) and develop plans to mitigate the risks
associated with the identified vulnerabilities. Currently, many applicants lack plans to assess and
address vulnerabilities in their manufacturing supply chain putting them at risk for drug supply
disruptions following disasters (e.g., hurricanes) or in other circumstances.

Improving Critical Infrastructure Through Improved Data Sharing: Requiring More
Accurate Supply Chain Information
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This proposal would clarify FDA’s authority to require information that would improve FDA’s
ability to assess critical infrastructure as well as manufacturing quality and capacity. For
example, FDA is seeking to require detailed drug listings for finished drug product or in-process
material, regardless of whether they were directly or indirectly imported into the U.S.

Device Shortages

No law requires medical device manufacturers to notify FDA when they become aware of a
circumstance that could lead to a device shortage. Such circumstances may include, for example:
discontinuation of a device; interruption of the manufacture of the device, e.g., due to scarcity of
a raw material or unavailability of a component part; or loss of or damage to a manufacturing
facility. This proposal would ensure FDA has timely and accurate information about likely or
confirmed national shortages of essential devices to enable FDA to take steps to promote the
continued availability of devices of public health importance. Specifically, FDA is seeking
authority to: require firms to notify FDA of an anticipated significant interruption in the supply
of an essential device; require all manufacturers of devices determined to be essential to
periodically provide FDA with information about the manufacturing capacity of the essential
device(s) they manufacture; and authorize the temporary importation of devices whose risks
presented when patients and healthcare providers lack access to critically important medical
devices outweigh compliance with U.S. regulatory standards.

Other Proposals

Clarify Standard for Biologics Novelty for Priority Review Vouchers

The FD&C Act includes three priority review voucher (PRV) programs where sponsors of drugs,
including biologic products, that are approved and meet certain criteria are awarded a PRV. That
PRV can be redeemed to obtain priority review for a subsequent NDA or BLA that would not
otherwise qualify for priority review. Each PRV program has criteria that are directed towards
those specific product types, but, as general matter, all require that the product for which a
sponsor receives a PRV be a drug, eligible for priority review on its own merits, and novel. The
current statutory standard of drug novelty (i.e., no active ingredient of which has been approved
in any other application) is potentially problematic in the context of biological products, which
are often more complex than small molecule drugs and may be challenging to characterize. Due
to their complexity, these products’ “active ingredients” may not be precisely identifiable or may
only be known to a limited extent. Clarification of the novelty standard for a biological product,
based on its containing key structural features not contained in a previously licensed biological
product, would help provide a more predictable standard for sponsors seeking PRVs and would
help the PRV programs achieve their intended goal of incentivizing the development of
innovative products.

Identifying Drug Supply Chain Security Act (DSCSA) Covered Products

In September 2017, the HHS Office of the Inspector General (OIG) completed a study that
examined how wholesale distributors were exchanging product tracing information to comply
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with drug supply chain security provisions of the Drug Supply Chain Security Act (DSCSA).
OIG found that there was significant confusion and, in some cases, disagreements between
trading partners about which drugs meet the definition of a “product” under the DSCSA and are
subject to the DSCSA’s product tracing and other provisions. Currently, there is no requirement
in the DSCSA for manufacturers and repackagers to provide information to FDA on whether a
particular drug is a “product” for DSCSA purposes. FDA proposes requiring manufacturers and
repackagers to indicate whether a drug meets the definition of a “product” under the DSCSA
when they list the drug in FDA’s electronic drug registration and listing system. FDA could
incorporate this information into the National Drug Code (NDC) directory or another public
resource. This would mitigate confusion in the marketplace as to whether a particular
prescription drug is a “product” subject to traceability, serialization, verification, and other
requirements of the DSCSA.

Establishing a Regulatory Framework for Digital Health Medical Devices

Regulatory pathways under current authority do not promote flexibility for FDA to optimally
regulate emerging technologies. This is exemplified in the digital health space, where the current
statutory framework for regulation of medical devices is not well suited to the faster cycle of
innovation, iterative design and development, and validation approaches used for digital health
devices. FDA proposes establishing a framework that would allow FDA to tailor and apply the
appropriate requirements for the reasonable assurance of safety and effectiveness for a software
as a medical device product based on the risk of the product and throughout the product
lifecycle.

Ability for CVM to Require Labeling Changes on Animal Drug Products for Safety-
Related Reasons

Currently, CVM has no authority to require application holders of new animal drug products or
abbreviated new animal drug products to make safety-related labeling changes based on
information that becomes available after approval, such as from adverse event reporting. Often
animal drug application holders respond to CVM requests for labeling changes by negotiating
appropriate language with CVM staff to address the concerns and then submit a supplemental
application to obtain approval of the labeling changes. However, these negotiations are not time
limited and the application holder can refuse to make changes. For safety purposes, FDA
proposes authorizing CVM to require safety-related labeling changes for drug products with an
approved NADA, or an approved ANADA if the NADA RLD is not currently marketed in a
manner similar to that provided for human drug products under section 505(0)(4) of the FD&C
Act.

Amending the Definition of “Major Species” in 21 U.S.C. §321

The Minor Use & Minor Species Animal Health Act of 2004 (MUMS Act) was passed in part to
address the critical shortage of animal drugs available for minor species. The markets for drugs
intended to treat these species are so small that there are often insufficient economic incentives
to motivate sponsors to develop data to support approvals. The MUMS Act amended section 201
of the FD&C Act (21 U.S.C. §321) by adding definitions for several important terms, including
“minor species” and “major species.” Section 201(00) of the FD&C Act defines “minor species”
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as animals other than humans that are not major species. “Major species” are defined at section
201(nn) of the FD&C Act as, “cattle, horses, swine, chickens, turkeys, dogs, and cats, except that
the Secretary may add species to this definition by regulation.” Since the enactment of the
MUMS Act, animal populations have shifted. CVM expects that, in the near future, some species
that have been classified as major species may no longer have numbers that support that
classification. Horses are an example of one such species. FDA proposes amending the
definition of “major species” in section 201 of the FD&C Act to grant the Secretary authority to
not only add to the list of major species but also to delete species, as necessary, to account for the
potential for growing or shrinking populations of animal species.

Expanding Temporary Access to Diagnostic Testing During Certain Emergencies

FDA requests that section 564A of the FD&C Act be amended to allow FDA to issue (and
amend or revoke) an order designating that certain approved, cleared or licensed in vitro
diagnostic tests (IVDs) can temporarily be used in additional settings, with conditions as deemed
warranted, without issuing an Emergency Use Authorization (EUA). The requested authority
would be comparable to the other section 564A emergency use authorities that provide
streamlined mechanisms to facilitate certain emergency activities without the need to issue an
EUA. It would provide FDA the ability to quickly and temporarily enable access to certain
approved, cleared or licensed 1\VVDs to facilitate testing in an increased number of patients in
additional settings, when necessary to protect public health.

Administrative Detention of Foods and Temporary Holds at a Port of Entry

Current law states that an official may not be designated by the Secretary to approve an order for
the administrative detention of food or a temporary hold of an article of food at a port of entry
unless the official is an FDA “director of the district” or an official senior to such director. These
references are now out of date and FDA is proposing to remove the statutory language specifying
the title of the officials who may be designated. FDA’s Office of Regulatory Affairs has since
reorganized and many of the roles and responsibilities related to these statutory provisions have
been transferred to officials now titled “program division directors” and removing the specific
designation provides FDA with the same flexibility afforded to the Agency in the similar
statutory provision for the administrative detention of devices, drugs, and tobacco products.

Extend the Requirement for Field Alert Reports to Non-Application Distributed Drug
Products

FDA is proposing to require Field Alert Reports (FARs) for drug products that are not marketed
under an approved application. FARs are part of an early warning system to protect patient
health and the quality of therapeutic products. Alerts are currently required for issues concerning
any bacteriological contamination, or any significant chemical, physical, or other change or
deterioration in a distributed drug product that is marketed under an approved application, or any
failure of one or more distributed batches of the approved drug product to meet established
specification; or any incident that causes the drug product or its labeling to be mistaken for, or
applied to, another article. FDA regulates many drugs that are not marketed under approved
applications, such as OTC drugs marketed under the OTC monograph system, homeopathic
drugs, drugs compounded at 503B outsourcing facilities, and other marketed unapproved drugs.
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While alerts are required by statute and further described by regulation for drugs marketed under
an approved application to be submitted by the applicant, there is no similar reporting system for
distributed products which are not marketed under an approved application. Further, quality and
labeling incidents for such products may go undetected by the Agency if not reported. According
to data analysis from the last five years, there were nine class | recalls and approximately 104
Class Il recalls that would have potentially required Field Alert Report submission. If non-
application drug product manufacturers are required to report these issues to the Agency, FDA
can encourage them to investigate the complaints more thoroughly and recall the product sooner,
if necessary.

Closing the Drug Exclusion Loophole for Dietary Supplements

Under current law, products are excluded from the definition of “dietary supplement” if they
contain certain articles that are approved or were studied as new drugs unless the article was first
marketed as a dietary supplement or as a food. This is because the definition of dietary
supplement does not include an article that “is approved” as a new drug, or an article “authorized
for investigation as a new drug...for which substantial clinical investigations have been instituted
and for which the existence of such investigations has been made public,” unless the article was
marketed as a dietary supplement or food before such approval or authorization. However, some
older drug products that were not first marketed as a dietary supplement or food may fall into a
loophole with respect to this exclusion if they were approved as new drugs, but their approvals
are later withdrawn, and they are not otherwise excluded by the other part of the provision. This
is because when these older drug products are no longer approved, they may fall outside of the
statutory exclusion for an article that “is approved” as a new drug.

FDA Import Filer Evaluation Program

When articles regulated by FDA that are offered for import, entry filers are required to submit
FDA-specific electronic information for FDA to screen, evaluate risk, and target imported
products for examination, as well as determine admissibility into U.S. commerce. FDA has
encountered filers who, after repeated attempts to educate and admonish them, continue to
commit significant filing errors that are critical to FDA’s review, such as incorrect FDA product
codes or inaccurate manufacturer and country of origin information. There are cases where FDA
has taken the effort to explain and educate entry requirements to filers with filing errors, and in
subsequent filings the firms still do not comply. Such filers demonstrate inexcusable negligence
and disregard of FDA’s import requirements, or even a deliberate attempt to bypass them. Asa
result, FDA is requesting explicit authority to conduct mandatory inspections of filers of import
entry data with respect to their records that are related to the submission of electronic import
information to FDA and to issue civil monetary penalties against entry filers who exhibit
repeated and egregious errors in their submission of import information to FDA and fail to
correct them.

Updating the Labeling of Generic Drugs After the New Drug Application or New Animal
Drug Application Reference Listed Drug is Withdrawn

FDA is aware that generic drug labeling sometimes becomes outdated after approval of the
reference listed drug (RLD) is withdrawn at the request of its sponsor. This proposal would give
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FDA explicit authority to update the labeling of generic drugs with withdrawn new drug
application (NDA) or new animal drug application (NADA) RLDs when the generic labeling
becomes outdated, including to update the uses to reflect the current state of the science. This
would ensure that labeling of generic drugs continues to provide healthcare professionals and
consumers with the most up-to-date information about the use of the drugs even after the NDA
or NADA RLD is no longer on the market.

Exemptions from “Wholesale Distribution” for Dispenser-to-Dispenser Transactions and
for Entities That Distribute Drugs under Federally-Administered Programs

This proposal would allow certain dispenser-to-dispenser sales of drug products to be exempted
from the definition of wholesale distribution and authorize FDA to exempt entities that distribute
drugs under Federally-administered programs from the wholesale distributor licensing
requirements of the Drug Supply Chain Security Act (DSCSA). The proposed changes to the
statutory definition of “wholesale distribution” would decrease regulatory burdens under the
DSCSA for certain entities and help ensure patients who rely on Federally-administered
programs have access to needed drug products.

Increase the Statutory Maximum and Add an Inflation Factor for FDA’s Export
Certificate Fee

Export certificates are required by some countries for a company to export a product from the
U.S. into the requesting country. Multiple FDA centers provide export certificates in exchange
for export certificate fees. Current law, originally enacted in 1996, limits the maximum export
certification fee to $175, which is less than the current cost per certification to run this program.
This proposal would increase the statutory maximum for the export certification fee to $600 per
certification and include a provision to adjust this cap for inflation.

Advisory Committees/Public Discussions

Data and information relating to an issue that is appropriate for public consideration may be
provided to FDA through varied medical product submission pathways like annual reports,
periodic safety update reports, general correspondence, and in withdrawn submissions. These
pathways can be outside the scope of regulations authorizing disclosure of summary safety and
effectiveness information pursuant to a Commissioner’s Finding, and FDA therefore typically
cannot disclose these data and information at an FDA advisory committee or other appropriate
public meeting without the sponsor’s permission. This limitation hinders FDA’s ability to have
full and complete public discussions about important scientific and regulatory issues and this
proposal would provide clear authority for FDA to publicly disclose a summary of any safety
and/or effectiveness data and information pursuant to a determination that it is appropriate for
public consideration of a specific issue; for example, for consideration at an open session of an
FDA advisory committee; an FDA public hearing; or a public congressional hearing.

Post-Approval Quality Updates

FDA has commonly requested that applicants agree (or commit) to provide certain information
or studies in post-approval supplements or reports to address residual quality risks that are
identified pre-approval but are not found to be significant enough to delay approval. Unlike post-
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marketing requirement studies, reports on quality-related post-approval agreements are not
legally enforceable requirements. FDA, therefore, has limited ability to take enforcement action
if an applicant does not submit the agreed-upon information, short of proposing to withdraw
approval of the application. This proposal would grant FDA authority to require NDA, biologics
license application (BLA), or abbreviated new drug application (ANDA) applicants to submit a
post-approval quality update to provide information or implement changes needed to ensure
ongoing quality and, therefore, safety and efficacy of the product once approved and marketed.

Medical Device Cybersecurity

Currently, there is no statutory requirement (pre- or post-market) that expressly compels medical
device manufacturers to address cybersecurity. This proposal would advance medical device
safety by ensuring FDA and the public have information about the cybersecurity of devices.
Specifically, FDA seeks to require: that devices have the capability to be updated and patched in
a timely manner; that premarket submissions to FDA include evidence demonstrating the
capability from a design and architecture perspective for device updating and patching; a phased-
in approach to a Cybersecurity Bill of Materials (CBOM), a list that includes but is not limited to
commercial, open source, and off-the-shelf software and hardware components that are or could
become susceptible to vulnerabilities; and that device firms publicly disclose when they learn of
a cybersecurity vulnerability so users know when a device they use may be vulnerable and to
provide direction to customers to reduce their risk. The proposal also seeks to improve proactive
responses to cybersecurity vulnerabilities.

Performance Criteria for Premarket Notification Determinations

Under this proposal, FDA would establish a voluntary alternative to the premarket notification
(510(k)) pathway that would allow manufacturers of certain well-understood device types to rely
on objective safety and performance criteria to demonstrate substantial equivalence, enabling
FDA to help improve safety and performance and ensure new products can more easily reflect
beneficial new advances. Current law requires sponsors of 510(k)s for medical devices to
demonstrate substantial equivalence by comparing the intended use and technological
characteristics of their device to a predicate device. The proposal would permit the marketing of
certain Class 11 and Class | medical devices requiring premarket notification if such devices
demonstrate conformance with pre-specified safety and performance criteria established by FDA
based on the performance of modern predicates as well as FDA-recognized performance
standards, or other FDA-recognized national and international standards, if applicable and
appropriate, and as explained in Level 2 guidance. This voluntary alternative would provide
more direct evidence of the safety and performance of a device and better information for
patients and providers to make well-informed health care decisions while fostering a competitive
marketplace for safer, more effective devices.

Progressive Approval for Devices

This proposal would permit FDA expedited access to devices that would otherwise be reviewed
under the premarket approval or de novo classifications pathways if they are intended to treat or
diagnose a life-threatening or irreversibly debilitating disease or condition and address an unmet
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medical need using a two-step approval. These devices would be eligible for provisional
approval based on a demonstration of safety and performance plus additional risk mitigations
and could remain on the market after an established time period only after a demonstration of
reasonable assurance of safety and effectiveness. Companies would be required to gather
postmarket data from established data sources to assure timely evidence generation. Permitting
an initial, provisional approval of a device based on a standard of safety and performance would
encourage manufacturers to seek introduction of their devices in the U.S. earlier, thereby
allowing patients with few to no options for treatment earlier access to important medical
technology. Moreover, if a company did not demonstrate reasonable assurance of safety and
effectiveness within a reasonable amount of time after initial approval is granted, the initial
approval would automatically sunset and the device could no longer be legally marketed. This
proposal would help improve patient access to technologies for some of the most challenging
health circumstances, and would provide accountability to ensure that devices fully demonstrate
safety and effectiveness to remain on the market.

Special Controls Via Order

Under this proposal, FDA would modernize the process to impose, add, revise, or eliminate
special controls for class Il devices by using an administrative order rather than regulation. This
would ensure FDA is equipped to provide a nimbler process to mitigate risk and address safety
signals in the postmarket setting, and allow timely patient access to innovative technologies.
Currently, FDA can require companies to implement mitigations (e.g., labeling, user training,
device features) through the imposition of additional special controls. However, because the
establishment of special controls requires rulemaking, which can entail extensive resources and
time, it can be challenging for FDA to mitigate risk and address safety issues quickly, and it can
also delay marketing of useful devices that could benefit patients with appropriate risk mitigation
measures. This proposal would increase transparency about FDA expectations and requirements
for ensuring a device’s safety and effectiveness and allow FDA to act more quickly in the
interest of patients.

Enable FDA to Phase Out Publication of Animal Drug Approval Information in the Code
of Federal Regulations

Under current law, when a new animal drug application is approved or conditionally approved,
the Secretary must publish a Federal Register (FR) document that provides notice of the approval
and creates a regulation for inclusion in the Code of Federal Regulations. This proposal would
enable FDA to phase out publication of new animal drug approvals in the FR and make this
information publicly available online only.

Enhance Availability of Generic Animal Drugs

This proposal would allow FDA to clarify labeling requirements for generic animal drugs by
explicitly including an exception from the requirement that a generic animal drug’s labeling be
the same as the labeling of a reference-listed new animal drug (RLNAD) where the RLNAD is
approved in more than one species. The exception would allow a generic animal drug
manufacturer to seek approval for fewer species than on a RLNAD’s labeling, particularly in
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situations where obtaining bioequivalence information for all species is impractical or
scientifically challenging.

Enable Certain Products to be Excluded from Definition of “New Animal Drug” to Allow
Their Regulation as Pesticide

This proposal would revise the definition of “new animal drug” to provide the ability to exclude
certain products or categories of products that FDA and EPA agree are more appropriately
regulated as pesticides under the Federal Insecticide, Fungicide, and Rodenticide Act. Revising
the definition would increase transparency and decrease regulatory uncertainty, which currently
contributes to inefficiencies and increased costs for sponsors.

Strengthen FDA’s Implementation and Enforcement of DSHEA

In the 25 years since the Dietary Supplement Health and Education Act of 1994 (DSHEA) was
enacted, the dietary supplement market in the U.S. has grown from approximately 4,000
products to somewhere between 50,000 and 80,000 products. Under current law, FDA is not
clearly authorized to require listing of individual dietary supplement products on the market, and
the Agency has no convenient mechanism for compiling basic information about those products.
This proposal would require all products marketed as “dietary supplements” to be listed with
FDA and give FDA authority to act against non-compliant products and the manufacturers
and/or distributors of such products. This would allow FDA to know when new products are
introduced, quickly identify and act against dangerous or otherwise illegal products, and improve
transparency and promote risk-based regulation.

Amend FDA Authorities to Strengthen FDA’s Training Programs

Due to gaps in current law, FDA has been unable to establish a comprehensive, in-house training
program that meets its needs. FDA has relied heavily instead on participation in a contract
program, known as the Oak Ridge Science Institute for Science and Education (ORISE)
program, under an interagency agreement with the Department of Energy, to meet the agency’s
training needs. This proposal would enable FDA to establish its own comprehensive training.
Because trainees will be subject by law to the same legal and ethical requirements as FDA
employees, trainees will be subject to the same non-disclosure prohibitions as FDA employees
and will be provided access to confidential information only on an as-needed basis.
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FooDbS

FY 2019 FY 2020 Fy 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted

FOOUS .....vovve ettt sttt en 1,077,612 1,059,926 1,099,970 1,127,941 27,971
BUAGEt AULNOTITY ..ottt 1,066,741 1,059,926 1,088,881 1,090,530 1,649
USEE FFBES....oocereteieei ettt 10,871 11,089 37,411 26,322
Center 335,244 327,462 342,815 371,490 28,675
BUAGEt AULNOTIEY ..ottt 334,412 327,462 341,966 344,524 2,558
USEE FES ... 832 849 26,966 26,117
Food and Feed Recall........cccccooovrvrercnnnne 243 248 253 5
Voluntary Qualified Importer Program.. 243 248 253 5
Third Party Auditor Program...........cc.cceeuue. 346 353 360 7
Innovative Food Products (Proposed)..........coceverererrerercrennenens 26,100 26,100
FIEIA. et 742,368 732,464 757,155 756,451 -704
Budget Authority.... 732,329 732,464 746,915 746,006 -909
USEE FBES ...ttt bbbttt 10,039 10,240 10,445 205
Food and Feed Recall...........coccuovieicceiiceceee e 1,000 1,020 1,040 20
Food Reinspection 4,575 4,667 4,760 93
Voluntary Qualified Importer Program..........cc.ocemneneneneenennnns 4,320 4,406 4,495 89
Third Party Auditor Program............ins 144 147 150 3
T 3,758 3,758 3,863 3,934 71

Authorizing Legislation: Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321-399); Federal Import Milk Act (21
U.S.C. 142-149); Public Health Service Act (42 U.S.C. 201, et seq.); Food Additives Amendment of 1958; Color
Additives Amendments of 1960; The Fair Packaging and Labeling Act (15 U.S.C. 1451-1461); Safe Drinking Water
Act (21 U.S.C. 349); Saccharin Study and Labeling Act; Infant Formula Act of 1980; Drug Enforcement, Education,
and Control Act of 1986; Nutrition Labeling and Education Act of 1990; Dietary Supplement Health and Education
Act of 1994; Food Quality Protection Act of 1996; Federal Tea Tasters Repeal Act (42 U.S.C. 41); Safe Drinking
Water Act Amendments of 1996 (21 U.S.C. 349); Food and Drug Administration Modernization Act of 1997;
Antimicrobial Regulation Technical Corrections Act of 1998; Public Health Security and Bioterrorism Preparedness
and Response Act of 2002; Food Allergen Labeling and Consumer Protection Act of 2004; Sanitary Food
Transportation Act of 2005; Food and Drug Administration Amendments Act of 2007; Food and Drug
Administration Food Safety Modernization Act of 2011 (Public Law 111-353); Dietary Supplement and
Nonprescription Drug Consumer Protection Act (21 U.S.C. 379aa-1)

Allocation Methods: Direct Federal/intramural; Contract; Competitive grant

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

The purpose of the Foods Program is to protect and promote human health by ensuring the safety
of the American food supply, dietary supplements, and cosmetics, as well as the proper labeling
of food and cosmetics. The Foods Program began with the passage of the 1906 Pure Food and
Drugs Act.

In collaboration with the Office of Regulatory Affairs (ORA), the Center for Food Safety and
Applied Nutrition (CFSAN) administers the Foods Programs. CFSAN ensures the safety of the
human food supply, dietary supplements, and cosmetics as well as the proper labeling of foods
and cosmetics. The Foods Program ensures that the nation’s food supply is wholesome and
honestly labeled, and that nutrition labeling is informative and accurate. The Foods Program also
promotes a nutritionally healthy food supply.
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The Office of Food Policy and Response (OFPR) provides executive leadership,
management, and strategic direction for FDA's foods initiatives. OFPR also directs efforts to
integrate the programs, policies, and budgets of CFSAN, the Center for Veterinary Medicine
(CVM), and ORA and thereby ensure the optimal use of all available FDA resources.

The following accomplishments demonstrate the Foods Program’s delivery of its regulatory and
public health responsibilities and progress towards reaching the goals outlined in the FDA
Commissioner’s FY 2019 Priorities.

Strengthen Science and Efficient Risk-Based Decision Making

Outbreaks of foodborne illness and contamination events have a substantial impact on public
health:

e An estimated 48 million foodborne illnesses occur every year®

e An estimated 128,000 hospitalizations and 3,000 deaths result

e Foodborne illnesses cost an average of $3,630 per case

e More théan $36 billion per year in medical costs, lost productivity, and other burdens to
society.

The Foods Program prioritizes the prevention of foodborne and feed-borne illness of both known
and unknown origins through the implementation of the FDA Food Safety Modernization Act
(FSMA) and other legislative authorities. The Foods Program addresses food safety risks at
multiple points of the food supply chain. The Program accomplishes this through regulations,
guidance, technical assistance, training, outreach, consumer information, and model codes for
food service establishments.

Nutrition-related priorities are another focus area of the Foods Program. Poor diet is a key risk
factor for chronic diseases — the leading cause of death and disability in the United States.
Chronic diseases and conditions — such as heart disease, stroke, cancer, diabetes, obesity, and
arthritis — are among the most common, costly, and preventable of all health problems.
Approximately 90 percent of the nation’s health care expenditures are for people with one or
more chronic medical conditions.’

The Foods Program ensures that nutrition labeling is informative and accurate. The Program
promotes a nutritionally healthy food supply to reduce the hundreds of thousands of deaths each
year attributable to poor diet.

5 https://www.cdc.gov/foodborneburden/2011-foodborne-estimates.html Center of Disease Control and Prevention
(CDC) 2011 Estimates and Findings. A comparable analysis cannot be made between CDC’s 2011 estimates and
findings from earlier years due to a new methodology being used in 2011.

6 https://www.cdc.gov/chronicdisease/about/costs/index.htm

7 Centers for Disease Control and Prevention. “Chronic Disease Prevention and Health Promotion: Chronic Disease
Overview.” https://www.cdc.gov/chronicdisease/about/index.htm,
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In addition to the high-priority initiatives listed above, the Foods Program conducts other
important activities related to food safety, nutrition, and cosmetics. These include:

e review of infant formula notifications from manufacturers before marketing a new
formula

e premarket regulation of ingredients and packaging, such as review of food additive and

color additive petitions

postmarket monitoring for chemical contaminants

authorization of nutrient content and health claims

regulation of dietary supplements

cosmetics safety and labeling.

The FDA Food Safety Modernization Act

The FDA Food Safety Modernization Act (FSMA) is transforming the nation’s food safety
system from reactive to proactive by allowing FDA to focus on preventing food safety problems
before they occur rather than reacting to problems after the fact. FSMA guides the food safety
system in implementing effective measures to prevent contamination. FSMA engages all
domestic and foreign participants in the food system to do their part to minimize the likelihood of
harmful contamination. For example, FSMA requires food importers to ensure that their
suppliers meet U.S. safety standards.

FSMA gives FDA new enforcement authorities to achieve high rates of industry compliance with
prevention- and risk-based food and feed safety standards and to better respond to and contain
food safety problems when they occur.

FDA finalized seven foundational FSMA rules in 2015 and 2016 and is conducting extensive
outreach to industry to ensure that stakeholders understand the new requirements. These seven
foundational FSMA rules provide a framework for the food industry to implement effective
measures to prevent contamination.®

FSMA heralded a new era of enhanced collaboration between FDA and its counterparts in state
governments across the country. As of October 2019, FDA has awarded 47 states and 1 territory
a total of $112 million in cooperative agreements to develop produce safety programs that will
enable them to deliver education and technical assistance to farmers and create infrastructure to
provide inspection, compliance, and oversight. FDA also issued a cooperative agreement with
the National Association of State Departments of Agriculture (NASDA) to develop a national
consortium of state and federal regulators to further states’ implementation of their produce
safety programs. Furthermore, FDA worked with NASDA in 2018 to finalize informational
resources and to train states to implement the On-Farm Readiness Review (OFRR) program,
which allows farms to request a review of the readiness of their operations for produce safety rule
(PSR) implementation by regulators.

8 https://www.fda.gov/Food/GuidanceRegulation/FSMA/ucm253380.htm
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FDA Launches the FDA-TRACK: Food Safety Dashboard to Track FSMA Progress

In September 2019, FDA established a Food Safety Dashboard designed to track the impact of
the seven foundational rules of the FDA Food Safety Modernization Act (FSMA), measure their
progress, and help us continue to refine our implementation. The dashboard is available as part
of the FDA-TRACK program, the FDA's agency-wide performance management system.®

As FDA embarks on a New Era of Smarter Food Safety, continuing the successful
implementation of FSMA will support FDA’s goal of reducing the incidence of illness and death
attributable to preventable contamination of FDA-regulated human and animal food products. In
September 2019, FDA announced the availability of the initial metrics that will track outcomes
for three FSMA rules in the areas of inspections and recalls:

e “Current Good Manufacturing Practice, Hazard Analysis and Risk-Based Preventive
Controls” rules for both human food and food for animals (preventive controls rules)

e Imported food safety, including data relevant to the “Foreign Supplier Verification
Program” (FSVP) rule.

Over time, the Food Safety Dashboard will be populated with additional data to show more
FSMA outcomes. Additional performance measures and data will be released for other FSMA
rules in the future.

FDA Begins Produce Safety Rule Inspections

In 2019, FDA and its state regulatory counterparts began conducting routine inspections of large
farms for the Produce Safety Rule established by FSMA. Leading up to 2019, FDA collaborated
with the NASDA and state partners to help prepare farmers to comply with the rule. FDA also
supported states in the development of their own produce safety programs. FDA remains
committed to doing everything it can to prevent produce outbreaks, working with fellow
regulators and the food industry to identify and address causes and keep consumers aware of
potential risks.

Under cooperative agreements with FDA and state regulatory partners, almost 1,000 large farm
inspections have been completed. The first routine inspections of small farms are set to begin in
January 2020. FDA also remains focused on education, training and outreach to farms. This
outreach includes about 1,400 On-Farm Readiness Reviews that NASDA developed in
collaboration with the FDA and state partners to help farmers assess their readiness to comply
with the rule.

FDA is committed to ensuring that foods imported from other countries are held to the same
standards as food produced domestically. In February 2019, the agency released the “FDA
Strateqgy for the Safety of Imported Foods,” describing our comprehensive approach to imported
food safety. Part of our strategy is to ensure that farmers in other countries who export to the
U.S. have access to resources that include training and On-Farm Readiness Reviews.

9 https://www.fda.gov/about-fda/fda-track-agency-wide-program-performance/fda-track-food-safety-dashboard
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Surveillance sampling is an important part of FDA’s public health mission. FDA has two
ongoing microbiological surveillance sampling assignments in fresh herbs and frozen berries,
types of produce that have been associated with past outbreaks of foodborne illness.

FDA is also conducting a focused assignment to test samples of romaine lettuce grown in the
Central Coast, Central Valley, and Imperial Valley in California and in Yuma, Arizona for
pathogenic E.coli and Salmonella. This assignment follows multiple outbreaks of foodborne
illness associated with romaine lettuce over the past two years. This also follows testing that the
FDA conducted last summer in which samples of romaine lettuce grown in the Yuma region were
collected from commercial coolers and cold storage facilities. No pathogenic bacteria were found
in the testing. Across all of these assignments, thousands of samples have and will be tested for
pathogens. FDA will continue to work closely with state regulatory partners to help ensure that
farmers understand the requirements for produce safety.®

FDA Finalizes New Compliance Dates for Agricultural Water Requirements

In 2019, FDA issued a rule that finalizes the new compliance dates for the agricultural water
requirements in the FSMA Produce Safety Rule. Larger farms are now required to comply with
the agricultural water requirements by January 26, 2022, while small farms have until January 26,
2023 and very small farms until January 26, 2024. The rule did not change the compliance dates
for sprout operations.

The compliance dates have been extended while FDA considers how best to protect public health
while addressing widespread concerns about the complexity of the agricultural water
requirements and the practicality of implementing them across a wide variety of farms, water
sources, and uses. FDA intends to use this time to work with stakeholders to address these
concerns. While this rule extends the compliance dates for the agricultural water provisions,
produce remains subject to the other provisions of the Produce Safety Rule and the adulteration
provisions of the Federal Food, Drug, and Cosmetic Act.

FDA Announces Produce Safety Rule Enforcement Discretion Policy for Certain
Commodities

In 2019, FDA announced that it intends to exercise enforcement discretion for the requirements
of the FSMA Produce Safety Rule as they apply to entities growing, harvesting, packing, and
holding wine grapes, hops, pulse crops, and almonds. FDA is doing this because after the
Produce Safety Rule was finalized, it received feedback from stakeholders that wine grapes,
hops, pulses, and almonds should be exempt. After conducting an initial review of the
production and use of these commodities, FDA has decided to exercise enforcement discretion
with respect to these commaodities, while it considers pursuing rulemaking to address the unique

10 https://www.fda.gov/news-events/fda-voices-perspectives-fda-leadership-and-experts/outbreaks-emphasize-
importance-implementing-produce-safety-standards

11 https://www.fda.gov/food/cfsan-constituent-updates/fda-finalizes-new-compliance-dates-agricultural-water-
requirements
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circumstances they each present. FDA will continue to enforce the statutory prohibition against
introduction or delivery for introduction of adulterated food into interstate commerce.

Selected Guidances Issued in 2019

Below are selected guidances issued by the Foods Program this calendar year. This list does not
represent degree of importance or priority ranking among the published guidances.!?

Date #

Mar 2019 FDA-2019-D-1266

Mar 2019 FDA-2011-N-0144

Feb 2019 FDA-2018-D-1398

Improved Outbreak Response

Title

Guidance for Industry:
Enforcement Policy for
Entities Growing,
Harvesting, Packing, or
Holding Hops, Wine
Grapes, Pulse Crops, and
Almonds

Guidance for Industry:
FDA's Voluntary
Qualified Importer
Program (VQIP)

Draft Guidance for
Industry: Mitigation
Strategies to Protect
Food Against Intentional
Adulteration

Description

Provides FDA's intent not to enforce
requirements of the Standards for
the Growing, Harvesting, Packing,
and Holding of Produce for Human
Consumption regulation (21 CFR
Part 112) for certain commodities.

Describes FDA’s policy on
participation in VQIP by importers
of food for humans or animals.
Provides guidance on the benefits
of VQIP participation, eligibility
criteria, application instructions,
and conditions.

Provides the food industry with
information needed to employ
mitigation strategies in their
facilities to help ensure food’s
protection from intentional
adulteration to comply with the
Intentional Adulteration Rule (21
CFR 121).

The Foods Program and the Coordinated Outbreak Response and Evaluation (CORE) Network
rapidly detect and respond to outbreaks of illness related to food, cosmetics, and dietary

supplements. This group coordinates activities across FDA field and compliance offices, state
investigative and laboratory resources, and local city and county resources. CORE works with
other federal agencies, such as the Centers for Disease Control and Prevention (CDC) and U.S.

Department of Agriculture (USDA), to ensure timely and effective resolution of foodborne illness
outbreaks. FDA continues to improve its current response and evaluation process. In 2019, FDA
has invested in improving certain areas such as root-cause investigation procedures and
regulations for enhanced record keeping.

In August 2019, FDA issued a letter calling on all sectors of the papaya industry (growers,
packers, shippers and retailers) to review their operations and make all necessary changes to
strengthen public health safeguards. Since 2011, American consumers have been exposed to eight

12 http://www.fda.gov/Food/GuidanceRegulation/
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outbreaks caused by Salmonella serotypes linked to imported, fresh papaya. The first seven
outbreaks accounted for almost 500 reported cases of illness, more than 100 hospitalizations, and
two deaths. The most recent, in June 2018, resulted in 81 illnesses and 27 hospitalizations. In
addition to the papaya industry letter, FDA issued a warning letter to the distributor of the
papayas implicated in the outbreak.

FDA scientists also develop methods to assist in outbreak response. The incidence of infections
from Cyclospora at 10 U.S. sites increased by 399 percent in 2018, compared with 2015-17, in
part due to large outbreaks associated with produce.r®* As a result of information learned from
past Cyclospora cayetanensis outbreaks, including one linked to imported basil and one
associated with vegetable trays, FDA developed a sampling method for Cyclospora. This
sampling method will improve the ability to detect this parasite in produce, thus helping in the
prevention of some of these illnesses in the future.

Additionally, a newly developed and validated sample preparation method and Real-Time
Polymerase Chain Reaction (PCR) Assay for Detection of Cyclospora was approved and
implemented. FDA staff have been trained in this new method for use in all future domestic and
imported food sampling.

FDA’s investigations and public communications create awareness among consumers of food
safety risks that are not regularly considered, and FDA works with industry to improve that
awareness. For example:

e Ice cream, frozen food, and caramel apples were found to be contaminated with Listeria.
These prompted public warnings, and improved public awareness;

e Salmonella has been found in kratom. This prompted warnings to firms and identified a
new risk to the public from kratom;

e Inresponse to an E. coli outbreak associated with flour, FDA expanded messaging for the
safe handling of dry flour and suggested more effective labeling;

e Recent work on E. coli outbreaks associated with romaine lettuce resulted in improving
public warnings,and assisting industry in implementing a voluntary labeling system.

FDA investigations of food and dietary supplements have led to the use of FDA’s mandatory
recall authority. FDA’s process includes a team devoted to evaluating potential foodborne illness
incidents to find those possibly linked to FDA products. Through coordination with CDC, this
work allows FDA to start a response earlier, focus limited resources, and try to bring the
investigation to quick resolution to minimize the number of people who become sick.

13 https://www.cdc.gov/mmwr/volumes/68/wr/mm6816a2.htm
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Improved Pathogen Detection and Traceability

FDA operates the national network of
whole genome sequencers (WGS) —
GenomeTrakr, the first integrated network
of state and Federal laboratories to use
whole genome sequencing to track

F.gure 1 GenomeTrakr foodborne pathogens to improve outbreak

response and effective monitoring of

preventive controls. Whole genome sequencing reveals the complete DNA make-up of an
organism. This technology points investigators to specific food products potentially related to an
outbreak and provides insight into the origin of the contaminated food. This capability is
particularly important considering the global nature of the food supply.

The Network is now in its seventh year and has collected more than 388,000 whole bacterial
genome sequences (including more than 240,000 Salmonella) from the FDA Network and
collaborating sites. These genome sequences are stored in a publicly accessible database at the
National Institutes of Health. FDA developed outbreak traceback methodology based on whole
bacterial genomes that can determine the source of certain outbreaks down to the farm level with
great precision.

Applying WGS helps the Foods Program to better protect public health by:

e investigating outbreaks faster and more efficiently

e adding innovative technology protocols for testing and surveillance, enhancing
confidence in regulatory actions

¢ identifying emerging antimicrobial resistance threats in the food supply

e supporting research to improve preventive controls and good agricultural practices.

Implementing WGS reduces the time needed to conduct outbreak investigations and improves
FDA's ability to pinpoint the source of contamination events. Sample collection and sequence
cataloging from food production sites can help monitor compliance with FDA’s rules on safe
food-handling practices, enhancing preventive controls for food safety.

The FDA Foods Program applies WGS regularly to trace foodborne outbreaks for Shiga toxin-
producing E. coli (STEC), Salmonella and Listeria monocytogenes. By generating about two
whole genomes per hour, GenomeTrakr is rapidly increasing the number of STEC, Salmonella
and Listeria monocytogenes genomes in the database. The network includes more than 60 state,
international, FDA, and federal partner (CDC and USDA-Food Safety and Inspection Service
[FSIS]) laboratories.

In 2019, FDA collected sequences as a regular part of foodborne outbreak investigations and
compliance actions. To date, WGS has supported more than 500 cases of product adulteration
and contaminated conditions investigated by the FDA. For example, in 2018 a well-known
variety of children’s puffed rice cereal contaminated with Salmonella Mbandaka was implicated
in an outbreak that affected 73 people in 31 states. Whole genome sequencing provided a strong
linkage between the production facility and clinical cases, and helped identify specific areas
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within the production facility that lacked preventive controls, leading to the recall of all of the
product in question and adjudication through an official warning letter.

Total Number of Sequences in the GenomeTrakr Database
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Release of a

New Report on the Sources of Foodborne Ilinesses for 2017 from the Interagency Food
Safety Analytics Collaboration

In 2019, the Interagency Food Safety Analytics Collaboration (IFSAC) released a report titled
“Foodborne illness source attribution estimates for 2017 for Salmonella, Escherichia coli 0157,
Listeria monocytogenes, and Campylobacter using multi-year outbreak surveillance data, United
States.”'* The authors used the most recently available national foodborne disease outbreak data
to produce new estimates for foods responsible for foodborne illnesses caused by four pathogens
in 2017. CDC estimates that, together, these four pathogens cause 1.9 million foodborne
illnesses in the United States each year.

The updated estimates, combined with other data, may help shape agency priorities and inform
the creation of targeted interventions that can help to reduce foodborne illnesses caused by these
pathogens. As more data become available and methods evolve, attribution estimates may
improve. These estimates are intended to inform and engage stakeholders and to improve federal
agencies’ abilities to assess Whether prevention measures are working.

14 _ https://www.cdc.gov/foodsafety/ifsac/annual-reports.html
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Three participating federal agencies—CDC, FDA, and USDA’s FSIS— created IFSAC in 2011
to improve coordination of federal food safety analytic efforts and address cross-cutting priorities
for food safety data collection, analysis, and use.

In the report, IFSAC analyzed data from just over 1,329 foodborne disease outbreaks that
occurred from 1998 through 2017 to assess which categories of foods were most responsible for
Salmonella, E. coli O157, Listeria monocytogenes, and Campylobacter infections. The
pathogens were chosen because of the frequency or severity of the illnesses they cause, and
because targeted interventions can have a major impact in reducing them. The implicated foods
were divided into 17 categories for the analysis, and the method gives the greatest weight to the
most recent five years of outbreak data (2013-2017). Of note in the 2017 report:

e Salmonella illnesses came from a wide variety of foods, with 75% of illnesses linked to
seeded vegetables, chicken, fruits, pork, eggs, produce, and beef.

e E. coli 0157 illnesses were most often linked to vegetable row crops (such as leafy
greens) and beef

e Listeria monocytogenes illnesses were most often linked to dairy products and fruits.

e Campylobacter illnesses were most often linked to chicken with a statistically
significantly higher estimate than any other categories.

Resources for Food Producers in Areas Flooded Due to Tropical Storm Barry and
Hurricane Dorian

In July 2019, FDA provided resources to help growers in the Gulf Coast region impacted by
Tropical Storm Barry. FDA’s Guidance for Industry: Evaluating the Safety of Flood-affected
Food Crops for Human Consumption provides information that producers can use as they assess
potential damage to their food crops. This guidance is an important resource for the growers who
produce and market these crops, as they are responsible for assuring the safety of flood-affected
food crops for human consumption.®

In August 2019, FDA provided guidance and resources for growers and food producers in Puerto
Rico, the U.S. Virgin Islands, and Florida impacted by the devastation of Hurricane Dorian. In
this guidance, FDA reminds harvesters that if the edible portion of a crop is exposed to flood
waters, it is considered “adulterated” under the Federal, Food, Drug and Cosmetic Act and should
not enter the human food supply. This applies to all food crops including underground crops.®

FDA encourages growers to work with state regulators and local FDA offices to assess their
unique situations and to take into consideration all possible types and routes of contamination
from flood waters in determining whether a particular crop is adulterated.

15 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quidance-industry-evaluating-safety-
flood-affected-food-crops-human-consumption

16 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quidance-industry-evaluating-safety-
flood-affected-food-crops-human-consumption
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FDA reminded harvesters that generally, if the edible portion of a crop is exposed to
contaminated flood waters, it is considered “adulterated” under the Federal, Food, Drug and
Cosmetic Act and should not enter the human food supply. This applies to all food crops
including underground crops (e.g., peanuts, potatoes). For crops (e.g., pecans) that were in or
near flooded areas but where flood waters did not contact the edible portions of the crops, the
growers should evaluate the safety of the crops for human consumption on a case-by-case basis
for possible food safety concerns. Sometimes, crops that have been harvested and then
subsequently deemed unsuitable for human use can be salvaged for animal food. For more
information please see CVM Update: Resources for Animal Food Producers in Flooded Areas.’

FDA Outlines Multi-Layer Approach to Ensure Food Imports Are Safe

In 2019, FDA released its “Strategy for the Safety of Imported Food” which outlines the agency’s
comprehensive approach to helping ensure the safety of food imported into the United States.8

The strategy is guided by four goals:

Goal 1: Food Offered for Import Meets U.S. Food Safety Requirements
Goal 2: FDA Border Surveillance Prevents Entry of Unsafe Foods
Goal 3: Rapid and Effective Response to Unsafe Imported Food

Goal 4: Effective and Efficient Food Import Program.

The U.S. imports about 15 percent of its overall food supply from more than 200 countries or
territories, with 13.8 million food shipments in 2018, with the number of food shipments
expected to rise in future years. Other countries supply approximately 55 percent of fresh fruit,
32 percent of vegetables, and 94 percent of seafood consumed in this country.

While the U.S. food supply is among the safest in the world and significant food safety advances
are being made, a preventable level of foodborne illness continues to occur — arising from both
domestically produced and imported food. For imported food, the volume and variety of imports
and the complexity of global supply chains make food safety a challenging issue to address.
Further complicating the issue, some exporting countries may have food safety systems different
from ours and differing levels of regulatory capacity.

Fortunately, FDA has been provided with a range of tools and authorities to address the situation
both domestically and in the foreign arena. The strategy document released on February 25, 2019
describes how FDA is integrating new import oversight tools with existing tools to help ensure
that imported food is safe for consumers in the United States.

17 https://www.fda.gov/animal-veterinary/cvm-updates/resources-animal-food-producers-flooded-central-southern-
plains-us

18 https://www.fda.gov/food/importing-food-products-united-states/fda-strategy-safety-imported-food
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New Certification Bodies Accredited Under FDA’s Third-Party Program

FDA’s Accredited Third-Party Certification Program is a voluntary program in which FDA
recognizes accreditation bodies (ABs) that will have the responsibility of accrediting third-party
certification bodies (CBs). The certification bodies will conduct food safety audits and issue
certifications of foreign food facilities.

Currently, the Third-Party Program (TPP) has eight CBs that have been accredited by three of the
four recognized ABs in the program. In 2019, nine certifications were issued under the TPP.

This accreditation means that CBs have been given the authority to conduct food safety audits
and issue food and facility certifications for their relevant program scopes. Certifications issued
by a CB accredited through FDA’s TPP can be used by importers to establish eligibility for
participation in the Voluntary Qualified Importer Program (VQIP), and in certain circumstances
FDA can require that imported products be certified before entering the United States.

FDA Makes Available Testing Method for PFAS and Results from Surveys

In 2019, FDA made available a scientifically validated method for testing for 16 types of per-and
polyfluoroalkyl substances (PFAS) in a variety of food groups.!® PFAS are a family of human-
made chemicals that are found in a wide range of products used by consumers and industry.
There are nearly 5,000 types of PFAS, some of which have been more widely used and studied
than others. Many PFAS are resistant to grease, oil, water and heat. Beginning in the 1940’s,
PFAS have been used in a variety of applications including in stain- and water-resistant fabrics
and carpeting, cleaning products, paints, and fire-fighting foams. In addition, certain PFAS are
authorized by the FDA for limited use in cookware, food packaging and processing. FDA
continues to lead national efforts to estimate overall dietary exposure to PFAS. FDA also shared
final results from its limited food sample testing in three surveys released in June, based on the
application of the validated method, which established a method detection limit (MDL) for each
food group tested. These three surveys included a general sampling of foods collected as part of
FDA'’s Total Diet Study (TDS), as well as a survey of produce and a survey of dairy products,
both from specific areas affected by PFAS environmental contamination. 2°

The final results show reductions in the number of positive samples compared to initial results.
These reductions stem in part from the application of the newly established MDL, the level at
which PFAS can be reliably measured over repeated testing. In initial testing, very low levels of
certain PFAS chemicals in certain foods were reported. After validating the method and
finalizing the results, some of those concentrations are below the MDL and therefore are no
longer reported as having detectable levels of PFAS.

19 https://www.fda.gov/food/cfsan-constituent-updates/fda-makes-available-testing-method-pfas-foods-and-final-
results-recent-surveys

20 https://www.fda.gov/food/chemicals/and-polyfluoroalkyl-substances-pfas

56


https://www.fda.gov/food/chemicals/and-polyfluoroalkyl-substances-pfas
https://www.fda.gov/food/science-research-food/total-diet-study
https://www.fda.gov/food/cfsan-constituent-updates/fda-makes-available-testing-method-pfas-foods-and-final-results-recent-surveys
https://www.fda.gov/food/cfsan-constituent-updates/fda-makes-available-testing-method-pfas-foods-and-final-results-recent-surveys
https://www.fda.gov/food/chemicals/and-polyfluoroalkyl-substances-pfas

NARRATIVE BY ACTIVITY
Foobs

FDA is currently analyzing additional TDS samples to increase baseline knowledge of PFAS
occurrence in foods and expects to release those results later this year. As new information
becomes available, FDA will continue to share updates on fda.gov.

Exercised Science-Based Compliance Actions

FDA protects the public from impure, adulterated, and misbranded food and acts as an industry-
wide deterrent for regulated entities and criminal enterprises through its authority to initiate
criminal cases. In FY 2019, FDA issued four injunctions and one seizure related to adulterated or
misbranded food. When firms violate FDA requirements, FDA monitors firms and encourages
prompt voluntary corrective action to obtain full compliance. When firms do not comply with
FDA regulations, or FDA identifies a safety risk, FDA pursues regulatory action to prevent
unsafe or improperly labeled products from reaching U.S. consumers.

This is especially true in cases where food, dietary supplement or cosmetic products have been
linked with outbreaks. FDA works with Federal, state, and local partners to identify the products
causing problems and take efficient and effective compliance actions.

FDA also issues import controls when non-compliant food products are discovered or when food
companies manufacture or ship non-compliant products. In FY 2019, FDA issued 712 import
alert notices (of which 210 were reviewed by CFSAN) for human food, cosmetic, and dietary
supplement products. Additionally, CFSAN worked with the FDA field offices to assist in 779
cases where the district needed CFSAN’s technical expertise to determine import admissibility.
In FY2019, FDA issued Import Alert # 99-41, “Detention Without Physical Examination of
Human and Animal Foods Imported from Foreign Suppliers by Importers Who Are Not in
Compliance with the Requirements of the Foreign Supplier Verification Program (FSVP)
Regulation." The Import Alert for FSVP noncompliance is applicable to any human and animal
food subject to the FSVP regulation and allows FDA to detain imported foods at the port of entry
under the protocol for Detention Without Physical Examination (DWPE). As part of this, FDA
also issued the first warning letter to the importer of tahini implicated in a recent Salmonella
outbreak under the Foreign Supplier Verification Programs and added that firm to the new Import
Alert #99-41.

FDA monitors the recalls of human food, cosmetic, and dietary supplement products and ensures
the removal of violative products from commerce. In FY 2019, FDA classified 167 Class | (most
serious), 318 Class I, and 41 Class 111 recall events for human food, cosmetic, and dietary
supplement products. FDA also used its authority to post retail consignees lists to assist the
general public in identifying melon potentially contaminated with Salmonella in April 2019.

Published Timely Food Additive, Color Additive, Generally Recognized as Safe
(GRAYS), and Food Contact Substance Reviews

The Foods Program has statutory responsibility for the following premarket review activities that
help to foster competition and innovation and fall within the FDA goal of improving and
safeguarding access:

e review and approval of all petitions for direct food additives or for color additives
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e review and approval of all new food contact substances, food contact materials,
packaging, antimicrobials, and other indirect food additives

e review of Generally Recognized as Safe (GRAS) ingredients and products of
biotechnology related to food.

FDA has the primary legal responsibility for determining the safe use of food additives and color
additives. To market a new food additive, color additive, or food contact substance — or before
using an additive already approved for one use in another manner not yet approved — a
manufacturer or other sponsor must first obtain regulatory approval, either by petition for a food
additive or a color additive, or through notification programs for food contact substances and
GRAS food ingredients. The petition and notification processes are unique to FDA’s regulatory
mission. In FY 2019, FDA ensured safe access to the food supply by reviewing 5 Food Additive
or Color Additive Petitions, 64 GRAS notifications, and 86 premarket notifications for Food
Contact Substances.

Empower Consumers and Patients

The Foods Program is responsible for ensuring that foods sold in the United States are safe,
wholesome, and properly labeled so that consumers and patients are empowered to make well-
informed food choices. The Nutrition Labeling and Education Act (NLEA) requires most
packaged foods to bear nutrition labeling and requires food labels that bear nutrient content
claims and certain health messages to comply with specific requirements.

The Foods Program also serves as FDA's primary organization for directing, developing, and
coordinating web communications, outreach, and consumer education. FDA has statutory
responsibility for food safety. FDA has jurisdiction over all domestic and imported food except
meat, poultry, and processed egg products that fall under the authority of the U.S. Department of
Agriculture. Outreach is essential to ensure that consumers and food safety partners have the
information needed to make informed decisions.

Encouraged the Safe Production of Dietary Supplements

In FY 2019, FDA field investigators completed inspections of both domestic and foreign firms to
enforce dietary supplement regulations, including current Good Manufacturing Practices
(cGMPs) and labeling requirements. These inspections resulted in:

57 warning letters
46 detentions

1 injunction (filed)
2 seizures.

Additionally, FDA initiated several regulatory actions aimed at protecting consumers from
fraudulent and/or products that were marketed as dietary supplements. These include products
marketed as dietary supplements that made unlawful claims about treating Alzheimer’s disease
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and other serious conditions, as well as products containing the ingredients tianeptine,
Dimethylhexylamine (DMHA), and phenibut.?

Premarket notification of new dietary ingredients (NDIs) is FDA’s only opportunity to identify
potentially unsafe supplements before they are available to consumers. In FY 2019, FDA
responded to 40 NDI notifications. FDA acknowledged 19 of the notifications submitted with no
objection. Of the remaining 21 notifications, 17 were deemed incomplete or determined to not
pertain to an ingredient intended to be used in a dietary supplement, while FDA raised safety or
identity concerns with four.

In FY 2019, FDA received more than 2,559 adverse event reports (AERS) related to dietary
supplements. The reports are evaluated by clinical reviewers in CFSAN to monitor the safety of
consumer products.

In February 2019, FDA announced a new plan for policy advancements with the goal of
implementing one of the most significant modernizations of dietary supplement regulation and
oversight in more than 25 years. This plan includes a number of elements, including the Dietary
Supplement Ingredient Advisory List, a rapid-response tool to communicate more quickly when
there are concerns about unlawful ingredients; a flexible regulatory framework, and exploring
means to partner in protecting public health. One example of this partnership is the creation of
the Botanical Safety Consortium (BSC), a public-private enterprise that allows scientists from
industry, academia, and government to explore and promote scientific advances in evaluating the
safety of botanical ingredients and mixtures in dietary supplements.

Nutrition Innovation Strategy

In September 2019, FDA held a public meeting to give interested parties an opportunity to
discuss FDA’s effort to modernize food standards of identity and to provide information about
changes FDA could make to existing standards of identity. FDA is particularly interested in
changes that could be made across categories of standardized foods, often referred to as
horizontal changes, to provide flexibility for manufacturers to develop healthier foods. Material
and comments from this meeting can be found through FDA.gov.??

This public outreach initiative is part of the agency's comprehensive, multi-year Nutrition
Innovation Strategy (NIS), which is designed to encourage industry innovation to improve the
nutrition and healthfulness of food. As part of the NIS, FDA is seeking to modernize food
standards of identity in a manner that will: (1) protect consumers against economic
adulteration; (2) maintain the basic nature, essential characteristics, and nutritional integrity of
food; and (3) promote industry innovation and provide flexibility to encourage manufacturers to
produce healthier foods.?3

21 https://www.fda.gov/food/dietary-supplement-products-ingredients/dmha-dietary-supplements

22 https://www.fda.gov/food/workshops-meetings-webinars-food-and-dietary-supplements/public-meeting-
horizontal-approaches-food-standards-identity-modernization-09272019-09272019

23 https://www.fda.gov/food/food-labeling-nutrition/fda-nutrition-innovation-strategy
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The NIS’s overall focus is on reducing preventable death and disease related to poor nutrition.
This new strategy gives consumers easier access to nutritious and affordable foods by providing
them with information and by supporting industry innovation towards healthier foods.

Key elements of the strategy include:

e modernizing health claims

e modernizing ingredient labels

e modernizing standards of identity

¢ implementing the nutrition facts label and menu labeling
e reducing sodium

FDA Announces Available Resources for Consumers on Menu Labeling

In August 2019, FDA issued a fact sheet to inform stakeholders about the agency’s continued
efforts to implement menu labeling in chain restaurants and similar retail food establishments.
FDA will continue to support industry to implement the menu labeling requirements, assess
implementation progress to further inform education and outreach as well as engage with state,
local, tribal and territorial regulatory partners to ensure consistent implementation of the menu
labeling requirements.?* Chain restaurants and similar retail food establishments were required to
comply with the menu labeling requirements on May 7, 2018. The requirements are meant to
provide consumers with consistent nutrition information, including calories, for standard menu
items (including food on display and self-service foods) in certain establishments with 20 or more
locations. This enables consumers to make informed and healthy dietary choices for themselves
and their families when eating foods away from home. FDA is also developing a document
presenting the agency's menu labeling regulations in model ordinance form for states and
localities that may find such a tool helpful in adopting menu labeling requirements identical to
FDA's.

24 https://www.fda.gov/food/food-labeling-nutrition/nutrition-education-resources-materials
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FDA Provides Uniform Compliance Date and Resources for Nutrition Facts Labeling Rules

FDA announced that January 1, 2022, will be
the uniform compliance date for final food
labeling regulations that are issued in
calendar years 2019 and 2020. All food
products subject to the January 1, 2022,
uniform compliance date must comply with

SIDE-BY-SIDE COMPARISON

the appropriate labeling regulations when N‘n!t"gs'g% Facts| |Nutrition Facts
initially introduced into interstate commerce SeningsPer Conainer Abou Haibstiand ol I
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not change existing requirements for “sarvae | | Calories 230
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The toolkit provides resources that can help T E— | e —
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Facts label and how to use the information it Potassium 235mg 5%
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toolkit resources also provide realistic tips on
how to shop, prepare, and order food when

Figure 3 Nutrition Facts Label

eating out to build a healthy diet. Next year, FDA will launch a major educational campaign for

consumers on the new Nutrition Facts label .28

FDA Advises and Informs Industry and Consumers on Risks Associated with Tattoo Inks

State and local authorities oversee the practice of tattooing. However, ink and color additives
(such as pigments) used in tattoos are subject to FDA oversight. The CFSAN Adverse Event
Reporting System (CAERS) database continues to receive adverse event reports associated with
tattoo inks. These reports include infections from tattoo inks contaminated with microorganisms,

and allergic reactions to ingredients in the inks.

FDA alerts consumers, tattoo artists, and retailers of the potential for serious injury from use of
tattoo inks that are contaminated with bacteria. Tattoo inks contaminated with microorganisms
can cause infections and lead to serious health injuries when injected into the skin during a
tattooing procedure, since there is an increased risk of infection any time the skin barrier is

broken.

25 https:/wvww.fda.gov/food/nutrition-education-resources-materials/health-educators-nutrition-toolKkit-setting-table-healthy-eating

26 https://www.fda.gov/food/food-labeling-nutrition/nutrition-facts-label-programs-and-materials
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In September 2019, FDA completed its sample analyses and follow-up for its FY 2018
inspections of tattoo ink manufacturers and distributors with the goal of reducing the incidence of
microbial contamination of tattoo inks. FDA identified six tattoo inks contaminated with bacteria
harmful to human health and is working with the manufacturers/distributors to remove all
contaminated product from the market. The tattoo inks were manufactured or distributed by four
firms inspected under an ongoing assignment. Tattoo inks were analyzed using methods
described in the Bacteriological Analytical Manual Chapter 23: Microbiological Methods for
Cosmetics, which is the general method used to determine bacterial contamination of
cosmetics.27 FDA will continue to inform consumers and industry of any future contamination
threats, and work with manufacturers and retailers to remove contaminated products from the
market.

FUNDING HISTORY

. Program Budget
Fiscal Year . User Fees
Lewel Authority

FY 2017 Actual $1,025,503,000 $1,025,503,000 -
FY 2018 Actual $1,059,291,000 $1,059,291,000 -
FY 2019 Actual $1,059,926,000 $1,059,926,000 -
FY 2020 Enacted $1,099,970,000 $1,088,881,000 $11,089,000]
FY 2021 President's Budget $1,127,941,000 $1,090,530,000 $37,411,000

BUDGET REQUEST

The FY 2021 President’s Budget Request for the Foods Program is $1,127,941 of which
$1,090,530 is budget authority and $37,411,000 is user fees. The budget authority increases by
$1,649,000 compared to the FYY 2020 Enacted level. User Fees increase by $26,322,000. The
Center for Food Safety and Applied Nutrition (CFSAN) amount in this request is $371,490,000.
The Office of Regulatory Affairs amount is $756,451,000.

In FY 2021, the Foods Program will continue its statutory mission of promoting and protecting
public health by ensuring that the nation's food supply is safe, sanitary, wholesome, and properly
labeled, and that cosmetic products are safe and properly labeled. This mission becomes more
challenging every year as globalization, advances in science and technology, and shifts in
consumer expectations drive change throughout the food system. In response to these increasing
demands, the Foods Program conducts a variety of activities aimed at providing American
consumers with food and cosmetics products that are safe and properly labeled.

Food Safety: (Budget Authority: +$ 5.7 million / 15 FTE/ User Fee: $26.3 million/ 52 FTE)

Strengthening Response Capabilities for Foodborne Outbreaks: (+$1.2 million / 4 FTE)

27 https://www.fda.gov/cosmetics/cosmetics-recalls-alerts/fda-advises-consumers-tattoo-artists-and-retailers-avoid-
using-or-selling-certain-tattoo-inks
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Center: +$1.2 million/ 4 FTE

Additional funding will expand the Center’s ability to ensure that contaminated food is detected
and removed from the marketplace as quickly as possible. The increased number of detected
outbreaks and subsequent investigations resulting from the success of Whole Genome
Sequencing (WGS) has greatly increased FDA’s workload to identify and mitigate potential food
safety concerns. In the three 2-year periods beginning in 2014 and ending in 2019, the number of
outbreaks has increased steadily by 36%. In 2014-2015, FDA coordinated 38 outbreaks
investigations. In 2016-2017, FDA coordinated 43 outbreak investigations, and in 2018-2019,
FDA coordinated 52 outbreak investigations. FDA expects this trend to continue.

By leveraging new technology, FDA can work with producers and other Federal, state, and local
health officials to unravel what went wrong more quickly, allowing FDA scientists to more
rapidly identify the outbreak and the food that may have caused it. Through additional resources,
FDA is building capacity to investigate the root cause of outbreaks and feed information back to
industry producers to prevent future contamination, which ultimately reduces costs to industry in
the future and protects public health. These costs can be considerable and lasting to an entire
industry and its reputation, even if caused by only one producer.

Cannabis and Cannabis Derivatives: (+$4 million /11 FTE)
Center: +$2 million / 6 FTE

Field: +$2 million /5 FTE

The Agriculture Improvement Act of 2018 (Farm Bill) helped preserve FDA’s authorities under
the FD&C Act and section 351 of the Public Health Service Act, such that products derived from
hemp as defined in the Farm Bill, while not controlled under the Controlled Substance Act
(CSA), are subject to the same authorities and requirements as FDA-regulated products
containing any other added substance. This allows the FDA to continue enforcing the law to
protect patients and the public while also providing potential regulatory pathways, to the extent
permitted by law, for products containing cannabis and cannabis-derived compounds. FDA is
seeing a significant increase in activity relating to the marketing of unlawful cannabis-derived
products, especially those containing cannabidiol (CBD), since the Farm Bill passed. In many
cases, product developers make unproven claims to treat serious or life-threatening diseases, and
patients may be misled to forgo otherwise effective, available therapy and opt instead for a
product that has no proven value or may cause them serious harm.

New funding will enable FDA to better regulate the usage of cannabis-derived substances, such
as cannabidiol (CBD), in FDA-regulated products such as dietary supplements and when used as
unapproved food additives. The initiative will support regulatory activities, including developing
policies and continue to perform its existing regulatory responsibilities including review of
product applications, inspections, enforcement, and targeted research. FDA must support
oversight of increasing numbers of marketed FDA-regulated products containing cannabis-
derived substances that may put the public at risk.

63



NARRATIVE BY ACTIVITY
Foobs

Crosscutting Initiatives: -$4.1 million/ 4 FTE

Artificial Intelligence and Other Emerging Technologies: (+$3.2 million/ +4 FTE)
Center: + $1.1 million/ 3 FTE

The use of Al in post-market surveillance and signal detection will enhance CFSAN’s ability to
detect potential problems associated with CFSAN commodities, including leveraging data to
investigate outbreaks and potential issues with chronic, long-term consumption of food
constituents and contaminants or long-term use of cosmetics. FDA will ultimately utilize this
information to enhance the science that supports our guidance to industry for protecting public
health. As a specific example, use of this technology in the post-market space will streamline the
review of adverse event reports for foods, dietary supplements, and cosmetics so that FDA can
act more quickly to intervene earlier, including by removing unsafe products from the
marketplace. Removing problematic products from the marketplace will protect consumer
confidence in the industry and ultimately protect manufacturers by limiting consumer exposure to
problematic products and limiting the scope of product recalls. This initiative also includes $500
thousand in investments in tech-enabled outbreak response and modernized track and trace
capabilities to expand FDA’s engagement with stakeholders on these new technologies and to
ensure that FDA can receive and efficiently process new data streams, particularly in urgent
outbreak scenarios.

Field: + $2.1 million/ 1 FTE

The tremendous shift to a more global market for food and medical products has introduced
important new challenges. In addition to growth in the sheer volume of imports and foreign
facilities, the variety and complexity of imported products has increased, and the number of
countries involved in producing these products has expanded to include many with less
sophisticated regulatory systems than our own. Simultaneously, the supply chain from
manufacturer to consumer has become increasingly complex — with an expanding web of
consolidators and redistributors — making oversight significantly more difficult by both FDA as
well as industry managing its own supply chain. The implementation of Al is expected to
improve FDA and industry’s capabilities to respond to these complexities while also ensuring
trade isn’t adversely impacted.

With this funding ORA will focus on incorporating Al modeling (machine learning) into the
import screening process for commaodities in several regulatory program areas. Full
incorporation of Al into ORA’s import screening tools is dependent upon both a modernized
screening system as well as development of machine learning models across all commodities.
FDA also will evaluate the predictive power of the ML model by comparing the model
recommendations to recorded outcomes of FDA’s current import screening tool, Predictive Risk-
Based Evaluation for Dynamic Import Compliance Targeting (PREDICT). This modernization is
intended to incorporate Al as well as update the rules engine and code supporting entry screening
functionality. FDA will develop and evaluate a machine (ML) model to target import shipments
that have a higher likelihood of violation. It is important to note that any implementation of
AI/ML needs to consider current policy/program rule requirements and would constitute a
significant operational change and require the necessary approval, documentation, and training
time.
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Outreach, Training and Organizational Excellence (-$7.3 million)
Center: -$2.3 million

CFSAN will reduce Outreach, Training, and Organizational Excellence activities while
maintaining the most critical programmatic activities. CFSAN will preserve its most critical
public health and safety activities under this reduction, including: responding to outbreaks,
working with industry to implement FSMA regulations, reviewing infant formula notifications,
ensuring the safety of dietary supplements, conducting reviews of food ingredients and
packaging, and ensuring that foods are safe and properly labeled.

Field: -$5.0 million

ORA will reduce Outreach, Training, and Organizational Excellence activities while maintaining
the most critical programmatic activities. ORA will preserve its most critical public health and
safety activities under this reduction, including training new and existing staff on emerging
technologies used in industry, and pursuing productive global partnerships in the future.

Proposed User Fee Program: Innovative Food Products User Fee ($26.3 million / 52 FTE)
Center: $26.1 million User Fee Program/ 52 FTE

Field: $0.2 million

FDA carries out its public health protection mission by assisting industry to meet its statutory
responsibilities as it develops and implements new technologies in food, including cosmetics and
biotechnology products. This includes modernizing our regulatory oversight of innovative
biotechnology products to reflect advances in scientific understanding and technology, by
improving transparency, coordination, and predictability of the system, consistent with the
administration’s Agriculture and Rural Prosperity Task Force Report. A proposed user fee
program will provide the additional resources needed to increase expertise and scientific review
capacity and grow with the need to support novel emerging products. Examples include new
proteins, new ingredients, and synthetic foods, many produced through biotechnology, all of
which can help foster new products and ingredients coming to the market in a timely manner.
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PERFORMANCE

The Foods Program's performance measures focus on premarket application review, incidence of
foodborne pathogens, regulatory science activities, and postmarket inspection and import
screening activities in order to ensure the safety and proper labeling of the American food supply

and cosmetics, as detailed in the following table.
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Measure

213301: Complete review and action on
the safety evaluation of direct and indirect
food and color additive petitions, within
360 days of receipt. (Output)

214101: Number of state, local, and tribal
regulatory agencies in the U.S. and its
Territories enrolled in the draft Voluntary
National Retail Food Regulatory Program
Standards. (Outcome)

212404: Reduce the incidence of infection
caused by key pathogens commonly
transmitted by food: Campylobacter
species. (Outcome)

212405: Reduce the incidence of infection
caused by key pathogens commonly
transmitted by food: Shiga toxin-producing
Escherichia coli (STEC) 0157:H7.
(Outcome)

212407: Reduce the incidence of infection
caused by key pathogens commonly
transmitted by food: Salmonella species.
(Outcome)

214306: The average number of working
days to serotype priority pathogens in food
(Screening Only) (Output)

214221: Percentage of Human and Animal
Food significant inspection violations which
receive appropriate follow-up after
regulatory action was taken. (Output)
214222: Percentage of Human and
Animal® Food follow-up inspections
conducted due to regulatory action on
significant inspection violations that moved
toward compliance. (Outcome)

214206: Maintain accreditation for ORA
labs. (Outcome)

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

Year and Most
Recent Result
/Target for Recent
Result
(Summary of
Result)

FY 2019: 100%
Target: 80%
(Target Exceeded)

FY 2019: 852
enrolled
Target: 853 enrolled
(Target Not Met)

CY 2018:19.6
cases/100,000
Target: 9.7
cases/100,000
(Target Not Met)
CY 2015%°: 0.95
cases/100,000
Target: 0.95
cases/100,000
(Target Met)
CY 2018:18.3
cases/100,000
Target: 12.4
cases/100,000
(Target Not Met)
FY 2019: 3 working
days
Target: 3 working
days
(Target Met)
FY 2019: 95.9%
Target: 80%
(Target Exceeded)

FY 2019: 80.6%
Target: 65%
(Target Exceeded)

FY 2019: 13 labs
Target: 13 labs
(Target Met)

FY 2019: 2,500 rad
& 2,100 chem
Target: 2,500 rad &
2,100 chem
(Target Met)
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FY 2020
Target

80%

867

8.6 cases/
100,000

0.60 cases/
100,000

11.4 cases/
100,000

3 working
days

80%

65%

13 labs

2,500 rad &
2,100 chem
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FY 2021
Target

80%

882

Not
available?®

Not

available3°

Not

available3!

3 working
days

80%

65%

13 labs

2,500 rad
& 2,100
chem

Foobs

FY 2021
+/- FY 2020

Maintain

+15

Not
available

Not
available

Not
available

Maintain

Maintain

Maintain

Maintain

Maintain
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The following selected items highlight notable results and trends detailed in the performance
table.

Food Additive and Color Additive Petition Review

The Foods Program conducts an extensive review as part of its Food Additive and Color Additive
Petition review process, which includes a Chemistry, Toxicology, and Environmental evaluation.
The current measure requires FDA to complete review and action on the safety evaluation of
direct and indirect food and color additive petitions within 360 days of receipt. FDA exceeded
the FY 2018 target of 80% by reviewing and completing 100% of the petitions received within
360 days of receipt, a result consistent with the FY 2018 performance of 100% completed within
the same timeframe.

Voluntary National Retail Food Regulatory Program Standards

Strong and effective regulatory programs at the state, local, and tribal level are needed to prevent
foodborne illness and reduce the occurrence of foodborne illness risk factors in retail and food
service operations. The voluntary use of the Retail Program Standards by a food inspection
program reflects a commitment toward continuous improvement and the application of effective
risk-based strategies for reducing foodborne illness. The FY 2019 actual enrollment number of
state, local and tribal agencies in the Retail Program Standards reflects an annual increase of 14
enrollments from the year-end FY2018 total enrollments (838). The FY 2019 enrollment was
one enroliment less than the target due to a variety of unusual factors. This goal has a steady
record of success and progress over the past few years and FDA expects to meet the target in
2020 and future fiscal years. Awareness of the value of using the Retail Program Standards to
drive program improvement continues to grow, particularly among local health departments. In
addition, more retail food regulatory programs are recognizing that FDA cooperative agreement
funds are available to jurisdictions that enroll in the Retail Program Standards and commit to

8 FY 2021 targets for measures 212404, 212405 and 212407 are not available because HHS agencies, including
FDA and CDC and USDA, are working to finalize the Healthy People 2030 goals as of January 2020. FDA will
update the new targets when they are published.

2 For STEC, all serogroups were combined and individual CY 2018 data are not available for this measure in the
CDC Morbidity and Mortality Weekly Report (MMWR).
https://www.cdc.gov/mmwr/volumes/68/wr/mm6816a2.htm

30 FY 2021 targets for measures 212404, 212405 and 212407 are not available because HHS agencies, including
FDA and CDC and USDA, are working to finalize the Healthy People 2030 goals as of January 2020. FDA will
update the new targets when they are published.

SLFY 2021 targets for measures 212404, 212405 and 212407 are not available because HHS agencies, including
FDA and CDC and USDA, are working to finalize the Healthy People 2030 goals as of January 2020. FDA will
update the new targets when they are published.

32 Due to Program Realignment, ORA’s Workplan now combines Human and Animal food inspection activities

together, so this combination performance goal is repeated in both the Foods and Animal Drugs and Feed program
narratives.
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achieving key milestones. The FY 2020 and FY 2021 targets reflect increases in the number of
enrollees by 15 above the previous year’s actual number of enrollees or target.

Pathogen Detection

FDA microbiologists are evaluating and integrating commercially available instrumentation into
its microbiological testing workflow that is vastly improving the ability of FDA to more quickly
and effectively detect and characterize foodborne pathogens such as Salmonella directly from the
food supply. Improvements in sample throughput, along with the high degree of sensitivity and
specificity built into new pathogen detection technologies, have dramatically improved FDA’s
foodborne response and traceback capabilities. Technologies such as next-generation whole-
genome sequencing (WGS) and others have reduced the time required to conduct these analyses
from 14 days to just three days over the past few years. One updated technology which provides
highly accurate and rapid Salmonella serotype results for FDA, known as the flow
cytometry/fluorescence platform, has been validated extensively and is now deployed in nearly
all FDA field laboratories, as well as in CFSAN and CVM laboratories. In FY 2019, FDA met
the target of reducing the average number of days to serotype priority pathogens in foods in three
days. The proposed targets for FY 2020 and FY 2021 are three days, maintaining the critically
important progress in analytical return times achieved in prior years.

New ORA Field Performance Measures

ORA's new performance goals measure topics such as our commitment to follow-up on firms
receiving significant inspection violations, as well as measurements related to ORA regulatory
impact on violators, and are tracked on a 3-year rolling basis. Due to the nature of regulatory
actions and subsequent follow-up conducted by FDA, the duration of these events can vary
considerably. After regulatory action, FDA also works to schedule follow-up after a reasonable
time has passed to allow the firm to correct for the original violations. A 3-year rolling timeline
also ensures tracking of all significant violations that require attention, and allows for a more
robust analysis.

69



PROGRAM ACTIVITY DATA

NARRATIVE BY ACTIVITY

Foobs

CFSAN Workload and Outputs

FY 2019 Enacted®

FY 2020 Estimate

FY 2021 Estimate

Food and Color Additive Petitions

Petitions Filed " 10 10

Petitions Reviewed 10 10
Premarket Notifications for Food Contact Substances

Notifications Received 86 94 94

Notifications Reviewed 86 94 94
Infant Formula Notifications

Notifications Received * 24 31 31

Notifications Reviewed ° 16 22 22

FDA Review Time 90 days 90 days 90 days
New Dietary Ingredient Notifications

Notifications Received ° 40 40 40

Notifications Reviewed ’ 36 36 36

FDA Review Time 75 days 75 days 75 days

This number is for the cohort of petitions filed in the FY.

% Number reviewed includes petitions approved, withdrawn, or placed in abeyance due to deficiencies during the FY.

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

* A notification may include more than 1 infant formula.

® Number of submissions reviewed includes some submissions that were received in the previous FY.

®Number of submissions received in current FY includes some received late in the FY that are expected to be completed in

the next FY when the due date occurs.

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

the due date occurred in the current FY.

® During the government shutdown (furlough) from December 22, 2018 through January 25, 2019, the majority of CFSAN
employees were on furlough status, which directly impacted the FY 2019 Q2 data for various food safety programs. The
furlough precluded CFSAN program offices from accepting new industry notifications or applications, which impacted
CFSANS ability to accomplish performance targets, including conducting timely reviews of industry submissions.
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Field Foods Program Workload and Outputs FY2019 Actuals | FY2020 Estimate | FY2021 Estimate
FDA WORK
DOMESTIC INSPECTIONS
UNIQUE COUNT OF FDA DOMESTIC FOOD ESTABLISHMENT
INSPECTIONS 7,254 8,000 8,000
Domestic Food Safety Program Inspections 4,961 é < 5 8 é < =) 8
Imported and Domestic Cheese Program Inspections 11 5= % ; §] 5 ?>» E ; g
f=2 j=2]
Domestic Low Acid Canned Foods/ Acidified Foods Inspections 207} § % w"g § E 215 ﬁ ng E § £
_——— [s] —— (&}
Domestic Fish & Fishery Products (HACCP) Inspections 740 2 g £ é Ex|e ﬁ = é Ex
Import (Seafood Program Including HACCP) Inspections 18718 5 % 58 = 83 % 583
=z o = = z o = =
Juice HACCP Inspection Program (HACCP) 164 > E g g 3 g 2 E g g a g
b A B < a
Interstate Travel Sanitation (ITS) Inspections sl s585|88c585
Domestic Field Exams/Tests 1,986) 2,500 2,500
Domestic Laboratory Samples Analyzed 16,419 13,000 13,000
FOREIGN INSPECTIONS
UNIQUE COUNT OF FDA FOREIGN FOOD ESTABLISHMENT
INSPECTIONS* 1,747 1,400 1,400
All Foreign Inspections 1,747 1,400 1,400
TOTAL UNIQUE COUNT OF FDA FOODS ESTABLISHMENT INSPECTIONS
9,001 9,400 9,400
IMPORTS
Import Field BExams/Tests 141,905 168,200 168,200]
Import Laboratory Samples Analyzed 17,770 35,300 35,300
Import Physical Exam Subtotal 159,675 203,500 203,500
Import Line Decisions 17,722,742, 17,702,780 18,587,918
Percent of Import Lines Physically Examined 0.90% 1.15% 1.09%
Prior Notice Security Import Reviews
(Bioterrorism Act Mandate) 80,013 80,000 80,000
STATE WORK
UNIQUE COUNT OF STATE CONTRACT FOOD ESTABLISHMENT
INSPECTIONS 7,485 9,062 9,062
State Contract Food Safety (Non HACCP) Inspections 6,627 8,000 8,000
State Contract Domestic Seafood HACCP Inspections 757 1,000 1,000
State Contract Juice HACCP 50] 100 100)
State Contract LACF 101 100] 100
State Contract Foods Funding $13,359,092] $13,756,200] $13,893,762
Number of FERN State Laboratories 33 33 33
Annual FERN State Cooperative Agreements/Operations Funding $8,894,886 $15,865,891, $15,865,891,
Total State & Annual FERN Funding $22,253,978 $29,622,091 $29,759,653
GRAND TOTAL FOOD ESTABLISHMENT INSPECTIONS 16,486 18,462 18,462

! The FY 2019 actual unigue count of foreign inspections includes 133 OIP
inspections (67 for China, 59 for India, & 7 for Latin America).

2 ORA is currently evaluating the calculations for future estimates.

3 State partnership inspections have been removed fromthe PAD as they have been
phased out. All state inspections are now accounted for under the “state contract”
inspection category.
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Field Cosmetics Program Workload and Outputs

FY 2019 Actuals

FY 2020 Estimate

FY 2021 Estimate

FDA WORK

DOMESTIC INSPECTIONS
UNIQUE COUNT OF FDA COSMETICS ESTABLISHMENT
INSPECTIONS

Domestic Inspections

FOREIGN INSPECTIONS
UNIQUE COUNT OF FDA COSMETICS ESTABLISHMENT
INSPECTIONS

Foreign Inspections
IMPORTS
Import Field Exams/Tests
Import Laboratory Samples Analyzed

Import Physical Exam Subtotal

Import Line Decisions
Percent of Import Lines Physically Examined

GRAND TOTAL COSMETICS ESTABLISHMENT INSPECTIONS

73

73

4,586
249
4,835

2,762,411
0.18%

75

100

100,

1,600
400

2,000

2,866,063

0.07%

100

100

100,

1,600
400
2,000

3,009,366
0.07%

100

1 ORA is currently evaluating the calculations for future estimates.

72



NARRATIVE BY ACTIVITY
HuUMAN DRUGS

HUMAN DRUGS
FY 2019 2019 FY 2020 Fy 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted

HUMAN DIUGS ....cvniiiniieiieeseeiseses ettt ssssssss 1,881,529 1,851,609 1,973,122 2,022,348 49,226
BUAGEt AULNOTILY ... 663,295 662,892 683,195 683,411 216
User Fees 1,218,234 1,188,717 1,289,927 1,338,937 49,010
L0 ) - OO OSSPSR 1,676,069 1,659,208, 1,734,133 1,782,797, 48,664
BUAGEt AULNOTILY ..ottt 525,126 524,738 507,726 509,033 1,307,
USEr FEES......ceereierereeeeens 1,150,943 1,134,470, 1,226,407| 1,273,764 47,357,
Prescription Drug (PDUFA) 732,096 733,999 788,576 824,647 36,071
Generic Drug (GDUFA)......... 382,803 361,416 400,252 410,556 10,304
BioSimilars (BSUFA).......cuiiieenesisessiesiessse s ssssesens 35,416 37,994 36,938 37,908 970
628 1,060 641 653 12
205,460 192,401 238,989 239,551 562
BUAGEt AULNOTIEY ...ttt 138,169 138,154 175,469 174,378 -1,091
USBE FEES ..ottt 67,291 54,247 63,520 65,173 1,653
Prescription Drug (PDUFA).........cvnenenenese e 9,003 7,401 8,536 8,776 240
Generic Drug (GDUFA). ... sseesseseens 56,808 45,778 53,124 54,492 1,368
BioSimilars (BSUFA).......couriernerissessesisessesisssesesesessesens 1,100 677 1,472 1,510 38
OUutSOUIrCING FaCility......cooevienieiinieseces s 380 391 388 395 7
T 6,381 6,381 6,649 6,746 97

Authorizing Legislation: Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321-399); Public Health Service Act of
1944 (42 U.S.C. 201); Federal Advisory Committee Act (FACA) of 1972 as amended; Orphan Drug Act of 1983 (21
U.S.C. 360ee); Drug Price Competition and Patent Term Restoration Act of 1984 (Section 505(j) 21 U.S.C. 355(j))
(a.k.a. “Hatch Waxman Act”); Prescription Drug Marketing Act (PDMA) of 1987 (21 U.S.C. 353); Anti-Drug Abuse
Act of 1988; Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 201); Orphan Drug Amendments of
1988; Generic Drug Enforcement Act of 1992; Prescription Drug User Fee Act (PDUFA) of 1992; FDA Export
Reform and Enhancement Act of 1996; Food and Drug Administration Modernization Act (FDAMA) of 1997;
Public Health Security and Bioterrorism Preparedness and Response Act of 2002; Best Pharmaceuticals for Children
Act (BPCA) of 2002; Freedom of Information Act (FOIA) as amended in 2002 (5 U.S.C. § 552); Pediatric Research
Equity Act (PREA) of 2003; Project Bioshield Act of 2004 (21 U.S.C. 360bbb-3); Food and Drug Administration
Amendments Act (FDAAA) of 2007; Public Health Service Act of 2010 (42 U.S.C. 262); Protecting Patients and
Affordable Care Act of 2010; Food and Drug Administration Safety and Innovation Act of 2012 (FDASIA); Drug
Quality and Security Act (2013); Sunscreen Innovation Act (2014); Adding Ebola to the FDA Priority Review
Voucher Program Act (2014); 21% Century Cures Act (Cures Act) (2016); Food and Drug Administration
Reauthorization Act of 2017 (FDARA) (P.L. 115-52); and Substance Use-Disorder Prevention that Promotes Opioid
Recovery and Treatment for Patients and Communities Act (SUPPORT) (2018)

Allocation Methods: Direct Federal/Intramural

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

FDA's Human Drugs Program is responsible for:

e Ensuring the safety and efficacy of new and generic prescription and over-the-counter
(OTC) drug products

e Monitoring the safety of marketed drugs

e Overseeing drug quality to prevent and detect substandard or counterfeit drugs in the U.S.
market.
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FDA’s Human Drugs Program consists of the Center for Drug Evaluation and Research (CDER)
and Office of Regulatory Affairs (ORA) field drugs program. The Program operates with
funding from budget authority and user fees.

w

Figure 3 Medicine for a Patient

The Program’s mission is to promote and protect public health by ensuring that human drugs are
safe and effective for their intended uses, meet established quality standards, and are available to
patients. The Human Drugs Program supports FDA's priorities of improving health care quality
and reducing health care costs.

The following selected accomplishments demonstrate the Human Drugs Program’s delivery of its
regulatory and public health responsibilities in the context of current priorities.

Reduce the Burden of addiction crises that are threatening American families

Opioids

Opioids are effective medications that can help manage pain when properly prescribed for the
right condition and used properly. Addressing the opioid crisis is one of FDA’s highest priorities.
FDA regulates the drugs and devices used in the treatment of pain, as well as opioid addiction
and overdose, to ensure that the actions taken are in the best interest of public health.

FDA is working to improve the transparency of our benefit-risk paradigm for opioids, ensuring
that we continue to consider appropriately the wider public health effects of prescription opioids.
We are engaged in many ongoing activities aimed at furthering the overarching strategy,
including:

e Working more closely with its advisory committees before making critical product and
labeling decisions

e Enhancing safety labeling; requiring new data on long-term opioid analgesic use

e Seeking to improve treatment of both addiction and pain.

FDA is taking immediate steps to reduce the scope of the opioid addiction epidemic. We
continuously examine our role and policies in the regulation of opioids, drugs and devices used in
pain treatment, and in opioid addiction and overdose. FDA continues to accomplish goals laid
out under the HHS Opioid Strategy — the comprehensive, evidence-based plan that provides the
overarching framework to strategically leverage HHS resources and expertise. As part of the
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HHS Opioid Strategy, FDA is committed to examining all facets of the epidemic: opioid abuse,
misuse, addiction, overdose, and death, in the U.S. FDA has identified four priority areas to
address the epidemic. Some of FDA’s recent actions are described below:

Decreasing Exposure and Preventing New Addiction:

Awarded a contract to the National Academies of Sciences, Engineering, and Medicine to
help advance the development of evidence-based guidelines for appropriate opioid
analgesic prescribing

Approved the Opioids Analgesic REMS, providing additional training resources to health
care providers involved in the pain-management process

Launched the “Remove the Risk” campaign to help educate the public on the importance
of safe removal of unused opioid pain medicines from homes.

Supporting the Treatment of Those with Opioid Use Disorder:

Convened a public workshop titled “Expanding Access to Effective Treatment for Opioid
Use Disorder: Provider Perspectives on Reducing Barriers to Evidence-Based Care” to
explore expanding access to effective treatment for opioids use disorder

Held a public advisory committee meeting, soliciting advice on strategies to increase the
availability of naloxone — a medication that rapidly reverses the effects of opioid
overdose

Approved the first generic naloxone nasal spray to treat opioid overdose.

Fostering the Development of Novel Pain Treatment Therapies:

Hosted a two-day public meeting, “Opioid and Nicotine Use, Dependence, and Recovery:
Influences of Sex and Gender” to discuss how differences in sex may influence
susceptibility to substance abuse, and the potential implications for prevention and
treatment

Convened a meeting of the Anesthetic and Analgesic Drug Products Advisory Committee
to discuss the assessment of opioid analgesic sparing outcomes in clinical trials of acute
pain, trial design and endpoints, and how to determine the clinical relevance of the results.
Improving Enforcement and Assessing Benefit-Risk.

Announced ongoing efforts to stop the spread of illicit opioids, further secure the U.S.
drug supply chain and forcefully confront opioid epidemic

Announced new steps to strengthen FDA’s safety requirements aimed at mitigating risks
associated with transmucosal immediate-release fentanyl products

Hosted stakeholders, including thought leaders, government entities, academic
researchers, and advocacy groups at the second Online Opioid Summit to combat illegal
online opioid sales.

On October 24, 2018, the President signed into law the Substance Use-Disorder Prevention that
Promotes Opioid Recovery and Treatment (SUPPORT) for Patients and Communities Act. The
bipartisan legislation grants FDA additional authorities that will meaningfully advance our efforts
to combat the opioid crisis. Through the SUPPORT Act, CDER is advancing efforts to:
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e Address the challenges and barriers of developing non-addictive medical products
intended to treat pain or addiction

e Promote the development of evidence-based opioid prescribing guidelines to treat acute
pain resulting from specific conditions or procedures

e Implement our new authority to issue a mandatory recall for any controlled substance if
there is a probability that it would cause serious adverse health consequences or death

e Implement our new authority to require certain packaging and disposal for opioids and
other drugs, to mitigate the risk of abuse and misuse

e Implement our new authority to require post-market studies of the long-term efficacy of
opioid analgesics to help FDA advance our understanding of opioid pain medicines.

FDA recognizes both the risks of opioid use and the benefits of these drugs for patients who need
them, including those with debilitating chronic pain conditions. The issue of opioid misuse and
abuse remains one of our highest priorities, and we believe it is going to take carefully developed,
sustained, and coordinated action by everyone involved to reduce the tide of opioid addiction and
death afflicting our communities; while maintaining appropriate prescribing for patients in
medical need.

Foster Competition and Innovation

The goal of the Human Drugs Program is to promote the public health by ensuring that
prescription and OTC human drug products, including brand-name and generic products, are safe
and effective. In addition, FDA aims to ensure that novel prescription drugs become available in
a timely manner while maintaining FDA’s high standards for safety and efficacy.

Novel drugs are often innovative products that serve previously unmet medical needs or
otherwise significantly help to advance patient treatment and public health. In calendar year
2018, CDER approved 59 novel drugs. From 2009 through 2018, CDER has averaged about 36
novel drug approvals per calendar year. More than 71% of CDER’s 2018 novel drug approvals
were approved in the U.S. before other countries, providing Americans first access to treatment.

The Human Drugs Program employs multiple regulatory tools including FDA’s expedited
development and review programs — fast track, priority review, accelerated approval, and
breakthrough therapy designations. Early and repeated communications between FDA and
sponsors have also helped expedite development and review, which can lead to getting products
to market more quickly.

FDA is working to increase speed and efficiency in several areas of the clinical trial phase of
drug development including:

e Assisting with establishing flexible clinical development designs and accepting such
designs when they support the high standards for demonstrating safety and efficacy

e Meeting frequently and working closely with industry sponsors throughout the
development process to plan efficient clinical trial programs and agree on needed data

e Helping create clinical trial networks and “master protocols,” to streamline clinical trials,
reduce the cost of conducting, and reduce the time needed to carry them out.
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Drug Shortages

Drug shortages can delay or prevent patients from getting needed care. Drugs in short supply
may also lead health care professionals to rely on second-line alternative drug products that may
be less effective or associated with higher risks. The Food and Drug Administration Safety and
Innovation Act of 2012 (FDASIA) granted authorities that enabled FDA to coordinate with
manufacturers to help prevent or mitigate drug shortages. The FD&C Act (as amended by
FDASIA) requires manufacturers to provide early notification of permanent discontinuances or
interruptions in manufacturing of covered prescription drugs that are likely to lead to a
meaningful disruption in supply of those drugs in the U.S. These requirements have helped
ensure that FDA is able to work with industry early on to address problems before shortages
occur and resulted in decreasing numbers of new shortages in recent years.

FDA continues to make significant progress in reducing the number of drug shortages, from 251
new shortages in 2011 to 26 new shortages in 2016. Unfortunately, this downward trend did not
continue into 2017 and 2018. A major drug manufacturer closed a manufacturing facility for
remediation purposes in 2017, and this closure resulted in the loss of manufacturing capacity
needed for the supplies of numerous drug products. In 2017, there were a total of 39 new drug
and biological product shortages identified and 54 for 2018.

FDA has been working with manufacturers to resume production and has expedited review of
new submissions, helping to increase supplies. FDA helped to prevent 145 additional drug and
biological shortages in 2017 and 160 during 2018 and continued these important prevention
efforts int 2019.

To continue transparency on FDA's processes, an update to the Manual of Policies and
Procedures (MAPP 41901.1 Rev. 3) on CDER Drug Shortage Management was posted to our
website on December 4, 2018.3 To further understand and address shortages, in July 2018, FDA
created a Task Force, comprising of senior leaders from FDA, the Centers for Medicare and
Medicaid and Medicaid Services, and the Department of Veterans Affairs to identify the root
causes and holistic solutions for this critical public health problem. The task force intends to
submit a report on this issue to Congress by the end of 2019.

On November 27, 2018, the FDA Drug Shortages Task Force, under a cooperative agreement
with the Robert J. Margolis, MD, Center for Health Policy at Duke University, held a public
meeting with stakeholders on “Identifying the Root Causes of Drug Shortages and Finding
Enduring Solutions.” This public meeting built on earlier listening sessions and one-on-one
stakeholder meetings and allowed FDA to obtain valuable feedback from additional stakeholder
groups, including health care professionals, patients, manufacturers, wholesalers, pharmacists,
insurers, academic researchers, and the public.

33 Updated MAPP is available at
https://www.fda.gov/downloads/AboutFDA/CentersOffices/OfficeofMedicalProductsand Tobacco/CDER/ManualofP
oliciesProcedures/UCM079936.pdf.
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Drug Pricing and Access - Biosimilars

In July 2018, FDA released the Biosimilars Action Plan® (BAP) to provide information about the
key actions FDA is taking to encourage innovation and competition among biological products
and the development of biosimilar products. The BAP builds on the progress in implementing
the approval pathway for biosimilar and interchangeable products. The BAP is focused on four
key areas:

e Improving the efficiency of the biosimilar and interchangeable product development and
approval process

e Maximizing scientific and regulatory clarity for the biosimilar product development
community

e Developing effective communications to improve understanding of biosimilar products
among patients, clinicians, and payors

e Supporting market competition by reducing gaming of FDA requirements or other
attempts to unfairly delay competition.

BsUFA supports the review process for biosimilar biological product applications. The
Biosimilar Product Development (BPD) Program was created as a part of BSUFA to provide a
mechanism and structure for the collection of development-phase user fees to support FDA’s
biosimilar review program activities. As of July 1, 2019, 80 programs were in the BPD Program.
CDER has received meeting requests to discuss the development of biosimilar products for 36
different reference products. As of July 23, 2019, FDA has licensed 23 biosimilar products.
These accomplishments represent the next step to increasing treatment options for patients.

In December 2018, FDA hosted a webinar for health care professionals to provide an overview of
the regulatory framework for biosimilar and interchangeable products, including the general
approval requirements for biosimilars, the approach and scientific concepts used in the
development of biosimilar products, and clinical and practical considerations when using
biosimilar and interchangeable products.

Additionally, in December 2018 FDA issued two draft guidances and two final guidances for
industry. The final guidance entitled “Questions and Answers on Biosimilar Development and
the BPCI Act” and the draft guidance entitled, “New and Revised Draft Q&As on Biosimilar
Development and the BPCI Act (Revision 2)” are companion guidance documents that, through a
question and answer (Q&A) format, are intended to inform prospective applicants and facilitate
the development of proposed biosimilars and interchangeable products, as well as to describe
FDA’s interpretation of certain statutory requirements added by the Biologics Price Competition
and Innovation Act of 2009 (BPCI Act). The final guidance entitled, “Interpretation of the
‘Deemed To Be a License’ Provision of the Biologics Price Competition and Innovation Act of
2009” and the draft guidance entitled, “The ‘Deemed to be a License’ Provision of the BPCI
Act: Questions and Answers” describe and provide answers to common questions about FDA’s
interpretation of the statutory provision under which an application for a biological product
approved under the Federal Food, Drug, and Cosmetic Act (FD&C Act) as of March 23, 2020,

34 For additional information visit https://www.fda.gov/media/114574/download
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will be deemed to be a license for the biological product under the Public Health Service Act
(PHS Act) on March 23, 2020.

In March 2019, FDA issued a draft guidance for industry, “Nonproprietary Naming of Biological
Products — Update.” This draft guidance describes FDA’s current thinking that the
nonproprietary names of biological products licensed under section 351 of the PHS Act without
an FDA-designated suffix do not need to be revised to add a suffix to accomplish the objectives
of the naming convention described in the final guidance for industry, issued in January 2017.
The draft guidance also describes FDA’s current thinking on the appropriate suffix format for the
proper name of an interchangeable biological product licensed under section 351(k) of the PHS
Act. For each interchangeable product, FDA intends to designate a proper name that is a
combination of the core name and a distinguishing suffix that is devoid of meaning and
composed of four lowercase letters.

In May 2019, FDA held a public hearing to discuss access to affordable insulin products and
issues related to the development and approval of biosimilar and interchangeable insulin
products. In addition, FDA issued two guidance documents for industry. FDA issued a final
guidance, “Considerations in Demonstrating Interchangeability with a Reference Product.” This
guidance on interchangeable products reflects FDA’s current thinking on important scientific
considerations in demonstrating that a proposed product is interchangeable with a reference
product for the purposes of submitting a marketing application or supplement under section
351(k) of the PHS Act. FDA also issued a draft guidance for industry, “Development of
Therapeutic Protein Biosimilars: Comparative Analytical Assessment and Other Quality-Related
Considerations.” This guidance describes FDA’s recommendations on the design and evaluation
of comparative analytical studies intended to support a demonstration that a proposed product is
biosimilar to a reference product licensed under section 351(a) of the PHS Act. Additionally, this
guidance is intended to provide recommendations to sponsors on the scientific and technical
information for the chemistry, manufacturing, and controls (CMC) portion of a marketing
application for a proposed product submitted under section 351(k) of the PHS Act.

Harnessing Real-world evidence

FDA uses real world evidence to monitor postmarket safety and adverse events, and to make
regulatory decisions. This includes integrating evidence such as electronic health records,
registries, and claims and billing data into regulatory decision making and to answer questions
relevant to broader populations of patients.
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Sentinel

Sources of Real World Data: Electronic health records, insurance
FDA’s Sentinel SyStem started as a claims, patient registries, digital health applications.
congressional mandate in the FDA
Amendments Act of 2007 and has g iven rise to Real World Evidence: Clinical evidence regarding the use and
one Of th ew 01'1 d, S pr emi er re al-Worl d evi d ence potential benefits or risks of a medical product derived from

analysis of real world data.

generation platforms. From 2000-2019 the
distributed database has collected information , ,

A . . . Real World Data: Data relating to patient health status and/or the
on more than 300 mllllon patlentS, mCIUdlng delivery of health care routinely collected from a variety of sources.
70 million patients who are accruing new data,
and beneficiaries of both federal and private
insurance. The Sentinel System operates on a
distributed database design that enables
Sentinel to be one of the world’s largest multi-site, privacy-preserving, medical product safety
surveillance systems with highly-curated data.

Figure 4 Data used to support postmarket safety activities

The year 2019 marks three years of the Sentinel System serving as a fully-functional and
integrated part of FDA’s regulatory process. Sentinel has proven to be a vital source of safety
information that can inform regulatory decision-making and expand our knowledge of how
medical products perform once they are widely used in medical practice. Using the Sentinel
System, FDA has found it feasible to study more than 18 different safety issues that would have
otherwise resulted in industry-required postmarket safety studies.

On March 11, 2019, FDA hosted a public, pre-bid forum largely attended by community,
academic and industry stakeholders to officially introduce the third, five-year Sentinel contract
recompete released in advance of the event. The new Sentinel contract is set to be awarded in
October 2019 to enhance the systemic benefits and impact across FDA.

In April 2019, FDA held the Eleventh Annual Sentinel Initiative Public Workshop. Day three of
this event served as the first International Forum for Regulators, by regulators—highlighting the
conceptual, analytic and regulatory pathways utilized by the FDA through use of the Sentinel
System to conduct analyses.

FDARA and 21st Century Cures Act Implementation

FDARA provided the second authorizations of the Generic Drug User Fee Amendments
(GDUFA 11), the Biosimilars User Fee Act (BsUFA II), and the sixth authorization of the
Prescription Drug User Fee Act (PDUFA VI). The five-year reauthorizations ensured FDA
continued to receive consistent funding from FY 2018 through FY 2022 to support program
innovation, evaluation, and improvement. GDUFA 11, BsUFA Il and PDUFA VI continue to
deliver tremendous public health benefits by:

e Providing timely access to more affordable generic drugs and biosimilar biological
products

e Providing patients with more affordable treatments

e Enhancing FDA’s capacity to fulfill its mission of bringing novel drug products to
market.

80



NARRATIVE BY ACTIVITY
HuUMAN DRUGS

Generic Drug Review

Many Americans face challenges with access to medically necessary drug products due to the
rising healthcare costs fueled largely by prescription drug pricing. The availability of safe and
effective generic drugs can help reduce the cost of drug products. As such, generic drug review
is a high priority for the Human Drugs Program. The review function supports the larger FDA
mission of promoting and protecting public health. To encourage generic drug development and
approval FDA has:

e issued multiple industry guidances to bring greater transparency to the generic drug
review and approval process and to support prospective generic drug developers

e updated FDA’s list of off-patent, off-exclusivity branded drugs without unapproved
generic to encourage generic drug development with limited competition

e enhanced FDA'’s review process efficiency to improve the speed and predictability of
generic drug review process

e issued guidances for industry, launched informational web pages, and held workshops
to maximize scientific and regulatory clarity with respect to complex generic drugs to
help reduce the time, uncertainty, and cost of drug development

e updated FDA’s list identifying all drug products about which FDA has received a request
for assistance in obtaining samples of the branded drug for generic drug development.

GDUFA 11 includes important features to modernize the generic drug program. For example,
under GDUFA 11, certain applications may be eligible for a shorter review time, including
applications for products that are on FDA’s drug shortage list. Our GDUFA II commitment also
includes a pre-Abbreviated New Drug Application (pre-ANDA) program designed to support
development of complex generic drug products. The pre-ANDA program features meetings
between FDA and sponsors at various stages of drug development to help clarify regulatory
expectations early in product development and during application review.

FDA has also taken several actions under the FDA Drug Competition Action Plan (DCAP) to
help remove barriers to generic drug development and market entry to spur competition so that
consumers can get access to the medicines they need at affordable prices. FDA has focused
efforts under the DCAP on three key areas:

e Improving the efficiency of the generic drug development, review and approval processes

e Maximizing scientific and regulatory clarity with respect to generic versions of complex
drug products

¢ Closing loopholes that allow brand drug companies to “game” the Hatch-Waxman
Amendments in ways that forestall the generic competition that Congress intended.

In FY 2019, FDA established policies and took actions under the DCAP to promote generic drug
development in areas where there is inadequate competition. As of July 23, 2019, FDA
published 199 new and revised drug development guidance documents. Of these, 125 address the
development of generic versions of complex, difficult-to-copy, drugs. Furthermore, FDA
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launched a new website35 with information about FDA’s plans for issuing these new or revised
product-specific guidances in the coming year for complex products as defined in the GDUFA 11
Commitment Letter. The information on this web page is anticipated to help generic drug
companies better plan their development of complex generic drug products.

In FY 2019, FDA also published two updates to the List of Off-Patent, Off-Exclusivity Drugs
without an Approved Generic. This list is comprised of approved new drug application (NDA)
drug products that are no longer protected by patents or exclusivities, and for which the FDA has
not approved an ANDA referencing that NDA product. FDA maintains this list to improve
transparency and encourage the development and submission of generic drug applications for
products in markets with little competition.

In February 2019, FDA took another step to encourage generic entry for drugs that face
inadequate competition by publishing a draft guidance36entitled Competitive Generic Therapies
(CGTs). This guidance lays out new, efficient guidelines for the use of a novel pathway that
provides incentives for developing generic versions of drugs that currently face little or no
competition. As of July 23, 2019, FDA has approved 11 ANDAs for generic drugs designated as
CGTs.

In July 2019, FDA issued a draft guidance37 explaining the FDA-related aspects of a process
where drug applicants and drug master file holders can propose the development of a new
monograph or suggest revisions to an existing United States Pharmacopeia (USP) monograph
during the FDA’s evaluation of a product application or drug master file in order to help prevent
potential generic drug approval delays due to USP monograph noncompliance.

Under GDUFA 1l and the DCAP, FDA will continue modernizing the generic drug program and
ensuring that Americans have timely access to safe, effective, high-quality, and lower-cost human
generic drugs.

Generic Product Approvals

Below are some of CDER's recent generic product approvals. This list does not represent any
degree of importance or priority ranking of products.®

35 Visit https://www.fda.gov/drugs/quidances-drugs/upcoming-product-specific-guidances-complex-generic-drug-
product-development for additional information

% Guidance posted at https://www.fda.gov/media/125134/download.

37 Guidance posted at https://www.fda.gov/media/128689/download.

38 For more information on product approvals and designations visit
http://www.fda.gov/NewsEvents/ProductsApprovals//.
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(generic of Tracleer)

Product Approved Product Name FDA - Approved Use on Approval Date
Category

Opioid Apr 2019 Naloxone Hydrochloride | For the emergency treatment of known or
Dependence Nasal Spray suspected opioid overdose

(generic of Narcan)

Infections Aug 2018 Cefepime Hydrochloride | For the treatment of infections caused by
for Injection susceptible strains of microorganisms

(generic of Maxipime)

Oct 2018 Cefixime Capsules, 400 For the treatment of adults and children six
mg (generic of Suprax) months and older with urinary tract
infections, pharyngitis, tonsillitis, acute
exacerbations of chronic bronchitis, and
uncomplicated gonorrhea (cervical/urethral)
Cancer Oct 2018 Abiraterone Acetate For the treatment of patients with metastatic

Tablets castration-resistant prostate cancer

(generic of Zytiga)

Dec 2018 Toremifene Citrate For the treatment of metastatic breast

Tablets (generic of cancer in postmenopausal women with

Fareston) estrogen-receptor positive or unknown

tumors
Mar 2019 Fulvestrant Injection For the treatment of:

(generic of Faslodex) e HR-positive advanced breast cancer
in postmenopausal women with
disease progression following
endocrine therapy

e HR-positive, HER2-negative
advanced or metastatic breast
cancer in combination with
palbociclib or abemaciclib, in
women with disease progression
after endocrine therapy

Other Jan 2019 Lurasidone For the treatment of schizophrenia and
Hydrochloride Tablets depressive episodes associated with Bipolar |
(generic of Latuda) Disorder (bipolar depression) in adults
Feb 2019 Sevelamer Hydrochloride | For the control of serum phosphorus in
Tablets patients with chronic kidney disease on
(generic of Renagel) dialysis
Apr 2019 Bosentan Tablets For the treatment for pulmonary arterial

hypertension

New Drug Review

With PDUFA V, FDA created a new review program (the Program) for Enhanced Review
Transparency and Communication for new molecular entity (NME) new drug applications
(NDAs) and original biologics license applications (BLAS) for applications received between
October 1, 2012, through September 30, 2017. The goals of the Program were to increase the
efficiency and effectiveness of the first review cycle and decrease the number of review cycles
necessary for approval. To accomplish these goals, the Program provided new opportunities for
communication between applicants and the FDA review team, as well as 60 days review clock
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time for FDA to meet with the applicant as well as address review activities for these highly
complex applications.

PDUFA VI contained many enhancements designed to build on the achievements of earlier
agreements. One of the key programs continuing under PDUFA VI is the Program. As of
September 2018, FDA has received 355 applications through this Program since its October 1,
2012 inception, with more communication and transparency between the applicant and the FDA
review team during review of marketing applications.

FDA is using vital PDUFA resources to continue to support early and meaningful communication
between FDA and drug sponsors, including through the popular, highly successful, and resource-
intensive Breakthrough Therapy program. Seventy-one percent of the novel drugs approved in
2018 were approved in United States before any other country. Thirty-two percent of novel
drugs approved in 2018 were first-in-class, which is one indicator of the drug’s potential for
strong positive impact on the health of the American people. Additionally, 73% of 2018 novel
drugs approvals were designated in one or more expedited categories of Fast Track,
Breakthrough, Priority Review, and/or Accelerated Approval.

During FY 2018, CDER's, Office of New Drugs (OND) published 59 guidance documents.
Thirty-five of these guidance documents were considered clinical/medical in nature and included
guidance on notable topics such as the submission procedures for human factors protocols for
new drug applications and biologics license applications, as well as guidance on adaptive design
for clinical trials. OND also conducted nine public meetings related to the process for the review
of human drugs, including biological products.

PDUFA VI continues to support drug development oversight and marketing application review
for the new drugs regulatory program. Some important components of the PDUFA VI agreement
include:

e Resources for the highly successful and resource-intensive Breakthrough Therapy
program

Commitments regarding FDA’s ongoing Patient-Focused Drug Development Initiative
Enhanced use of real-world evidence in regulatory decision making

Additional postmarket funding for FDA’s Sentinel system

Process improvement work related to combination product review.

New Product Approvals

Below are some of CDER's recent new product approvals. This list does not represent any
degree of importance or priority ranking of products.*

Product Approved | Product Name FDA-Approved Use on Approval Date
Category

May 2019 | Mayzent To treat adults with relapsing forms of multiple sclerosis

3% For more information on product approvals and designations visit
http://www.fda.gov/NewsEvents/ProductsApprovals//.
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Product Approved | Product Name FDA-Approved Use on Approval Date
Category
Autoimmune Apr 2019 Skyrizi To treat moderate-to-severe plaque psoriasis in adults who
Disease are candidates for systemic therapy or phototherapy
Cancer Apr 2019 Balversa To treat adult patients with locally advanced or metastatic
bladder cancer
May 2019 | Pigray To treat breast cancer
Jun 2019 Polivy To treat adult patients with relapsed or refractory diffuse
large B-cell lymphoma
Jul 2019 Xpovio To treat adult patients with relapsed or refractory multiple
myeloma (RRMM)
Heart Disease | May 2019 | Vyndagel To treat heart disease (cardiomyopathy) caused by
transthyretin mediated amyloidosis (ATTR-CM) in adults
Hematology Feb 2019 Cablivi To treat adult patients with acquired thrombotic
thrombocytopenic purpura (aTTP)
Infectious Feb 2019 Egaten To treat fascioliasis, a parasitic infestation caused by two
Diseases species of flatworms or trematodes that mainly the affect
the liver, sometimes referred to as “liver flukes”
Jul 2019 Recarbrio To treat complicated urinary tract and complicated intra-
abdominal infections
Other Feb 2019 Jeuveau For the temporary improvement in the appearance of
moderate to severe glabellar lines associated with
corrugator and/or procerus muscle activity in adult patients
Mar 2019 | Zulresso To treat postpartum depression (PPD) in adult women
Mar 2019 | Sunosi To treat excessive sleepiness in adult patients with
narcolepsy or obstructive sleep apnea
Apr 2019 Evenity To treat osteoporosis in postmenopausal women at high
risk of fracture
Jun 2019 Vyleesi To treat hypoactive sexual desire disorder in
premenopausal women

21st Century Cures

The Cures Act supports our innovation and evidence framework to expedite the delivery,
discovery, development, and evaluation of beneficial new medical products for the American
public. The Cures Act includes provisions regarding FDA’s ongoing activities to:

e Facilitate greater patient engagement in drug development

e Advance innovative clinical trials through adaptive designs and novel statistical modeling

e Evaluate the potential use of real-world evidence derived from real-world experience in
regulatory decision-making

e Support the advancement of emerging manufacturing technologies

e Qualify new drug development tools.

Additionally, the Cures Act provides new hiring authorities to improve FDA’s ability to compete
with industry and academia in hiring and retaining scientific experts.

The Cures Act included authorization of the limited population pathway for antibacterial and
antifungal drugs (LPAD). This facilitates the development and approval of antibacterial and
antifungal drugs intended to treat serious or life-threatening infections in a limited population of
patients with unmet needs. In 2018, FDA published draft guidance describing the recommended
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criteria, processes, and other general considerations for demonstrating the safety and
effectiveness of drugs approved under the LPAD pathway. FDA is working to revise this draft
guidance and meet the statutory deadline for publication of the final guidance by February 2020.
The Cures Act clarified FDA’s authority to:

e Remove the breakpoint information from antimicrobial drug labeling

e Leverage the work done by standards development organizations

e Take advantage of online tools to modernize and streamline the updating of breakpoints
information for these antimicrobial drugs.

Under the Cures Act, FDA launched the susceptibility test interpretive criteria (STIC or
“breakpoints’) web pages. This new approach allows the FDA to simultaneously update the
breakpoints for multiple antimicrobial drugs that have the same active ingredient and share that
information transparently via a dedicated FDA web page that will list FDA-recognized
breakpoints. This system provides up-to-date information to the healthcare community in a more
streamlined manner. In 2018, FDA opened a public docket to receive comments on the FDA-
recognized breakpoints listed on the web page.

In accordance with the Cures Act, FDA established an updated qualification process for drug
development tools (DDT) including biomarkers, clinical outcome assessments (COAs), and
animal models for proposed contexts of use for drugs and biologics. Once a DDT is qualified
under the new process, it can be used for its qualified context of use to support regulatory
decisions. For biomarkers, FDA’s work is primarily focused in two distinct areas:

e Supporting use of surrogate endpoints in individual drug and biological product
development programs, including by cataloguing those previously used as well as a
process to develop novel surrogate endpoints (SE)

e Facilitating a public process to support biomarker qualification as a DDT

In 2018, FDA published a list of SEs which were the basis of approval or licensure (as
applicable) of a drug or biological product for both accelerated and traditional approval. The
information is intended to provide greater clarity for drug developers on SEs that may be
considered and discussed with FDA for individual development programs. It will also help
facilitate discussions of potential SEs with FDA review divisions. The SE table will be updated
every six months. In addition, FDA actively works with NIH and other stakeholders in the
development of evidentiary criteria to support qualification tools. The Cures Act requires FDA to
publish a guidance describing the standards, process, and timeframes for DDT qualification. In
November 2018, FDA developed and presented a draft taxonomy for public comment in a federal
register notice, and discussed it at a public workshop in December. In 2019, FDA launched a
new grant program to fund significant research conducted under the qualified DDT program
topics. FDA anticipates that up to 30 awards will be made to further the development of tools
that, once qualified, will be made publicly available to fill unmet needs in drug development.

The Cures Act authorized FDA to issue grants to study continuous manufacturing — a
technologically advanced and automated manufacturing method. Continuous manufacturing
provides a faster, more reliable way to make drugs and biological products and can help reduce
drug shortages and recalls related to problems with product or facility quality. In 2017, FDA
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granted an award to the University of Connecticut to develop and build a continuous
manufacturing platform with modular components for complex dosage forms. In July 2018, FDA
awarded new three-year grants to Rutgers, Georgia Tech and MIT to study and recommend
improvements to the process of continuous manufacturing of drugs and biological products, and
similar innovative monitoring and control techniques. In 2019, FDA continued support for these
ongoing grants. This research is likely to advance FDA’s regulatory science and facilitate
production of high-quality, cost-effective complex drug products for the benefit of the public.

The Cures Act requires FDA to evaluate the potential use of real-world evidence (RWE) to
support the approval of new indications of approved medical products, or to satisfy post-approval
study requirements for marketed products. FDA is evaluating how real-world data sources such
as electronic health records, registries, and claims and billing data may potentially be useful in
regulatory decision making. In December 2018 FDA published a framework to evaluate the use
of RWE to support regulatory decisions, which was informed by feedback gathered from
industry, academia and patient advocacy stakeholders. Additionally, in January 2019 FDA,
through its cooperative agreement with Duke Margolis, met with specific data curators to gather
organizational perspectives and explore potential best practices for data curation steps or
techniques. In July 2019, FDA held a public workshop to bring the stakeholder community
together to explore key considerations for utilizing real-world data to generate RWD in
randomized designs, such as large simple trials or those that incorporate pragmatic elements.

International Harmonization

FDA leads and engages in work conducted by the International Council on Harmonisation of
Technical Requirements for Pharmaceuticals for Human Use (ICH) to pursue international
harmonization of scientific and technical standards for drugs, including both innovator and
generic drugs. Harmonizing the drug development process allows drug developers to implement
a single global drug development program and utilize common elements of applications to file for
approval in multiple markets.

To advance this initiative, FDA facilitated ICH’s review and approval of an FDA-proposed
“reflection paper” outlining a new strategic approach for developing and enhancing ICH
guidelines to support the harmonization of scientific and technical standards for generic drugs.
Following ICH’s approval of this paper, ICH established an FDA-led discussion group to discuss
regional requirements for bioequivalence study design and to identify opportunities for
harmonization. Harmonization of these requirements could allow manufacturers to use the data
submitted in support of a generic drug marketing application to meet other regions’ regulatory
requirements for approval thereby resulting in more efficient development and increased patient
access.

In addition, FDA has advanced several new harmonization projects under ICH. This includes
two recent FDA proposals to revise the ICH E6(R3) Guideline on Good Clinical Practices to
address the increasing diversity of study types and data sources that are being employed to
support regulatory and other health policy decisions; and revision of ICH Q5A Viral Safety
Evaluation of Biotechnology Products Derived from Cell Lines of Human or Animal Origin to
provide updated guidance on technologies for virus detection and quantification, and validation
approaches for virus clearance, and expand the scope of the Guideline to include new
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biotechnology products such as viral-like particles and viral-vectored particles. Further, FDA
will be actively participating in several other harmonization projects that are currently initiating.

FDA continues to collaborate with regulatory authorities and the pharmaceutical industry under
ICH to identify areas where there is a commonly-recognized need for regulatory harmonization;
and to develop guidelines to improve the quality and efficiency of drug development,
manufacturing, and post-market safety oversight across multiple regulatory regions. FDA
participates in each of ICH’s 26 working groups and plays a leading role in half of them. These
working groups achieve significant progress in the development of new guidelines, revision of
existing guidelines, and the development of question and answer documents and training
materials to facilitate consistency in the global implementation of ICH guidelines.

FDA believes that harmonizing scientific and technical standards for human drugs will help
advance markets that drive product competition and increase patient access to high-quality drugs
worldwide. FDA will continue pursuing other ways to harmonize international standards for both
brand and generic drugs to lower barriers for global entry, expand the opportunities for U.S. drug
developers and improve the economic framework for drug development and competition.

Combating Antibiotic Resistant Bacteria

Over the last few decades, antibacterial drug development has not kept pace with patients’ needs.
Patients and clinicians are increasingly confronting infections caused by pathogens resistant to
many antibacterial drugs in both the inpatient and outpatient settings. Antibacterial products are
challenging to develop because of the need to study a new therapy in an acute serious disease
setting. For example, patients with serious infections are likely to be acutely ill and in need of
urgent therapy, which results in challenges in completing trial enrollment procedures in a timely
manner. In addition, many patients with serious infections have significant comorbidities that
may render them less likely to be enrolled in a clinical trial. Furthermore, there are significant
economic challenges in the field of antibacterial therapeutics.

Despite these considerable challenges in developing an antibacterial drug, FDA approved thirteen
new antibacterial drugs over the past five years, all of which were designated as qualified
infectious disease products pursuant to section 505E(d) of the FD&C Act. The antibacterial
product pipeline nevertheless remains very fragile. The regulatory science research projects
described below help to facilitate the development and informed use of antibacterial drugs.

CDER has awarded external contracts, through FDA’s Broad FDA Announcement, to fund
research on:

e The development of a data collection method using electronic medical records from
patients with blood infections to update laboratory standards for reporting drug resistance

e Clinical and animal model studies to more quickly develop antibacterial drug dosing
recommendations for newborns with meningitis and other serious infections

e Animal model studies to assist the development of new antibacterial drugs targeting high
priority resistant pathogens.

In addition, CDER awarded Interagency Agreements to work with other federal agencies to fund:
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e CDC studies to understand the microbiome disruption potential for antibacterial drugs and
the generation of data to assess antibacterial drug susceptibility

e Assistant Secretary for Planning and Evaluation (ASPE) studies to understand the market
for antibacterial drugs, as well as the incentives for, and social value of developing new
antibacterial drugs

e NIH study to identify patients from electronic health records treated with new antibiotics
active against resistant gram-negative infections to help complement the ASPE study
above to understand the market.

CDER also funded research fellowships through the OAK Ridge Institute for Science and
Education (ORISE) to:

e Perform research analysis in conducting comparative epidemiologic studies of the causes
of serious bacterial infections and resistance phenotypes in different geographical regions

e Establish a database of antimicrobial drugs in development with elements such as the
class of drug, mechanism of action, ability to maintain activity in the presence of various
resistance mechanisms, and stage of development

e Evaluate the current state of animal models of serious bacterial infection by cataloguing
previously-used models, conducting an assessment focused on the ability of various
models to predict human response, and hypothesizing explanations for model failures

e Study the impact of ethnic factors to the Pharmacokinetics and Pharmacodynamics of
anti-infective products

e Conduct a scientific assessment of data from FDA-funded external research projects
focused on antibacterial drug resistance.

CDER’s coordinated activities address some important gaps in knowledge for antibacterial drug
development. Other important areas of work are needed to provide dependable pathways for
studying new antibacterial drugs.

Drug Quality and Security Act Implementation
Title I - Compounding

In November 2013, after a fungal meningitis outbreak linked to contaminated compounded drugs
caused more than 60 deaths and over 750 cases of illness, the Drug Quality and Security Act
(DQSA) was enacted, providing FDA with additional responsibilities to oversee compounding.
DQSA added a new section 503B to the FD&C Act, creating a new category of compounders
known as outsourcing facilities. Seventy-four firms were registered with FDA as outsourcing
facilities at the end of fiscal year 2018. DQSA also amended section 503A of the FD&C Act to
remove provisions that the U.S. Supreme Court held to be unconstitutional in 2002.

Following the enactment of DQSA, FDA has acted quickly to increase its drug compounding
oversight through inspections and enforcement, developing policies regarding the compounding
provisions of Federal law, convening and obtaining input from an advisory committee,
collaborating and coordinating with state regulators, and conducting stakeholder outreach.
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Since enactment of DQSA, FDA has continued to receive reports of serious adverse events
associated with compounded drugs and to identify poor drug production practices, and has
completed the following actions to mitigate the risk of patient harm:

e Conducted over 700 inspections of compounders, including over 180 inspections of
compounders registered as outsourcing facilities

e Issued over 230 warning letters to compounders, including one warning letter that
addressed violations identified at four facilities

e Issued over 120 letters to state agencies, referring findings from inspections of pharmacies
in situations where FDA believes that any necessary follow-up can be overseen
appropriately by the state

e Oversaw over 240 recall events regarding compounded drug products.

FDA has issued 24 draft and revised draft guidance documents regarding compounding and
related activities, 18 of which have been finalized. FDA has also issued four proposed rules,
three of which have been finalized, a Federal Register Notice regarding the list of bulk drug
substances that may be used in compounding under section 503B, and two draft memoranda of
understanding. The policy documents address many significant compounding and related
provisions of the FD&C Act and are an important part of FDA’s efforts to communicate with
stakeholders about its regulatory policies, and to protect patients’ health from the risks associated
with compounded drugs.

In addition, FDA continues to convene the Pharmacy Compounding Advisory Committee
(PCAC), which provides advice on scientific, technical, and medical issues concerning drug
compounding under sections 503A and 503B of the FD&C Act. FDA held two meetings of the
PCAC in FY 2015, three meetings in FY 2016, two meetings in FY 2017, and one meeting in FY
2018.

Further, FDA continues to support stakeholder outreach and collaboration activities. FDA meets
with stakeholder organizations including pharmacy, medical, hospital, insurer, and industry
organizations, as well as consumer groups and outsourcing facilities, to hear their views on
matters related to compounding. FDA has held seven sets of listening sessions with more than 75
stakeholder organizations. FDA also hosts intergovernmental working meetings with
representatives of the state boards of pharmacy to increase and improve our collaborative efforts
to oversee compounding facilities throughout the United States. FDA has held seven such
intergovernmental working meetings, with an eighth to occur in October 2019. FDA also held a
public meeting titled “Proposed Current Good Manufacturing Practice Policies for Outsourcing
Facilities: Considerations Regarding Access to Office Stock" in FY 2019, and a meeting with its
federal partners on drug compounding in FY 2018.

In addition, FDA responds to numerous inquiries from stakeholders, including consumers, about
compounding. In response to stakeholder feedback, FDA recently began to offer pre-operational
meetings and site visits to compounders that have newly registered as an outsourcing facility or
that are considering registering, and we have met with companies that are developing automated
equipment technology aimed at improving the quality of compounded drugs.
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FDA is working to establish the Center of Excellence on Compounding for Outsourcing
Facilities. Among other activities, FDA is implementing a series of in-person and web-based
trainings for outsourcing facilities on current Good Manufacturing Practices and other FDA
policies.

FDA continues to receive reports of serious adverse events associated with compounded drugs
and to identify poor drug production practices that could cause widespread patient harm. FDA
plans to continue these critical efforts to protect public health.

Title 11 - Drug Supply Chain Security Act

The Drug Supply Chain Security Act (DSCSA) enhances FDA'’s ability to protect consumers
from exposure to potentially harmful drugs through improved detection and removal of such
products from the drug supply chain. DSCSA requires FDA to establish the regulatory
framework to implement the law, and outlines critical steps to build an electronic, interoperable
system to identify and trace certain human, finished, prescription drug products as they are
distributed within the United States.

Two critical areas of DSCSA implementation are Product Identification and Tracing, and
Licensing.

Product Identification and Tracing: FDA will collaborate with prescription drug manufacturers,
wholesale distributors, repackagers, and dispensers (primarily pharmacies) to develop the new
system for enhanced drug distribution security by 2023. The 2023 system is expected to enable:

Electronic exchange of information by trading partners at the package level
Verification of product identifiers at the package level

Prompt response to suspect and illegitimate products at the time they are found
Improved efficiency of recalls

Transparency and accountability in the pharmaceutical distribution supply chain

As of November 27, 2018, manufacturers are required to include unique product identifiers on
prescription drug packages and homogenous cases. FDA created a decision tree graphic to help
supply chain stakeholders determine whether the medicine they have can continue to move
through the supply chain with or without a product identifier.

Licensing: FDA is working on regulations to implement the new licensing standards set forth in
the DSCSA for wholesale drug distributors and third-party logistics providers, as well as
preparing to establish an FDA licensing and inspection program. FDA also issued guidance
specific to reporting requirements for wholesale distributors and third-party logistics providers
and will continue to engage stakeholders through stakeholder meetings, public comments on
guidances, and through questions received by FDA staff.
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Since enactment of the DSCSA, FDA has worked to develop regulations, standards, policies, and
programs to implement the law.*® FDA has issued ten draft guidance documents and six final
guidances, including two final guidances that were issued in September 2018 to assist
stakeholders in understanding when a product without a product identifier is grandfathered and
when certain product identifier requirements will be enforced. FDA continues its stakeholder
outreach and communications through activities such as public meetings, continuing education
courses and listening sessions to increase awareness of the DSCSA.

FDA’s DSCSA pilot project program began on February 8, 2019. Under this program, FDA is
working with the participants of 20 different pilot projects to explore and evaluate methods to
enhance the safety and security of the drug supply chain. The program is a means for FDA and
stakeholders to share learnings and information obtained from the pilots in an open way to further
inform the enhanced system that goes into effect in 2023. When the program concludes, FDA
will make a final program report available to the public so that all supply chain stakeholders can
benefit from the information gathered and learned from FDA’s DSCSA pilot project program.

FDA continues to refine its long-term schedule for implementing the DSCSA's various statutory
requirements. Several new DSCSA requirements will go into effect over the next four years.
FDA will continue to engage supply chain stakeholders during this time to facilitate the
successful and efficient implementation of these requirements. We will also continue working
with stakeholders to plan for implementation of the enhanced drug distribution security
requirements that go into effect in 2023.

Guidances

Below are notable drug guidances recently issued by FDA. These guidances help address various
issues. This list reflects notable guidances published most recently and does not represent any
degree of importance or priority ranking among the published guidances.**

Date Docket # Title Description
Jan 2019 FDA-2014-D- | Labeling for Human Prescription Discusses FDA's recommendations for
0250 Drug and Biological Products developing the indication and usage
Approved Under the Accelerated statements in the prescribing information
Approval Regulatory Pathway for drugs approved under the accelerated
approval regulatory pathway.
Feb 2019 FDA-2018-D- | Opioid Use Disorder: Developing Reflects the FDA’s current thinking
1334 Depot Buprenorphine Products for regarding drug product development and
Treatment trial design issues relevant to the study of
depot buprenorphine products for the
treatment of opioid use disorder.

40 For more information on FDA’s DSCSA-related activities,
visit https://www.fda.gov/Drugs/DrugSafety/DrugintegrityandSupplyChainSecurity/DrugSupplyChainSecurityAct/d
efault.htm

4L Full list of FDA guidance documents is available at http://www.fda.gov/Regulatorylnformation/Guidances//.
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Date Docket # Title Description
Mar 2019 FDA-2018-D- | Considerations for the Inclusion of Provides the pharmaceutical industry,
1540 Adolescent Patients in Adult clinical investigators, and review boards
Oncology Clinical Trials with information to facilitate the inclusion
of adolescent patients in relevant adult
oncology clinical trials.
Apr 2019 FDA-2016-D- | REMS: FDA's Application of Statutory | Applies the factors set forth in the FD&C
2730 Factors in Determining When a REMS | Act in determining whether a risk
Is Necessary evaluation and mitigation strategy (REMS)
is necessary to ensure that the benefits of
a drug outweigh its risks.
May 2019 FDA-2017-D- | Considerations in Demonstrating Assists sponsors in demonstrating that a
0154 Interchangeability with a Reference proposed therapeutic protein product is
Product interchangeable with a reference product
for the purposes of submitting a
marketing application or supplement
under the PHS Act.
Jul 2019 FDA-2018-D- | Uncomplicated Urinary Tract Addresses FDA’s current thinking
1562 Infections: Developing Drugs for regarding the overall development
Treatment Guidance for Industry program and clinical trial designs for drugs
to support an indication for the treatment
of uncomplicated urinary tract infections.
Aug 2019 FDA-2018-D- | Oncology Therapeutic Provides information to assist sponsors in
1772 Radiopharmaceuticals: Nonclinical the design of an appropriate nonclinical
Studies and Labeling program for the development of
Recommendations radiopharmaceuticals to treat cancer, and
recommendations for certain aspects of
product labeling.
Rules

Below are some rules recently published by CDER. This list does not represent any degree of

importance or priority ranking among the published rules.*?

(formerly part of
Docket # FDA-1975-N-

0012)

Date Docket # Purpose or Benefit
Dec 2018 | FDA-2016-N-2462 List of Drug Products That Have Been Withdrawn or Removed from the
Market for Reasons of Safety or Effectiveness
Dec 2018 | FDA-2018-N-2732 Definition of the Term “Biological Product”
Dec 2018 | FDA-2013-N-0500 Withdrawal of Proposed Rule on Supplemental Applications Proposing
Labeling Changes for Approved Drugs and Biological Products
Feb 2019 FDA-1978-N-0018 Sunscreen Drug Products for Over-the-Counter Human Use
(formerly Docket #
FDA-1978-N-0038)
Apr 2019 FDA-2016-N-0124 Safety and Effectiveness of Consumer Antiseptic Rubs; Topical

Antimicrobial Drug Products for Over-the-Counter Human Use

42 For more information on FDA rules, visit
http://www.fda.gov/Regulatorylnformation/RulesRegulations/default.htm
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Date Docket # Purpose or Benefit

Apr 2019 FDA-2016-N-3464 List of Bulk Drug Substances That Can Be Used to Compound Drug
Producers in Accordance with Section 503A of the Federal Food, Drug,
and Cosmetic Act

Empower Consumers and Patients

Patient-Focused Drug Development

Patient-focused drug development (PFDD) is a systematic approach to help ensure that patients’
experiences, perspectives, needs, and priorities are captured and meaningfully incorporated into
drug development and evaluation. The primary goal of PFDD is to better incorporate the
patient’s voice in drug development and evaluation, including but not limited to:

e Facilitating and advancing use of systematic approaches to collecting and utilizing robust
and meaningful patient and caregiver input to more consistently inform drug development
and regulatory decision-making

e Encouraging identification and use of approaches and best practices to facilitate patient
enrollment and minimizing the burden of patient participation in clinical trials

¢ Enhancing understanding and appropriate use of methods to capture information on
patient preferences and the potential acceptability of tradeoffs between treatment benefit
and risk outcomes

¢ Identifying the information that is most important to patients related to treatment benefits,
risks, and burden, and how to best communicate the information to support their decision
making.

Through the PFDD initiative FDA has been addressing the need to better enable patients to
provide meaningful input into drug and biologic development. The Cures Act created a new
subsection “Patient Experience Data.” This requires reviewers to include a brief statement
regarding patient experience data and related information if it is submitted and reviewed as part
of an application. FDA has implemented an approach to record and track this data by including
“Patient Experience Data” in drug review documents and requiring that reviewers include the
statement in keeping with statutory requirements.

As described in the plan published in June 2017 FDA will issue a series of guidances to address
methodological PFDD topics required by Section 3002 of the Cures Act, including how patient
experience data and other relevant information from patients and caregivers can be collected and
used for medical product development and regulatory decision-making.*® To inform the first
guidance, FDA conducted a public workshop in December 2017 to convene a stakeholder
discussion on methodological approaches that can be used by a person seeking to collect patient
experience data for submission to FDA to inform regulatory decision making. FDA issued the
first draft guidance in June 2018, addressing sampling methods for collecting representative
information on patient experience to inform the development and evaluation of medical products
throughout the medical product lifecycle. This guidance also discusses methods to operationalize
and standardize the collection, analysis and dissemination of patient experience data. It also

4 Full plan is available at
https://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM563618.pdf
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includes a glossary of terms that will be used in one or more of the four draft guidance
documents.

In October 2018, FDA hosted a two-day PFDD workshop with stakeholders including patients,
expert practitioners, drug developers and other interested persons to obtain stakeholder feedback
on methods to be addressed in the second and third PFDD guidance documents to:

e ldentify what is important to patients regarding the burden of disease, treatment and the
benefits and risks in the management of the patient’s disease

e Select, develop or modify Fit-for-Purpose Clinical Outcome Assessments (COA) to
measure the patent experience in clinical trials.

The public workshop and the comments received through the public docket informed the
development of the second in a series of four methodological PFDD guidance documents. The
draft guidance will be issued for public comment by the end of FY 2019. In FY 2020, FDA will
begin addressing comments received through the public docket and finalizing the guidance. The
public workshop and the comments received through the public docket are also informing the
development of the third guidance in the series.

FDA is planning a public workshop to convene a discussion on methodologies, standards, and
technologies to collect and analyze COAs for purposes of regulatory decision making. FDA will
host a public workshop in early FY 2020 (December 2019) to inform the development of this
draft guidance. This public workshop will inform the development of the fourth, and final,
PFDD methodological guidance.

In addition to the work related to the four methodological PFDD guidances, in December 2018,
FDA also issued a draft guidance on developing and submitting proposed drug guidance relating
to patient experience data.** This guidance, also required under Section 3002 of the Cures Act, is
intended to assist stakeholders seeking to develop and submit a proposed draft guidance relating
to patient experience data for consideration by FDA. To inform the development of this draft
guidance, FDA conducted a public workshop in March 2018 to obtain input from external
stakeholders. The final guidance will be issued in FY 2020.

To complement the PFDD guidance work and accomplishments outlined above, FDA plans to
further advance the quality and utility of sponsor-submitted patient experience data for regulatory
decision making by establishing a competitive grant program to begin in FY 2019. Under this
program, CDER issued a request for applications, soliciting applications for grants to support the
development of publicly available standard core set(s) of COAs and their related endpoints for
specific disease indications. Developing a standard core set of COAs will support long-term
sustainability of more comprehensive incorporation of patients’ experience. CDER intends to
award multiple grants to support the development of standard core sets for specific disease
indications. The application deadline was May 31, 2019. CDER is currently reviewing all
applications and anticipates announcing the awards around August 2019.

44 Additional information available at https://www.fda.gov/requlatory-information/search-fda-quidance-
documents/developing-and-submitting-proposed-draft-quidance-relating-patient-experience-data
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Strengthen Science and Efficient Risk-Based Decision Making

Improving the Efficiency of Medical Product Development and Regulation with In Silico
Tools

FDA recognizes that science has enabled fundamental advances in our understanding of human
disease. Furthermore, we recognize that efficient regulatory processes informed by the most up-
to-date science enables us to develop treatments that target the underlying mechanisms that drive
diseases. Applying in silico (computational) approaches — such as modeling and simulation —
to drug development enables applicants to apply predictive models in early drug development and
provides regulators with tools to conduct critical premarket and postmarket analyses. In silico
clinical trials use computer models and simulations to develop and evaluate drugs, including
biologics. Modeling and simulation play a critical role in integrating diverse data sets and
exploring alternate study designs, enabling safe and effective new therapeutics to advance more
efficiently through the different stages of clinical trials. CDER is currently using modeling and
simulation to:

e Predict clinical outcomes

e Inform clinical trial designs (e.g., guiding enrichment of the study population and
selection of appropriate endpoints)

Support evidence of effectiveness

Optimize dosing

Predict product safety and evaluate potential adverse event mechanisms

Optimize clinical development programs (e.g., support efficacy extrapolation in pediatric
patients or rare disease)

e Develop new policies.

CDER addresses a variety of drug development, regulatory, and therapeutic questions through
modeling and simulation strategies. CDER’s Office of Translational Sciences (OTS) uses these
same strategies in the review of Investigational New Drug Applications (INDs) and New Drug
Applications (NDAs). These approaches help assess the combined effect of drug interactions,
renal impairment, and hepatic insufficiency in patients, with clinical management strategies
described in drug labeling where appropriate.

CDER also uses modeling and simulation to support the creation of natural history databases for
model-based drug development. FDA is currently collaborating with scientists to develop such
natural history models in Parkinson’s disease, Huntington’s disease, Alzheimer’s disease, and
muscular dystrophy to better evaluate the behavior of new treatments in rare disease populations
that are inherently hard to study due to their small size.

Modeling and simulation are also used by CDER in the premarket setting for predictive safety
assessments. This includes quantitative structure activity relationship (QSAR) to make
predictions of whether a drug or drug impurity is likely to have mutagenic (cancer-causing)
effects based on the chemical structure. In addition, quantitative systems pharmacology models
are used for safety assessment. An example in CDER is the use of a cardiac
physiology/pharmacology model to predict the risk of a drug to cause abnormal heart rhythms.
An implementation working group with the ICH, led by FDA is working toward global
implementation of this approach to eliminate the need for certain cardiac safety clinical trials.
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The modeling and simulation results for various diseases are published or presented at public
meetings. All the knowledge generated from these disease models enhances our capability to
design an efficient clinical trial. For example, Parkinson’s disease modeling and simulation was
used to assess alternative endpoints and trial designs for products intended to alter the underlying
disease progression. The findings based on our Alzheimer’s disease model laid a solid
foundation to determine that the Alzheimer’s disease model prepared by the Critical Path Institute
is fit for purpose in the context for new clinical trial design. The result of our Non-Small Cell
Lung Cancer disease model was applied by various pharmaceutical companies to optimize the
dose and trial design for the registration trials. Our disease model for Bipolar Disorder paved the
way for extrapolating efficacy from adult patients to pediatric patients to improve the drug
development efficiency for pediatric Bipolar treatments. The finding of our Pulmonary Arterial
Hypertension model changed the primary efficacy endpoint in an ongoing pediatric trial to a
more efficient endpoint. The Idiopathic Pulmonary Fibrosis (IPF) disease model verified a
decline in Forced Vital Capacity as an appropriate efficacy endpoint in IPF drug development.
The Huntington's disease model supports the enrichment strategy to increase the chance of
success for a trial targeting disease-modifying drugs. The research on Muscular Dystrophy
improves our understanding for disease progression among different patient subgroups.

FUNDING HISTORY

) Program Budget
Fiscal Year . User Fees
Lewel Authority
FY 2017 Actual $1,549,170,000 $488,626,000 $1,060,544,000]
FY 2018 Actual $1,755,609,000 $495,384,000 $1,260,225,000|
FY 2019 Actual $1,851,609,000 $662,892,000 $1,188,717,000|
FY 2020 Enacted $1,973,122,000 $683,195,000 $l,289,927,000|
FY 2021 President's Budget $2,022,348,000 $683,411,000 $1,338,937,000|

BUDGET REQUEST

The FY 2021 Budget Request for the Human Drugs Program is $2,022,348,000, of which
$683,411,000 is budget authority and $1,338,937,000 is user fees. The budget authority increases
by $216,000 compared to the FY 2020 President’s Budget. User fees increase by $49,010,000.
The Center for Drug Evaluation and Research (CDER) amount in this request is $1,782,797,000.
The Office of Regulatory Affairs amount is $239,551,000.

The Human Drugs Program will continue activities to uphold its public health mission of
ensuring that new, generic, biosimilar, and OTC drugs are safe and effective.

The FY 2021 Budget will enable FDA to continue to carry out rigorous science-based premarket
drug reviews of new, generic, and biosimilar biological drug products. ldentifying and
developing new scientific methods, models, and tools to improve the quality, safety,
predictability, and efficiency of new drug development is a core mission of FDA. FDA will
continue to promote patient and health professional awareness of drug benefits and risks through
effective communication of drug information.
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FDA will continue to conduct postmarket surveillance to enable early detection of drug safety
signals. FDA oversees drug promotion and marketing to help ensure that marketed drug labeling
and advertising are truthful and not misleading. FDA will also continue to support the
development of abuse-deterrent formulations as one of many strategies intended to mitigate the
harms associated with prescription opioid analgesic abuse while maintaining legitimate access to
opioid analgesics for patients who need them.

FDA will continue oversight of human drug compounding through inspections and enforcement,
policy development and implementation, obtaining input from an advisory committee, state
collaboration and coordination, and stakeholder outreach. The FY 2021 Budget will also support
FDA'’s ability to improve the integrity of the drug supply chain. FDA will continue to establish
the regulatory framework to support the implementation of the Drug Supply Chain Security Act
by developing policy and programs, drafting proposed rules, drafting guidance documents and
conducting public meetings.

The FY 2021 Budget will support FDA’s efforts to minimize public health risks associated with
counterfeit and substandard drugs. FDA is educating consumers and the health care community
about the risks of, and minimizing exposure to, counterfeit and substandard drug products in
addition to implementing regulatory and enforcement tools to improve the security of the drug
supply chain.

Medical Product Safety (+$5.0 million / 17 FTE)

Establish a Robust Human Drug Compounding Program (+$4.5 million / 16 FTE)
Center: +$4.5 million/ 16 FTE

The FY 2021 Budget request will help FDA to begin establishing a dedicated, program to
optimize processes and address the ongoing needs and initiatives of the Human Drug
Compounding program. Additional funds will allow FDA to strengthen the scientific framework,
support activities to promote development of the 503B bulks list, bolster existing and new
regulatory compliance initiatives, and expand policy development - activities that cannot be
supported with the current base funding.

While compounded drugs have a role in patient care, they are not FDA-approved and are not
subject to pre-market review for safety, effectiveness, and quality. Robust implementation of
federal compounding law is essential to help ensure that patients receive the highest-quality
compounded drugs when needed. It is also essential to ensure that compounded drugs are only
used when approved drugs are not appropriate for patient care, and that inappropriate use of
compounded drugs does not undermine incentives to bring new innovative therapies to market.

In the wake of significant outbreaks linked to compounded drugs and the passage of the
Compounding Quality Act (CQA) of 2013, FDA has worked diligently to build capacity across
existing functional areas to improve risk-based oversight programs and implement federal law.
These efforts have garnered important successes but have also revealed new needs, such as needs
for new types of engagement with regulated industry and additional guidance. Our efforts have
also made clearer the resources needed to implement key statutory provisions, such as the
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statutory mandate that FDA establish the list of bulk drug substances that may be used in
compounding by outsourcing facilities. To achieve sustainable success in the regulation and
oversight of drug compounding, FDA must establish a dedicated, robust programmatic group
with increased capacity to address these ongoing needs. The activities described below will
allow the FDA to continue to further build up the human drug compounding program to promote
public health.

Promote Development of the 503B Bulks List

Outsourcing facilities were created by the CQA to uniquely supply healthcare providers with
compounded drugs for “office stock™ to hold in their offices or healthcare facilities in advance of
patient need. Therefore, under section 503B, drugs produced by outsourcing facilities are subject
to stricter standards such as current good manufacturing practice (CGMP) requirements and other
conditions, such as the condition relating to the use of bulk drug substances. Stakeholders are
awaiting establishment of a list of bulk drug substances that can be used in compounding by
outsourcing facilities. While development of this list is a top priority for FDA, it is also a
complex, resource-intensive endeavor that may involve, among other things, research and review
of safety, effectiveness, and chemistry information; consultation with entities such as the
Pharmacy Compounding Advisory Committee; and issuance of Federal Register notices. FDA
has received more than 700 nominations for over 300 unique bulk drug substances nominated
with sufficient supporting information for FDA to evaluate them. These additional funds will
enable FDA to hire additional staff to continue to evaluate the current set of bulk drug substances
nominated for review, as well as to begin addressing future substances nominated to the FDA.
This will also support development of an overarching program structure to begin to optimize
FDA’s process to assess nominated substances. _

Regulatory Compliance and Center of Excellence (New Domestic Drug Industry)

The outsourcing facility sector is not yet fulfilling its potential. The sector continues to
experience challenges, and FDA continues to find quality and safety problems during inspections.
FDA seeks additional funds to fully support new initiatives related to engagement with
outsourcing facilities, including continuing efforts to build a Center of Excellence and develop
new programs to provide increased feedback on scientific and regulatory matters to the sector.
FDA is actively implementing the actions needed for the Center of Excellence and other
engagement work. However, these activities will incur significant ongoing operating costs, and
additional funding is needed to support FTEs to work towards full implementation of the
initiatives proposed. Support of these initiatives will help outsourcing facilities meet provider
needs for higher quality compounded drugs by furthering FDA’s work to reduce future
compliance failures, support technical advancements and encourage market entry and growth.

Policy Development, Rulemaking and Stakeholder Engagement

Implementing the compounding provisions of the law, sections 503A and 503B, has been a
significant priority for the FDA, and FDA has made substantial progress since the Drug Quality
and Security Act was enacted in 2013 (e.g. publishing nearly twenty final guidance documents
after a public comment process). However, FDA needs to develop policies, in collaboration with
stakeholders, to address remaining provisions of the law as well as provide guidance concerning
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other activities in which compounders engage. In addition, FDA intends to promulgate
regulations implementing sections 503A and 503B, taking into account FDA’s experience and
stakeholder input received during its prior policy initiatives. These regulations, which will be
resource-intensive to develop and issue, will provide the compounding community with increased
certainty concerning compliance with the law and, as a result, promote the public health.
Ongoing stakeholder engagement initiatives will also ensure regulated stakeholders and the
public have meaningful opportunities to share feedback and information with FDA to inform
policy development work.

Modernizing Influenza Vaccines (+$0.5 million / 1 FTE)
Center: +$0.5 million/ 1 FTE

The FY 2021 Budget Request includes $0.5 million towards activities related to Modernizing
Influenza Vaccines. This includes increased review capacity to facilitate the development and
availability of medical products to support modernizing influenza vaccines.

Crosscutting Initiatives: -$4.8 million

Outreach, Training and Organizational Excellence (-$4.8 million)
Center: -$3.7 million

CDER will reduce Outreach, Training and Organizational Excellence activities while maintaining
the most critical programmatic activities. CDER will preserve its most critical public health and
safety activities under this reduction, including providing the essential training and development
needed for drug application reviewers to maintain knowledge of the latest science to uphold
FDA'’s public health mission.

Field: -$1.1 million

ORA will reduce Outreach, Training, and Organizational Excellence activities while maintaining
the most critical programmatic activities. ORA will preserve its most critical public health and
safety activities under this reduction, including training new and existing staff on emerging
technologies used in industry, and pursuing productive global partnerships in the future.

PERFORMANCE

The Human Drugs Program's performance measures focus on premarket and postmarket
activities, generic drug review actions, and drug safety in order to ensure that human drugs are
safe and effective, and meet established quality standards, as detailed in the following table.
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FY 202 FY 2021 FY 2021 +/-
Measure Result / Target for Recent Toeto Toet W
Result (Summary of Result) SarEet ~areet -
223210: Review and act on 90 percent FY 2018: 88%
of standard NME NDA and original BLA Target: 90% o
. oy 909 909 Maint
submissions within 10 months of the 60- (Target Not Met) % % aintain
day filing date. (Output)
(2; 3ﬁj’i:tRel\\llll\;\llivI\{jIrD\dA Z:dogr??nl:;?:f: t FY 2018: 100% Maintain
priorty TVt % g Target: 90% 90% 90%
submissions within 6 months of the 60- (Target Exceeded)
day filing date. (Output) g
e miara nonME oiginal NOA FY 2018 97%
. - & Target: 90% 90% 90% Maintain
submissions within 10 months of (Target Exceeded)
receipt. (Output) &
oty nom E orgmal DA FY 2018; 945%
priority non-"Wi orig . Target: 90% 90% 90% Maintain
submissions within 6 months of receipt.
(Output) (Target Exceeded)
cz)i §’c2a1n5c:|aF:’ZVcIJ?Vi?\ra]Id/-\a;E)I’C:er:/izi)ezel(lc:vr\;t FY 2018: 95%®
. 8 L Target: 90% 90% 90% Maintain
Drug Application (ANDA) submissions (Target Exceeded)
within 10 months of receipt. (Output) &
oriorty orignal Abbrevinted New || FY2018:100%
priority orig e Target: 90% 90% 90% Maintain
Drug Application (ANDA) submissions (Target Exceeded)
within 8 months of receipt. (Output) &
224221: Percentage of Human and
TR L ) .
A.nlm?| Drug S|gn|f|c.ant |nspect|.on Baseline: 86% o
violations which receive appropriate 80% 80% Maintain
. (New Measure)
follow-up after regulatory action was
taken. (Output)
224222: Percentage of Human and .
PRV B : 679
Animal%’ Drug follow-up inspections aseline: 67% 55% 55% Maintain

conducted due to regulatory action on

(New Measure)

% In accordance with the GDUFA Il Commitment Letter, FDA may continue to work through the goal date if, in
FDA’s judgement continued work would likely result in an imminent tentative approval (TA) that could prevent
forfeiture of 180-day exclusivity or in an imminent approval. FDA considers an action to be an imminent approval
action if an approval or TA occurs within 60 days of the goal date. When applying the GDUFA Il Commitment
Letter’s imminent approval program enhancement to the metrics noted in this table, FDA is exceeding the 10-month
goal at 98% (2% more than just applying the 10-month metric). This imminent approval performance number
reflects FDA’s decision to achieve an approval or TA within 60 days of the goal date rather than act on the goal date,

e.g., issue a complete response letter.

%6 Due to Program Realignment, ORA’s Workplan now combines Human and Animal drug inspection activities
together, so this combination performance goal is repeated in both the Human Drugs and Animal Drugs and Feed

program narratives.

47 Due to Program Realignment, ORA’s Workplan now combines Human and Animal drug inspection activities
together, so this combination performance goal is repeated in both the Human Drugs and Animal Drugs and Feed

program narratives.
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Measure Result / Target for Recent FY 2020 FY 2021 S
Result (Summary of Result) Target Target FY 2020
significant inspection violations that
moved toward compliance. (Outcome)
292203: Number of medical product
analyses conducted through FDA’s )
Sentinel Active Risk Identification and (Hiz’joiiii?;t\gcial) 55 60 +5
Analysis (ARIA) System. (Output) (New
Measure)

The following selected items highlight notable results and trends detailed in the performance

table.

Review Goals

The New Drug Review performance measures focus on ensuring that the public has access to safe

and effective new treatments as quickly as possible. The goal of the PDUFA program is to

increase the efficiency and effectiveness of the first review cycle and decrease the number of
review cycles necessary for approval. Two FY 2018 standard NME applications are still being
reviewed after their PDUFA date. Due to the relatively small number of applications in this
review category, when the review goal was missed for two applications due to complex issues,
the standard NME performance goal was missed. The Agency will continually work to meet or
exceed the review performance goals when possible moving forward.

The goal of the GDUFA program is to enhance the efficiency of the generic drug review process,
promote transparency between FDA and generic drug sponsors, and enhance access to high-
quality, lower cost generic drugs. The value of this investment in the Generic Drug Review

program is reflected by FDA’s performance on its review goals under GDUFA and FDA’s

commitment to meet shorter review goals (8 months) for priority submissions under GDUFA 1.

Sentinel

The FDA Sentinel Initiative provides significant public health benefits by developing new
approaches and methods to actively monitor the safety of marketed medical products to

complement existing FDA surveillance capabilities. Through the Sentinel System, FDA is able

to evaluate drug safety issues and inform regulatory decision making. To date, the Sentinel
Initiative has contributed to multiple drug safety communications and labeling changes,

providing vital information to patients and providers about the safety of drugs and vaccines.
Development of the Sentinel System has matured so that the number of people covered by the
system is now sufficient to shift the focus of the performance goal to how the data are used to
protect public health. Consequently, FDA has developed a new Sentinel performance measure

that focuses on using the system to generate high quality evidence about the use of medical

products and better understand their risks and benefits. The new measure leverages Sentinel’s
Active Risk Identification and Analysis (ARIA) system, which is comprised of pre-defined,
parameterized, reusable routine querying tools, combined with the multi-site electronic data in
the Sentinel Common Data Model. This enables safety analyses to be done more efficiently
using a trusted distributed database that undergoes continuous quality checks and refreshes. The
results of these analyses were presented at FDA Advisory Committee Meetings and highlighted
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potential ways to intervene in the opioid crisis, informed responses to Citizens Petitions, and
influenced numerous regulatory decisions. The new goal is framed as the number of analyses
conducted using the ARIA system. Given that this is a new goal, and that the analyses conducted
each year can vary greatly in the number, timing, complexity and character of the safety issues,
the initial targets have been set at 55 and 60 analyses for FY 2020 and 2021 respectively and will
be reassessed periodically. These targets reflect the trend toward more complex analyses that
employ more sophisticated analytical methods and yield more meaningful inputs to public health
and regulatory decision making.

ORA Field Performance Measures

ORA's performance goals measure topics such as our commitment to follow-up on firms
receiving significant inspection violations, as well as measurements related to ORA regulatory
impact on violators, and are tracked on a 3-year rolling basis. Due to the nature of regulatory
actions and subsequent follow-up conducted by FDA, the duration of these events can vary
considerably. After regulatory action, FDA also works to schedule follow-up after a reasonable
time has passed to allow the firm to correct for the original violations. A 3-year rolling timeline
also ensures tracking of all significant violations that require attention and allows for a more
robust analysis.
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CDER Workload and Outputs FY 2019 Actuals FY.2020 FY.2021
Estimate Estimate
New Drug Review
Workload — Submissions/Filings/Requests
New Drug Applications/Biologic Licensing Applications (NDA/BLA) 159 159 159
Efficacy Supplements 258 258 258
Manufacturing Supplements 1,901 1,901 1,901
Commercial INDs (Drugs and Biologics) with Activity 7,490 7,490 7,490
Sponsor Requests: IND-Phase Formal Meetings 3,167 3,167 3,167
Sponsor Requests: Review of Special Study Protocols 155 155 155
Submissions of Promotional Materials 111,637 115,000 120,000
Outputs — Reviews/Approvals
Reviews: Priority NDA/BLA 60 60 60
Reviews: Standard NDA/BLA 123 123 123
Approvals: Priority NDA/BLA 49 49 49
Approvals: Standard NDA/BLA 71 71 71
Mean time from Receipt to Approval: Priority NDA/BLAs (in months) 8.2 8.2 8.2
Mean time from Receipt to Approval: Standard NDA/BLAs (in months) 20.1 20.1 20.1
Median time from Receipt to Approval: Priority NDA/BLASs (in months) 8.0 8.0 8.0
Median Time from Receipt to Approval: Standard NDA/BLAs (in months) 10.1 10.1 10.1
Reviews: NDA Supplementals 3,161 3,161 3,161
Reviews: Clinical Pharmacology/ Bio-Pharmaceutic 6,540 6,998 7,488
Biologic Therapeutics Review
Workload — Submissions/Filings/Requests
Receipts: Commercial IND/IDE (Biologics Only) 230 230 230
Receipts: IND/IDE Amendments (Biologics Only) 25,906 25,906 25,906
Outputs — Reviews/Approvals
Reviews: Total Original License Application (PLA/ELA/BLA) 13 13 13
Approvals: PLA/BLA 12 12 12
Reviews: License Supplement (PLA/ELA/BLA) 401 401 401
Generic Drug Review
Workload — Submissions/Filings/Requests
Receipts: Abbreviated New Drug Applications (ANDA) 909 1,000 1,000
Outputs — Reviews/Approvals
Actions — ANDA 3,869 3,700 3,500
Approval Actions - ANDA (both Tentative and Full Approvals) 1,171 900 850
Median Review Time from ANDA Receipt to Approval (months) 24.03 24 24
Actions - ANDA Supplementals (Labeling and Manufacturing) 7,955 8,250 8,500
Over-the-Counter Drug Review
OTC Monographs Under Development* 25 25 25
OTC Monographs Published* 3 3 4

OTC Monographs published in FY 2019: Sunscreen Proposed Rule (82 FR 6204;
26 February 2019); Consumer Antiseptic Rub Final Rule (84 FR 14847; 12 April
2019); Food Handlers Antiseptics Request for Information (83 FR 63168; 7
December 2018)
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CDER Workload and Outputs FY 2019 Actuals FY.2020 FY.2021
Estimate Estimate
Best Pharmaceuticals for Children Act
Labels Approved with New Pediatric Information ** 21 23 25
New Written Requests Issued** 20 21 21
Pediatric Exclusivity Determinations made** 17 20 22
Post Exclusivity Safety Report ** 6 8 7
**Category includes Proposed Rules and Final Rules
Patient Safety
Workload — Submissions/Filings/Requests
Submissions: Adverse Event Reports 2,167,449 2,256,510 2,349,230
Electronic Submissions: % of Total Adverse Drug Reaction Reports 100% 100% 100%
Electronic Submissions: % of Serious/Unexpected Adverse Drug Reaction Repor 100% 100% 100%
Submissions: Drug Quality Reports 23,468 26,000 29,000
Outputs — Reviews/Approvals
Safety reviews completed by Office of Surwveillance & Epidemiology 7,349 7,700 8,000
Number of drugs with Risk Communications 365 215 235
Administrative/Management Support
Workload
Number of Advisory Committee Meetings 29 33 33
Number of FOI Requests 3,006 3,300 3,300
Number of FOI Requests Processed 2,991 3,325 3,325
Number of Citizen Petitions Submitted (excluding suitability petitions and OTC
monograph-related petitions) 97 106 106
Number of Citizen Petitions Pending on Last Day of Fiscal year (excluding
suitability petitions and OTC monograph-related petitions) 186 194 194
Number of Citizen Petitions Completed * (excluding suitability petitions and
OTC monograph-related petitions) 115 106 106

! Citizen Petitions completed may include petitions filed in prior years.
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Field Human Drugs Program Workload and Outputs

FY 2019 Actuals

FY 2020 Estimate

FY 2021 Estimate

FDA WORK

DOMESTIC INSPECTIONS
UNIQUE COUNT OF FDA DOMESTIC HUMAN DRUG ESTABLISHMENT
INSPECTIONS

Pre-Approval Inspections (NDA)

Pre-Approval Inspections (ANDA)

Bioresearch Monitoring Program Inspections

Drug Processing (GMP) Program Inspections

Compressed Medical Gas Manufacturers Inspections

Adverse Drug Events Project Inspections

OTC Monograph Project and Health Fraud Project Inspections
Compounding Inspections®

Domestic Laboratory Samples Analyzed

FOREIGN INSPECTIONS
UNIQUE COUNT OF FDA FOREIGN HUMAN DRUG ESTABLISHMENT
INSPECTIONS?
Foreign Pre-Approval Inspections (NDA) incl PEPFAR
Foreign Pre-Approval Inspections (ANDA) incl PEPFAR
Foreign Bioresearch Monitoring Program Inspections incl PEPFAR
Foreign Drug Processing (GMP) Program Inspections
Foreign Adverse Drug Events Project Inspections

TOTAL UNIQUE COUNT OF FDA HUMAN DRUG ESTABLISHMENT
INSPECTIONS

IMPORTS
Import Field Exams/Tests
Import Laboratory Samples Analyzed
Import Physical Exam Subtotal

Import Line Decisions
Percent of Import Lines Physically Examined

GRAND TOTAL HUMAN DRUG ESTABLISHMENT INSPECTIONS

1,569

62
89
625
589
35
73
17

127
936

1265
99
220
284
722

2,834

7,617
843
8,460

838,267
1.01%

2,834

1,695

100
90
600
650
50
88
70

127
1,300

1360
98
190
255
900
10

3,055

10,000
620
10,620

845,143
1.26%

3,055

1,695

100
90
600
650
50
88
70

127
1,300

1360
98
190
255
900
10

3,055

10,000
620
10,620

904,303
1.17%

3,055

! The number of compounding inspections includes inspections of compounders that are not registeredwith FDA as

outsourcing facilities.

2 The FY 2019 actual unique count of foreign inspections includes 141 OIP inspections (69 for China, 70 for India, and 2 for Latin America).

106



NARRATIVE BY ACTIVITY
OFFICE OF ORPHAN PrRODUCTS DEVELOPMENT

OFFICE OF ORPHAN PRODUCTS DEVELOPMENT

FY 2019 FY 2019 FY 2020 FY 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted
Office of Orphan Products Dewelopment (Budget Authority).............. 29,099 29,099 29,099 29,099
User Fees 4,158 4,158 4,158 4,158
FTE......iiiiiiiiiiiiiiiiiiiiiiiiiiiiiieeeiceiccenecereerteeen e s sersssnnnes 39 39 39 39

Authorizing Legislation: Federal Food, Drug and Cosmetic Act (21 U.S.C. 321-399); PHS Act (42 U.S.C. 241)
Section 301; Safe Medical Device Act of 1990 (as amended) (21 U.S.C. 351-353, 360, 360c-360j, 371-375, 379,
379¢, 381); Pediatric Medical Devices Safety and Improvement Act of 2007, Section 305; Food and Drug
Administration Safety and Innovation Act of 2013, Sections, 510, 620 and 908.

Allocation Method: Direct Federal/Extramural Grants

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

The public health programs of the Office of Orphan Products Development (OOPD) have
promoted and advanced the development of innovative products — drugs, biologics, medical
devices, and medical foods — that demonstrate promise for the prevention, diagnosis, and/or
treatment of rare diseases or conditions. There are an estimated 7,000 rare diseases, with a public
health impact that affects more than 25 million Americans and many millions more of family
members in the United States. Between 85 and 90 percent of these cases are serious or life-
threatening.

Leveraging Innovation

OOPD administers major provisions of the Orphan Drug Act and other relevant statutes, where
Congress sought to provide incentives to promote the development of products for the treatment
of rare diseases and for underserved populations. OOPD incentive program activities facilitate
product development innovation and collaboration with private, public and academic entities.

Orphan Product Grants Activity*

The Orphan Drug Act created the Orphan Product Clinical Trial Grants Program, which is
administered by OOPD, to stimulate the development of promising products for rare diseases and
conditions. Orphan product grants are a proven method of fostering and encouraging the
development of new, safe and effective medical products for rare diseases and conditions. These
grants support new and continuing extramural research projects that test the safety and efficacy of
promising new drugs, biologics, devices, and medical foods through human clinical trials in
extremely vulnerable populations often with life-threatening conditions.

Clinical Trials Grants Program

48 FY 2018 and FY 2019 each includes $1.2 million of OOPD program funds to support Orphan Product Grants
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Over 700 new clinical trials have been funded by the Orphan Products Grants Program to date.
This OOPD Grants Program has supported the marketing approval of more than 70 orphan
products for serious or life-threatening orphan indications. In FY 2019, OOPD received 89
clinical trial applications and funded 12 new grants from those applications, including studies to
treat sickle-cell respiratory complications and acute myeloid leukemia. In addition, in FY 2019,
OOPD provided funding or continued support for 75 other ongoing clinical study projects,
including several Phase 3 trials.

OOPD published a new RFA for FY 2019 that will increase the impact of the program and allow
for patient input into study designs.

These grants are a modest investment to better ensure that product development occurs in a
timely manner and helps reduce risk in the process for industry in these rare disease fields.
However, FDA appropriated grant funds, which are less than the $30 million congressionally
authorized amounts, are covering less and less of the total cost for conducting clinical trials.
Increases in the costs of clinical trials have reduced the capacity of the program to provide the
needed monetary support to researchers actively conducting clinical trials that increase the
number of new, safe and effective diagnostic and therapeutic options for patients with rare
diseases.

Natural History Grants Program

The Natural History Grant Program, launched in FY 2016 supports studies that advance rare
disease medical product development through characterization of the natural history of rare
diseases/conditions, identification of genotypic and phenotypic subpopulations, and development
and/or validation of clinical outcome measures, biomarkers and/or companion diagnostics.
OOPD received 31 applications in the second cycle of this new program, which were reviewed in
13 disease specialty primary panels. OOPD published a new RFA for FY 2019 and funded two
new grants from those applications including studies to follow medullary thyroid cancer
patientsand cardiac disease in Duchenne muscular dystrophy patients. These studies will add
valued data to help develop targeted therapies and lead to more efficient and better designed
clinical trials.
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Orphan Drug Designations Requested/Granted
by Fiscal Year
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Figure 5 Orphan Drug Designations Requested/Granted by Fiscal Year

Orphan Drug Designation Activity

The Orphan Drug Act also created the orphan drug designation program to provide financial
incentives to sponsors for developing drugs and biologics for rare diseases and conditions. Rare
diseases and conditions are, in part, defined as one affecting fewer than 200,000 persons in the
United States. OOPD evaluates requests from sponsors who are developing drugs to treat rare
diseases to determine eligibility for orphan drug designation. Sponsors of designated orphan
drugs are eligible for significant tax credits for clinical trial costs, user fee waiver of marketing
applications and, upon approval, consideration for seven years of marketing exclusivity.

Over 5,000 orphan drug designations OOPD issued since 1983 have resulted in over 840
marketing approvals, the majority having been awarded orphan exclusivity. In contrast, the
decade prior to 1983 saw fewer than ten such products developed by industry make it into the
market. For FY 2019, OOPD received 520 new applications and designated 348 orphan drugs.
These included potential treatments for many kinds of rare cancers, sickle cell disease, and cystic
fibrosis. FDA approved 83 orphan designated drugs for marketing indications in FY 2019.

The number of requests for orphan designation has quintupled since FY 2000. Not only are the

requests rapidly increasing, but the complexity of the science associated with these orphan drugs
is increasing due, in part, to advances in pharmacogenomics and precision medicine.

109



NARRATIVE BY ACTIVITY
OFFICE OF ORPHAN PrRODUCTS DEVELOPMENT

Product Designations

Below are examples of Orphan Product designations that occurred in 2019.4°

Date Product Purpose or Benefit
January 2019 Odevixibat Biliary Atresia
August 2019 Leriglitazone Friedreich’s ataxia

Rare Pediatric Disease Priority Review Voucher Designation

The Food and Drug Administration Safety and Innovation Act (FDASIA) added Section 529 to
the FD&C Act to encourage development of new drug and biological products (“drugs”) for the
prevention and treatment of qualifying rare pediatric diseases. This legislation created the Rare
Pediatric Disease Priority Review VVoucher (PRV) program wherein the sponsor of an approved
drug to prevent or treat a rare pediatric disease may receive a voucher for a priority review of a
subsequent drug.

Sponsors who are interested in receiving a rare pediatric disease priority review voucher may first
request a “rare pediatric disease” designation through OOPD. While such a designation is not
required to receive a voucher, requesting designation in advance may expedite a sponsor’s future
request for a priority review voucher. OOPD partners with the Office of Pediatric Therapeutics
in making rare pediatric disease determinations. In FY 2019, OOPD received 54 new rare
pediatric disease designation requests. OOPD determined that 44 requests/consults met the
definition of a “rare pediatric disease.” On September 29, 2016, the Advancing Hope Act revised
the definition of a “rare pediatric disease,” and was implemented immediately thereafter. In FY
2019, a total of two rare pediatric disease priority review vouchers were issued.

On December 13, 2016, Congress extended the designation aspect of the program to September
30, 2020.

Humanitarian Use Device Designation Activity

The HUD program, created from provisions of the Safe Medical Devices Act, encourages the
development of devices for rare diseases and is administered by OOPD.

OOPD reviews applications from sponsors requesting HUD designation. A device that has
received HUD designation is eligible for Humanitarian Device Exemption (HDE) approval if,
among other criteria, the device will not expose patients to an unreasonable or significant risk of
illness or injury and the probable benefit to health from use of the device outweighs the risk of
injury or illness from its use, taking into account the probable risks and benefits of available
devices or alternative forms of treatment. FDA approval of an HDE application authorizes the
applicant to market the device. This marketing approval is subject to certain profit and use
restrictions set forth in Section 520(m) of the FD&C Act. Since 1990, 75 HUD devices have
been approved for marketing through the HDE pathway.

49 For more information on designations and product approvals, visit
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfm
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Except in certain circumstances, a HUD approved under an HDE cannot be sold for an amount
that exceeds the costs of research and development, fabrication, and distribution of the device
(for profit). Under Section 520(m)(6)(A)(i) of the FD&C Act, as amended by FDASIA, a HUD
is eligible to be sold for profit after receiving HDE approval if the device meets certain criteria.
As of FY 2019, 20 manufacturers have received approval to market their devices for profit and
other sponsors have submitted requests to qualify for the exemption from profit prohibition.

In FY 2019 to date, OOPD received 26 new HUD applications and designated 10 devices. In FY
2019, three devices received HDE approval from CDRH.

Additionally, on December 13, 2016, Section 3052 of the 21st Century Cures Act (Pub. L. No.
114-255) changed the population estimate required to qualify for HUD designation from "fewer
than 4,000" to "not more than 8,000." Accordingly, a HUD is now defined as a medical device
intended to benefit patients in the treatment or diagnosis of a disease or condition that affects or is
manifested in not more than 8,000 individuals in the United States per year. Since this change,
19 devices have received HUD designation for population estimates between 4,000 and not more
than 8,000.

Pediatric Device Consortia Grants Activity

There is a significant public health need for medical devices designed specifically for children.
This need is due in part to the lack of commercial incentives and market forces to drive pediatric
medical device development, as well as the challenges of pediatric device development including
differences in size, growth, development, and body chemistry that impact pediatric device
requirements. Section 305 of the Pediatric Medical Device Safety and Improvement Act of 2007
(part of the 2007 FDAAA legislation) mandates demonstration grants for improving pediatric
device availability through pediatric device consortia. The Consolidated Appropriations Act,
2017 (House and Senate Committee Reports) increased the appropriations of the program to a
total of $6 million from $3 million. On August 18, 2017, FDA Reauthorization Act of 2017
extended the program through September 30, 2022.

On January 16, 2018, FDA posted a new Request for Applications for the Pediatric Device
Consortia Grants Program, administered by OOPD, with the goal to facilitate the development,
production, and distribution of pediatric medical devices through funding of pediatric device
consortia. In FY 2018, FDA awarded five consortia funding $6 million per year over the next
five years. Of the estimated $6 million granted this year, approximately $1 million will be used
for real-world evidence projects to develop, verify, and operationalize methods of evidence
generation, data use and scalability across device types in the pediatric device ecosystem. The
consortia funded in this program are based out of Philadelphia, PA; Washington, DC; Houston,
TX; Los Angeles, CA; and San Francisco, CA.

Since the program’s inception in 2009, more than $43 million has been awarded to the consortia.
Collectively, the consortia have supported the development of more than 1000 potential pediatric
devices, many of which are in the early stages of development. Over 25 new devices are now
available for use in pediatric patients as a result of advisory assistance received from the
consortia, including PolyVascular, a polymeric transcatheter synthetic valve that incorporates
thinner yet durable polymeric leaflets allowing for percutaneous placement of smaller diameter
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valves in much younger children than currently available valves; BabySteps Platform Software, a
platform device which incorporates 3D scanning, computer modeling and 3D printing to improve
assessment and treatment of the clubfoot deformity; Palmm, a bioelectronic device system that
applies a mild electrical current to the skin through wearable garments and provides a convenient
at-home treatment for excessive sweating that stops sweat production on targeted body parts,
such as the hands. The consortia collectively have also raised more than $300 million of
additional non-FDA funds to support pediatric device development research.

Promote Informed Decisions

OOPD participates in significant communication and outreach activities by:

e providing information on incentives available to develop products for rare diseases to
external stakeholders including industry, the patient community, advocacy groups, and
international regulatory agencies

e speaking at meetings and conferences on the FDA designation and approval processes, the
OOPD grant programs, and the science of developing therapeutic products for rare
diseases and conditions

e assisting patients and advocacy groups on issues of concern related to rare diseases and
orphan products, such as pediatric device needs and orphan drug shortages

e providing web-based rare disease and orphan product resources and information to
various stakeholders such as industry, the patient community, advocacy groups, and
international regulatory agencies

In FY 2019, OOPD participated in 35 individual industry outreach and 15 patient-oriented
meetings. In addition, OOPD received 45 invitations to speak and participate at orphan product
stakeholder meetings and conferences to discuss different rare disease issues. OOPD made
presentations and participated in 26 of these meetings, often to explain how orphan drugs and
humanitarian devices could be developed with ODA incentives and HDE provisions, as well as
FDARA, the 21st Century Cures Act, and FDASIA requirements for rare diseases.

At these meetings, the missions of OOPD and FDA were explained, and questions and concerns
from stakeholders were addressed. Examples of public health related OOPD outreach activities
in FY 2019 include conducting training courses for researchers and reviewers, and presentations
to national and international rare disease patient groups. In FY 2020, OOPD will continue the
mission critical outreach efforts to enhance all stages of the development and approval process
for products to treat rare disease patients.
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FUNDING HISTORY

) Program Budget
Fiscal Year . User Fees
Lewel Authority
FY 2017 Actual $33,257,000 $29,099,000 $4,158,000
FY 2018 Actual $33,257,000 $29,099,000 $4,158,000
FY 2019 Actual $33,257,000 $29,099,000 $4,158,000
FY 2020 Enacted $33,257,000 $29,099,000 $4,158,000
FY 2021 President's Budget $33,257,000 $29,099,000 $4,158,000
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BUDGET REQUEST

The FY 2021 Budget Request is $29,099,000. With this funding level, OOPD will fund
approximately 10-12 new clinical trials grant awards and provide funding or continued support
for approximately 75 other ongoing clinical study projects. In addition, OOPD plans to continue
to fund two grants for natural history studies targeted on expediting the development of products
for these rare conditions.

PROGRAM ACTIVITY DATA

Office of Orphan Products Development Program Activity Data

Program Workload and Outputs FY 2019 Actuals | FY 2020 Estimate | FY 2021 Estimate
Grant Programs
Total Orphan Product Grant (New and Continuations) 87 90 90
Total Pediatric Consortia Grants (New and Continuations) 5 5 5
Total Natural History Grants (New and Continuations) 8 12 12
Orphan Drug Designation Requests/Designations Granted/Orphan Drug Approvals
New Orphan Drug Designation Requests 520 550 550
Drug Designations Granted 348 370 370
FDA Orphan Drug Marketing Approvals 83 90 90
HUD Requests and Designations
New HUD Designation Requests 26 30 30
HUD Designations 10 20 20
Rare Pediatric Disease Priority Review Voucher Requests and Designations
New RPD Requests 54 65 65
RPD Designations 44 55 55
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BIOLOGICS
BIOLOGICS
FY 2019 FY 2019 FY 2020 FY 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted
BHOIOGICS veuvenivieeiieieisieei ettt 402,144 408,610 419,302 425,486 6,184
Budget Authority.. 240,138 240,133 252,138 252,381 243
USEE FEES....couriirieeerestseeesssests st ssssssnes 162,006 168,477 167,164 173,105 5,941
CRNTET ...ttt 358,355 365,148 375,583 382,003 6,420
BUAGEt AULNOTILY ...ttt 198,132 198,132 210,132 210,657, 525
USEI FBES ..eueeireereiseeeete sttt sttt 160,223 167,016 165,451 171,346 5,895
Prescription Drug (PDUFA)......c.oirrnsessessssesssssssssasssesens 144,529 153,761 149,267 154,845 5,578
Medical Device (MDUFA).......coomenrieeieenessesissesessessssseees 14,444 13,232 14,578 14,850 272
GeNeriC Drug (GDUFA) ... 1,072 24 960 987 27
178 646 664 18
FIBIA ..ottt 43,789 43,462, 43,719 43,483 -236
BUAget AULNOMLY .......cvuierireiiecreeceeerieri s 42,006 42,001 42,006 41,724 -282
USEr FEES...vvvcrierieieee e 1,783 1,461 1,713 1,759 46
Prescription Drug (PDUFA).........cocneeeessneeseeseeeenies 1,566 1,286 1,485 1,527 42
Medical Device (MDUFA)......c.oienneenseinseneissesesesssssesessennes 217 174 228 232 4
PO 1,418 1,415 1,407 1,416

Authorizing Legislation: Public Health Service Act; Federal Food, Drug, and Cosmetic Act; Medical Device
Amendments of 1976; Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 201); Safe Medical
Devices Act of 1990; Medical Device Amendments of 1992; Food and Drug Administration Modernization Act of
1997; Medical Device User Fee and Modernization Act of 2002; Public Health Security and Bioterrorism
Preparedness Response Act of 2002; Project Bioshield Act of 2004; Medical Device User Fee Stabilization Act of
2005; Food and Drug Administration Amendments Act of 2007 (FDAAA); Patient Protection and Affordable Care
Act of 2010; Food and Drug Administration Safety and Innovation Act of 2012 (FDASIA); Drug Quality and
Security Act of 2013; Pandemic and All-Hazards Preparedness Reauthorization Act of 2013; 21st Century Cures Act
of 2016 (Cures Act); Food and Drug Administration Reauthorization Act of 2017 (FDARA); Pandemic and All-
Hazards Preparedness and Advancing Innovation Act (PAHPAIA) of 2019.

Allocation Methods: Direct Federal; Intramural

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

The Biologics Control Act of 1902 established the Biologics Program in the Department of
Treasury’s Hygienic Laboratory, which became part of the National Institutes of Health (NIH) in
1930. In 1972, the Biologics Program was transferred from NIH to FDA and became the Bureau
of Biologics. In 1988, the Bureau became the Center for Biologics Evaluation and Research
(CBER) which, with the Office of Regulatory Affairs’ (ORA) biologics field program, comprises
the FDA Biologics Program.

The mission of CBER is to ensure the safety, purity, potency, and effectiveness of biological
products including vaccines, allergenics, blood and blood products, and cells, tissues, and gene
therapies for the prevention, diagnosis, and treatment of human diseases, conditions, or injury.
Through its mission, CBER also seeks to protect the public against the threats of emerging
infectious diseases and bioterrorism.

CBER uses sound science and regulatory expertise to:
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e Protect and improve public and individual health in the United States and, where feasible,
globally;

¢ Facilitate the development of, approval of, and access to, safe and effective biological
products and promising new technologies; and

e Strengthen CBER as a preeminent regulatory organization for biological products.

CBER’s strategic plan contributes to the improvement of public health and provides a framework
by which CBER can most effectively allocate its fiscal and human resources to successfully
navigate the challenges and opportunities of the 21st century. The CBER goals are to:

e Facilitate the development and availability of safe and effective medical products through
the integration of advances in science and technology;

e Conduct research to address challenges in the development and regulatory evaluation of
medical products;

e Increase preparedness for emerging threats and promote global public health; and

e Manage for strategic excellence and organizational accountability.

The following selected accomplishments demonstrate the Biologics Program’s delivery of its
regulatory and public health responsibilities within the context of current priorities.>® They align
with the Department of Health and Human Services’ strategic plan, FDA’s strategic priorities,
and CBER’s strategic plan, and reflect implementation of legislative mandates.

FOSTER COMPETITION AND INNOVATION

Science and technology are advancing at an unprecedented rate. FDA’s Biologics Program is
committed to helping to set the stage for the continued advancement of novel products and, when
appropriate, expediting the development and review of new biological products for a broad range
of complex and life-threatening diseases. This includes ground-breaking treatments and those
that provide new treatment options where few exist. CBER also works to promote innovation in
manufacturing to create a more robust manufacturing process with fewer interruptions in
production, fewer product failures, and greater assurance that the biologic products manufactured
will provide the expected clinical performance.

FDA’s strategic priority to foster competition and innovation aligns with the HHS Strategic Plan
FY 2018-2022 goals to “Foster Sound, Sustained Advances in the Sciences” and “Protect the
Health of Americans Where They Live, Learn, Work, and Play,” and CBER’s strategic goals to
“Facilitate the development and availability of safe and effective medical products through the
integration of advances in science and technology” and “Conduct research to address challenges
in the development and regulatory evaluation of medical products.”

Modernizing the Regulatory Process to Improve Innovation

%0 Please visit http://www.fda.gov/ for additional program information and detailed news items
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To ensure that the regulatory process is predictable, transparent, scientifically modern, and
facilitates innovation through a risk-based regulatory approach, FDA develops and updates
policies and guidance for product regulation. The goal is to create clear recommendations,
frameworks, and pathways that allow beneficial novel technologies to efficiently reach patients
while maintaining standards for product safety and effectiveness.

Once just a theory, gene therapies are now a therapeutic reality for
some patients. Gene therapies have the potential to treat a broad
spectrum of conditions, from rare genetic disorders, including
those affecting one or several individuals, to more common
diseases such as some cancers. In May 2019, FDA approved
Zolgensma for the treatment of children at least 6 months of age
with spinal muscular atrophy type 1 (SMAL), the first directly
administered gene therapy given by the intravenous route. It has
had a remarkable effect in transforming the course of disease in
those children to whom it has been administered.

Figure 6 Gene Therapy: CAR-T CBER now has over 900 active Investigational New Drug (IND)
Cell Attacking Cancer Cell applications for gene therapies. FDA continued to develop
guidances to advance gene therapies. FDA also launched a new
webpage in May 2019 called “Resources Related to Regenerative Medicine Therapies” to
provide information more effectively to stakeholders. Guidances issued over the last year in this
area include information on:

e Expedited regulatory programs, strategies for clinical development, such as limited study
population size, potential feasibility and safety issues (February 2019); and

e Evaluation of devices used with regenerative medicine advanced therapies (February
2019).

To facilitate more efficient development programs for rare diseases that can ultimately support
approval, FDA revised its 2015 guidance about drug and biological product development issues
for rare diseases (February 2019). The revised 2019 guidance helps sponsors address challenges
encountered in drug development due to limited medical and scientific knowledge, natural history
data, and drug development experience.

FDA finalized the guidance for adaptive trial designs that allows for planned modifications to one
or more aspects of the design based on data collected from the study’s subjects while the trial is
ongoing, to improve efficiency (November 2019). FDA also published a guidance to describe an
optional streamlined submission process for determining whether use of an investigational in
vitro diagnostic in a clinical trial for an oncology therapeutic to help reduce administrative
burden for FDA and sponsors (October 2019).

FDA recognizes the value of standards and encourages their appropriate use to facilitate product
development and provide more efficient evaluation of regulatory submissions. To provide
recommendations to industry on the use of standards in both product development and control
and the managed review process, a final guidance was issued for use of standards in regulatory
submissions by CBER (March 2019).
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Facilitating the development of standards and consensus definitions of terms specifically for
regenerative medicine therapies with stakeholders is a priority for FDA. In March 2019, FDA
collaborated with NIST and the Standards Coordinating Body®! to leverage their respective
expertise in hosting a workshop to identify opportunities to accelerate medical product
development. FDA also launched a new webpage in May of 2019 to provide information on
“Standards Development for Regenerative Medicine Therapies,” to consolidate information for
stakeholders.

To help streamline drug and biological product development, FDA provides scientific and
regulatory advice to sponsors early in product development to address issues such as assessment
of safety, complex manufacturing technologies, incorporation of innovative devices, and the use
of cutting-edge testing methodologies. These early pre-IND interactions are helpful for small-
and medium-sized enterprises and academic researchers who often have limited knowledge and
experience with new technologies.

Two recently launched programs help facilitate this communication: 1) the CBER Advanced
Technologies Team (CATT) was established in July 2019 to promote dialogue, education, and
input from prospective innovators and developers of advanced manufacturing technologies; and
2) the Initial Targeted Engagement for Regulatory Advice on CBER products (INTERACT)
program, which was launched in June 2018, provides opportunities for potential sponsors to
obtain advice early in the development process. Both programs have been well-received and
have seen a steady increase in requests for early consultation prior to pre-IND meetings.

Programs such as the Regenerative Medicine Advance Therapy (RMAT) Designation, Fast
Track, Breakthrough Therapy Designation, Accelerated Approval, and Priority Review are used
when appropriate to expedite the development and review of innovative biological products.
Since the inception of the Breakthrough Therapy Designation process in July 2012, CBER has
granted 48 Breakthrough Therapy designations, with 30 of the products being for rare diseases
(Orphan designated). The Agency has also granted 45 RMAT Designations since program
inception in December 2016 with 27 being for rare diseases.>?

Advancing Science to Facilitate Access

To modernize its regulatory toolbox, FDA incorporates scientific advancements into its
regulatory and scientific work and implements policies to expedite availability of beneficial
innovations to consumers. By adopting the most advanced science and risk management tools to
inform policy, FDA helps to advance science and technology to design better ways of predicting
and evaluating the safety, purity, potency, and effectiveness of biological products early in their
lifecycle. The Biologics Program has a cadre of scientific experts who are proficient in the
regulatory process and conduct research to address scientific gaps. In addition, the applied
research program supports development of new tools, models, standards, and methods,

51 https://www.standardscoordinatingbody.org/

52 As of September 30, 2019
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harnessing new technologies to expedite product development and provide effective scientific
regulatory responses to public health emergencies.

In November 2019, FDA convened a public hearing entitled, “Use of Fecal Microbiota for
Transplantation (FMT) to Treat Clostridium difficile Infection Not Responsive to Standard
Therapies” to obtain public input on the state of the science regarding FMT to treat C. difficile
infection not responsive to standard therapies, including the available clinical evidence for safety
and effectiveness of FMT for this use and to better understand the impact of FDA’s enforcement
policy on product development.

In September 2019, FDA, in collaboration with NIH and Coalition for Epidemic Preparedness
Innovations, convened a public workshop entitled "ldentification and Use of Biomarkers to
Advance Development of Preventive Vaccines." The workshop brought together government
agencies, academia, industry, and other stakeholders to discuss the scientific, clinical, and
regulatory challenges encountered in the identification, characterization, and qualification of
biomarkers for preventive vaccines for infectious diseases indications. The workshop included
discussions on exploring the use of biomarkers to inform the clinical development of preventive
vaccines and in regulatory decision making. The use of biomarkers, and their qualification under
the process established by the 21% Century Cures Act, can help to accelerate the development and
availability of safe and effective products.

To support the application of novel technologies for advanced manufacturing, FDA enhanced its
work on advanced manufacturing in its intramural regulatory science program and made several
awards to support new efforts to foster innovation in the development and creation of more
modern, domestically-based manufacturing. Modernization of manufacturing processes
improves the agility, flexibility, cost, and reliability of manufacturing of products such as
vaccines and cell- and gene-based therapies to improve the health of patients. With these awards,
FDA supported projects to evaluate the safety and quality of a 3D printed bioreactor for beads-
free CART T-cell manufacturing, continuous acoustic separation for cell therapeutic cell
manufacturing, and nondestructive analytics for vaccines. Additionally, as part of its continued
implementation of the 21 Century Cures Act, FDA continued to make grants to study and
recommend improvements for emerging manufacturing and testing technologies and to support
the development and adoption of these technologies.

FDA'’s Blood Products Advisory Committee (BPAC) reviews and evaluates available data
concerning the safety, effectiveness, and appropriate use of blood and blood products and
provides advice on their findings. In March 2019, the BPAC discussion included blood donation
policies regarding men who have sex with men (MSM), the current scientific data on HIV and
MSM, and identification of additional information that could support alternative procedures to
FDA'’s current MSM time-based donor deferral policy using pathogen reduction technology. The
BPAC also discussed recommendations on strategies to reduce the risk of Zika virus. In
November 2019, the advisory committee discussed scientific considerations for cold stored
platelet products intended for transfusion, including product characterization, duration of storage
and clinical indications for use, and the potential role of cold stored platelets in clinical care,
which have the potential to benefit military and civilian patient populations in remote or rural
U.S. locations.
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FDA scientists continue working to improve vaccine production. To produce enough vaccine
quickly in case of a pandemic, scientists must develop candidate vaccine viruses (CVVs) that
grow well in both eggs and animal cells, while ensuring they retain their low pathogenicity in
animals and the ability to stimulate the immune system effectively. Avian CVVVs do not always
grow well in mammalian cells or chicken eggs, making it difficult to produce enough vaccine
during an emergency or in the event of a pandemic. FDA developed two CVVs that may be used
as the starting material to produce inactivated influenza vaccines that protected laboratory
animals against a highly pathogenic strain of Influenza A (H7N9). Use of these CVVs could
facilitate large-scale production of these viruses in chicken eggs and animal cells.

Immune responses against protein drugs, such as Factor VIII (FVIII), is a major safety and
efficacy concern during both clinical trials and in the postmarket setting. FDA developed a
technique for determining whether immune system cells (dendritic cells) appear primed to trigger
the production of antibodies against FVII1 products used to treat hemophilia A. The presence of
such primed dendritic cells may be used as biomarkers for potential immune reactions that would
block the therapeutic effects of FVIII and would increase the ability to identify individuals and
groups of individuals at risk for producing antibodies against FVI1II drugs.

Certain growth factors stimulate mesenchymal stromal cells (MSCs) so they can help the body
control inflammation by suppressing immune cell functions. FDA developed a strategy that may
improve identification of batches of MSCs that can suppress certain immune system activity.
This method may be useful to sponsors developing MSCs for the treatment of certain diseases,
such as Crohn’s disease and multiple sclerosis. The new technique, called functionally-relevant
morphological profiling, predicts how much a population of stimulated MSCs would be able to
suppress key types of immune cells. It can help refine manufacturing methods to make MSCs
more consistent and reliable and determine how other types of cells respond to a variety of
different growth factors.

FDA developed a poliovirus assay that is faster and more versatile than those now used. The
assay is the first to measure the amount of several different strains simultaneously in a mixture of
polioviruses. The assay identifies and quantifies several different viruses simultaneously,
enabling the assay to rapidly process the large number of fecal samples collected from subjects
during clinical trials and facilitating public health surveillance of vaccine virus in the
environment. The assay thus offers a better way to track poliovirus by simplifying and speeding
high-throughput processing of sample, which will be useful for achieving the Global Polio
Eradication Initiative goal of eradicating polio worldwide.

Since the beginning of the Zika virus (ZIKV) epidemic, FDA has worked with device
manufacturers to facilitate the development of ZIKV blood donor screening and diagnostic tests.
FDA laboratories developed ZIKV reference reagents for nucleic acid tests (NAT) for use by
blood donor screening test developers and have collaborated with CDRH to facilitate ZIKV
diagnostic test development.

Real-World Evidence to Evaluate Effectiveness and Safety

Real-world evidence (RWE) is the clinical evidence regarding the usage and potential benefits or
risks of a medical product derived from analysis of Real-World Data (RWD). RWE can be
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generated by different study designs or analyses, including but not limited to, randomized trials,
including large simple trials, pragmatic trials, and observational studies (prospective and/or
retrospective).

FDA uses RWD and RWE to monitor postmarket safety and adverse events and to help make
regulatory decisions. To encourage sponsors and applicants who are using RWD to use a simple,
uniform format to report their use of RWE in regulatory submissions FDA issued the draft
guidance, “Submitting Documents Using Real-World Data and Real-World Evidence to FDA for
Drugs and Biologics Guidance” (May 2019).

RWD can come from a variety of sources, such as electronic health records (EHRSs), claims and
billing activities, product and disease registries, patient-generated data including in home-use
settings, and data gathered from other sources that can inform on health status, such as mobile
devices. CBER’s Biologics Effectiveness and Safety (BEST) Program, expanded and enhanced
access to new and better data sources, methods, tools, expertise, and infrastructure to conduct
surveillance and epidemiologic studies of biological products. BEST is a part of the FDA
Sentinel Initiative and provides access to 80 million EHRs with 270 million claims to conduct
robust, rapid safety and effectiveness studies of blood, advanced therapeutics and vaccines.
Through the BEST System, CBER built a network of EHR and claims databases, gained better
access to medical charts, and reduced the data lag to three to four months compared to nine to
twelve months using previously available databases.

BEST has been used to perform several hundred queries related to safety and regulatory
questions such as estimating blood usage, identifying reasons for transfusions, and identifying
transfusion-related adverse events and estimating their rates. It has also enabled innovative
approaches such as machine learning, artificial intelligence, and natural language processing
(NLP) to conduct queries and medical chart reviews of EHR records. This has improved FDA’s
ability to identify cases of the serious, life-threatening adverse effects, Transfusion-Associated
Circulatory Overload and Post-transfusion Sepsis.

RWD is being used to inform FDA policies, such as blood donor eligibility. The Transfusion
Transmissible Infections Monitoring System (TTIMS), a collaborative effort with the National
Heart, Lung, and Blood Institute and the HHS Office of the Assistant Secretary of Health, is
gathering and using RWD to help ensure the continued safety of the U.S. blood supply and
monitor the effects of FDA’s policy changes regarding donor deferral.

TTIMS contractors are actively monitoring over 60 percent of the U.S. blood supply and
developed methods to calculate the incidence and prevalence of HIV, hepatitis B virus, and
hepatitis C virus pre- and post-implementation of the MSM one-year donor deferral policy based
on RWD collected.

STRENGTHEN SCIENCE AND EFFICIENT RISK-BASED DECISION MAKING

FDA provides risk-based oversight of product compliance in keeping with regulatory policy to
ensure that approved products are safe, effective, and available, and that unapproved treatments
are not on the market. FDA’s field work plays an integral role in helping to assure the safety of
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FDA-regulated products. The field staff provides additional surveillance through inspections at
domestic and foreign manufacturing facilities and clinical study sites.

FDA collaborates with other agencies, both domestic and international, to promote international
harmonization to help facilitate development and availability of safe and effective medical
products and improve preparedness for public heath emergencies. This network contributes to
FDA success during public health emergencies by enabling a rapid and effective response using
established communication channels, relationships, and partnerships. The following
accomplishments related to strengthening science and efficient risk-based decision making
support the HHS strategic plan goals to “Protect the Health of Americans Where They Live,
Learn, Work, and Play” and “Foster Sound, Sustained Advances in the Sciences,” FDA’s
strategic priorities and CBER’s strategic goals to “Facilitate the development and availability of
safe and effective medical products through the integration of advances in science and
technology” and “Increase preparedness for emerging threats and promote global public health.”

Protect Public Health from Infectious Diseases

The spread of infectious diseases and the emergence of new ones is a global public health issue.
Infectious diseases can spread through contact with infected individuals, travel by individuals to
endemic areas, arthropod vectors, risk behaviors, and other mechanisms. Protecting and
enhancing public health by ensuring the availability of safe and effective vaccines to prevent
infectious diseases is a priority for FDA.

Vaccines have contributed to a significant reduction in many childhood infectious diseases, and
some diseases, such as polio and smallpox, have been eliminated in the United States due to the
use of effective vaccines. With high vaccination rates, it is now rare for children in the United
States to experience the devastating and often deadly effects of diseases that were once common
in the United States and other countries. However, hesitancy to vaccine children in the U.S. has
led to recent outbreaks, such as the measles. The World Health Organization recently named
vaccine hesitancy one of the top 10 threats to global health. FDA joined colleagues at HHS,
CDC, NIH and state and local health departments across the country to continue to promote
vaccinations against these preventable diseases during the 2019 US measles outbreak.
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FDA approved the first live, non-replicating vaccine for the prevention of smallpox and
monkeypox disease in adults 18 years of age and older determined to be at high risk (September
2019). This is the only FDA-approved vaccine for monkeypox and provides an important
countermeasure in the event of the intentional release of smallpox, it will be included in the
Strategic National Stockpile.

Under a priority review, FDA approved the first vaccine for the prevention of dengue disease
caused by all dengue virus serotypes (1, 2, 3 and 4) in people ages 9 through 16 who have
laboratory-confirmed previous dengue infection and who live in endemic areas. Dengue disease
is the most common mosquito-borne viral disease in the world and global incidence has increased
in recent decades.

The first FDA-approved vaccine for the prevention of Ebola virus disease was approved in
December 2019. FDA leveraged expertise to facilitate the development of the vaccine, which
will help to protect against the Zaire ebolavirus and prepare and respond to biological threats.
The research approach used to study the effectiveness and safety of this vaccine was precedent-
setting during a public health emergency and may help create a model for future studies under
similar circumstances.

To help protect patients from seasonal influenza, as it does for every influenza season, FDA
selected the strains for inclusion in the influenza vaccines for the 2019-2020 U.S. influenza
season. The selection of influenza virus strains is based on the review by FDA, WHO, CDC and
other public health experts, of influenza disease surveillance and laboratory data collected from
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around the world and the recommendations of FDA’s Vaccines and Related Biological Products
Advisory Committee made in March 20109.

Ensuring the safety of blood and blood products is one of FDA’s highest priorities because of the
important role that they play in medical care and the unique risks they pose. Blood products can
be susceptible to contamination by both existing and emerging pathogens. There is a risk that
recipients of blood products could be exposed to an emerging pathogen before it is identified.
FDA is working to advance improved pathogen reduction technologies to proactively address
public health challenges and emerging infectious diseases.

FDA issued recommendations to control the risk of bacterial contamination of room temperature
stored platelets intended for transfusion in the final guidance “Bacterial Risk Control Strategies
for Blood Collections Establishments and Transfusion Services to Enhance the Safety and
Availability of Platelets for Transfusion” (September 2019).

To further enhance the safety of the blood supply, FDA finalized guidances for industry on
further testing of donations that are reactive on a licensed
donor screening test for antibodies to hepatitis C virus
(October 2019). FDA also approved assays for qualitative
| detection of antibodies to human T-lymphotropic virus
Type | and/or human T-lymphotropic virus Type Il (June
2019) and antibodies to hepatitis C virus (July 2019).

Transfusion-transmitted babesiosis has emerged as a

significant risk to the U.S. blood supply. Human babesiosis

is a disease transmitted primarily through tick vectors

Figure 8 Blood Donation caused by Babesia microti (B. microti). FDA finalized
guidance providing recommendations for donor screening, donation testing, donor deferral and
product management to reduce the risk of transfusion-transmitted Babesiosis (May 2019) and
approved two assays for the qualitative detection of Babesia in living donors of whole blood and
blood components and for screening organ and tissue donors (January and August 2019).

FDA licensed screening assays for the detection of other infectious diseases, including T. cruzi,
the causative agent of Chagas disease (August 2019), hepatitis B virus core antigen (August
2019), and hepatitis B surface antigen (June 2019) to help protect the safety of the blood supply.
Supplemental tests were licensed for human serum and plasma samples with repeatedly reactive
results by an FDA licensed donor screening test for antibodies to HIV (August 2019).

FDA also approved the first next-generation sequencing test for detecting HIV-1 drug resistance
mutations to select an effective combination of drugs for treating patients taking or about to start
antiviral therapy (November 2019).

FDA continues to work with the U.S. Department of Defense (DoD) to ensure products that are
prioritized by DoD as important to the health of those involved in national defense receive the
highest level of attention from the Agency, in a manner similar to breakthrough designated
therapies, through ongoing implementation of a Memorandum of Understanding (MOU) signed
in 2018. The MOU enhances collaboration and coordination between DoD and FDA, placing
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particular priority on products regulated by CBER to help ensure safe and effective products are
available to those protecting our nation.

To further advance the development and availability of dried plasma, FDA finalized the guidance
“Considerations for the Development of Dried Plasma Products Intended for Transfusion”
(December 2019). Also, in 2019, FDA granted a variance to the Department of the Army that
allows storage of cold stored platelets for up to 14 days for the treatment of active bleeding when
conventional platelets are unavailable or their use not practical.

Improve Global Public Health Through International Collaboration

A critical component of how FDA carries out its regulatory responsibilities is through
international engagements that support both national and global public health. These
engagements are important because many of the products FDA regulates directly address
infectious disease threats that are not unique to the U.S. That means the discovery, development,
production and distribution of its regulated products is now a globalized enterprise. International
collaborations enable a rapid and effective response to public health emergencies using
established communication channels, relationships, partnerships. Rapid response helps decrease
the spread of infectious disease, which may be spread by travel to or from endemic areas.

Over the past year, FDA has participated in several meetings of the International Council for
Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use
(ICH). ICH is a unique harmonization project by which regulator and industry representatives
work to improve the efficiency of the new drug development and registration process, promote
public health, prevent duplication of clinical trials in humans, and minimize the use of animal
testing without compromising safety and effectiveness.

ICH harmonizes technical guidance that FDA adopts upon finalization. In 2019 the following
draft ICH guidelines were adopted for public consultation: Optimization of Safety Data
Collection (April); Bioanalytical Method Validation (February); Revision on General
Considerations for Clinical Trials (May). Four topics have been initiated for harmonization:
updating Viral Safety Evaluation of Biotechnology Products Derived from Cell Lines of Human
or Animal Origin; revising Guideline for Good Clinical Practice, to address the increasing
diversity of study types and data sources; updating Post Approval Safety Data Management:
Definition and Standards for Expedited Reporting, to incorporate risk-based approaches to the
management of information from existing and any new data sources, and enable a greater focus
on the data sources that will optimize signal detection activities and public health; and initiating a
new Guideline on Non-clinical Biodistribution Studies for Gene Therapy Products.

To help accelerate Ebola virus vaccine development programs, FDA collaborated with CDC and
WHO to enable the availability of an investigational Ebola vaccine provided to individuals in the
Democratic Republic of the Congo, which is currently suffering from an outbreak of this disease.
The FDA focused on advancing the availability of an Ebola vaccine to help advance the ongoing
public health response, since prevention is one of the most effective ways to curb the spread of
emerging infectious diseases.
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In June and December 2019, FDA participated in meetings of WHO’s Global Advisory
Committee for Vaccine Safety. This committee provides independent, authoritative, scientific
advice to WHO on vaccine safety issues of global or regional concern that could affect short or
long-term national immunization programs. FDA representatives also serve as members of the
WHO Blood Regulators Network, a forum for international blood regulatory authorities to share
insights and address threats and opportunities to promote global blood product safety, efficacy
and availability.

FDA hosted the 22" U.S. Japan Cellular and Gene Therapy Conference (March 7, 2019), in
conjunction with Japan’s Ministry of Education, Culture, Sports, Science and Technology, under
the U.S.-Japan Cooperative Research Program. The conference focused on adeno-associated
virus (AAV)-mediated gene therapy which is a promising approach to treat a variety of human
diseases. The speakers from Japan and the U.S. discussed the most recent advances, key
achievements and emerging issues in the AAV-mediated gene therapy. The FDA presented U.S.
regulatory considerations for clinical development of AAV-based vectors.

To yield greater efficiencies, FDA actively participates in a Mutual Recognition Agreement with
the European Union. The MRA allows FDA to avoid duplication of inspections and enables
reallocation of resources to inspection of manufacturing facilities with potentially higher global
public health risks. This agreement has enabled assessments that resulted in twenty-eight-member
states achieving positive capability assessments for their inspectorates; FDA has begun reviewing
their recent inspection reports and related information for firms under its auspices.

Compliance and Oversight

FDA conducts a wide range of compliance and surveillance activities to ensure the quality of
products through their entire lifecycle. These activities include: 1) conducting pre-license and
pre-approval inspections of manufacturing facilities and clinical studies; 2) monitoring the safety,
purity and potency of biological products through review of Biological Product Deviation
Reports and Human Cell and Tissue and Cellular and Tissue-Based Product (HCT/P) Deviation
Reports, investigations into transfusion and donation related fatalities and other adverse events,
and product recalls; 3) reviewing notifications of a permanent discontinuance or an interruption
in manufacturing or shortage of CBER-regulated products; 4) initiating regulatory action to
address non-compliance with FDA laws and regulations; 5) monitoring research on biological
products and assessing the protection of the rights, safety, and welfare of human research subjects
and the quality and integrity of research data; 6) monitoring import and export activities; and
reviewing product advertising and promotional labeling.

To ensure marketed products are meeting quality standards, to maintain safety and effectiveness
of products, the Biologics Program monitors the quality of the marketed biological products
through surveillance, inspections, and compliance programs. These inspections are performed to
ensure that products are manufactured in compliance with Current Good Manufacturing Practice
(CGMP) and other applicable FDA regulations. Inspections are conducted at domestic and
foreign manufacturing facilities and clinical study sites, including blood and tissue
establishments, vaccine facilities, allergenic facilities, device manufacturers, gene and cell
therapy facilities, and plasma fractionators.
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Though cell-based regenerative medicine holds significant medical promise, the marketing of
unapproved treatments potentially puts patient health at risk. In November 2017, FDA
announced its comprehensive regenerative medicine framework, which provides that until
November 2020 the agency generally intends to exercise enforcement discretion for certain
HCT/Ps with respect to FDA’s investigational new drug application (IND) and premarket
approval requirements, if the use of the product does not raise reported safety concerns or
potential significant safety concerns.

Since the framework was announced, FDA has seen only modest progress by regulated industry
in coming into compliance. To help improve compliance, FDA established the Tissue Reference
Group Rapid Inquiry Program (TRIP) to help manufacturers of HCT/Ps, including those
stakeholders that market HCT/Ps to physicians or patients (hereafter referred to collectively as
regulated industry), obtain a rapid, preliminary, informal, non-binding assessment of how specific
HCT/Ps are regulated. The TRIP is a temporary program of the TRG, effective June 12, 2019 to
December 31, 2019. It is intended to help product developers come into compliance with
premarket approval requirements, advance an efficient path for the safe and effective regenerative
medicine products, and help foster beneficial new innovations. FDA has also provided many
different avenues for developers of these products to obtain regulatory advice on their
development programs, starting in the pre-clinical stage through clinical development and
regulatory submissions.

Innovative products that are reliably and carefully developed will be harder to advance if bad
actors are able to make hollow claims and market unsafe science. As a part of the regenerative
medicine framework, FDA took regulatory and compliance action against a number of companies
and individuals over the last year for marketing products without FDA approval and for
significant deviations from current good manufacturing practice requirements, both of which put
patients at risk. These included:

e InJune 2019, a U.S. District Judge issued an order that stops a Florida-based clinic from,
among other things, manufacturing or distributing, any and all stromal vascular fraction
(SVF) products, which are adipose (fat) tissue derived cellular products, until they come
into compliance with the law.

e On FDA'’s behalf, the Department of Justice is actively litigating another action in
California for permanent injunction against multiple entities and individuals involving
their unapproved SVF products.

e FDA sent eight Warning Letters and Untitled Letters since October 2018 to those
manufacturing or marketing unapproved HCT/Ps that require premarket approval and
create potential significant safety concerns that put patients at risk.

e Since December 2018, FDA issued over 80 letters to manufacturers and health care
providers who may be offering unapproved stem cell treatments, reiterating FDA’s
compliance and enforcement policy. In addition, FDA separately contacted 50 stem cell
clinics affiliated with the recipient of one of the above-mentioned untitled letters.

e FDA also issued a warning letter to a hospital Institutional Review Board (IRB) in June
2019 due to significant deviations from the regulations governing IRBs including: 1)
Failure to review proposed research at convened meetings at which a majority of
members of the IRB are present and 2) failure to prepare and maintain adequate
documentation of IRB activities.
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FDA issued two communications to provide important information about the safety of biological
products. The first communication (April 2019), informed blood establishments and transfusion
services about recent cases of contamination of platelets with Acinetobacter sp. and encouraged
reporting to FDA of new cases of such contamination, which can cause septic transfusion
reactions. The second communication (June 2019), informed health care providers and patients
of the potential risk of serious or life-threatening infections following the use of fecal microbiota
transplantation (FMT), after two patients developed antibiotic-resistant infections and one of the
patients died. FDA noted additional safety protections were needed for any investigational use of
FMT and communicated this information to all holders of Investigational New Drug (IND)
applications for FMT.

FDA works to ensure the domestic supply of CBER-regulated products. For FY 2019, the
Biologics Program has documented seven new product shortages, 19 prevented shortages, five
ongoing shortages, and 44 notifications from 25 different manufacturers. CBER has used
regulatory flexibility and expedited reviews to prevent or mitigate shortages. In addition, to help
mitigate an Immune Globulin (1G) product shortage, FDA worked closely with industry to
explore ways to improve the manufacturing yield of 1G products, which are derived from donor
plasma.

Selected Guidances to Support Mission and Priority Areas

FDA guidances are documents that explain the agency’s interpretation of, or policy on, a
regulatory issue and are primarily for industry, but also for other stakeholders and internal staff.
FDA uses guidances to address such matters as the design, manufacturing, and testing of
regulated products; scientific issues; content and evaluation of applications for product approvals;
and inspection and enforcement policies. Since guidances are not legally binding, stakeholders
are free to use other approaches that satisfy the relevant law and regulations, though they help to
guide stakeholders in reaching their regulatory goal. Below are other selected guidance
documents recently issued by CBER, not discussed elsewhere in the Biologics Program
Description and Accomplishments.5?

Date f# Title Description
DEC FDA- Submitting Study Datasets for Recommends the submission of standardized datasets to
2018-D- [Vaccines to the Office of Vaccines [facilitate review and analyses of the data and allows for
2009 . — . . .
1216 Research and Review pooling of data, when appropriate.
FDA- Testing for Biotin Interference in In |Provides recommendations on the testing for
JUN [~ . . . . A L L
2019 2019-D- |Vitro Diagnostic Devices; Draft interference by biotin on the performance of in vitro
1876 Guidance diagnostic devices (1VDs).

53 Complete information on CBER guidances can be found at:
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatorylnformation/Guidances Complete
information on CBER rules can be found at:
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatorylnformation/ActsRulesRegulations/def
ault.htm
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Date f# Title Description

Providing Lot Release Protocol Assists manufacturers of biological products in
FDA - Submissions to the Center for g P

FEB [ submitting lot release protocols in electronic format to

2019 1998D- BIOIOgIC.S EvaIuaho_n and Resea?rch CBER’s Product Release Branch, within the Office of
0315 (CBER) in Electronic Format; Final . . . .
Compliance and Biologics Quality

Guidance
Presents current thinking FDA on principles for
FEB FDA- Principles of Premarket Pathways  |premarket review of combination products. Intended to
2019 2019-D- [for Combination Products — Draft  |enhance clarity, predictability, efficiency, and consistency
0078 Guidance of premarket regulatory expectations for combination

products.

Selected Biologics Product Approvals

New biological drugs such as vaccines, blood products, biotechnology products, and gene therapy
and biological medical devices must be demonstrated to be safe and effective before companies
can market them in the United States. FDA evaluates the results of studies conducted in the
laboratory, animals, and humans to determine if the product is safe and effective for use in the
United States. FDA’s Biologics Program has reviewed and approved an array of biological
products to treat and prevent diseases. Below are selected recent Biological product approvals
not discussed elsewhere in the Biologics Program Description and Accomplishments.

Disease Approved Trade Name |Proper Name Purpose or Benefit

Indicated for the treatment

Humoral Immune Globulin of primary humoral
Immunodeficienc APR 2019 IASCENIV Intravenous, Human-slra, [immunodeficiency for adults
Y 10% Liquid and adolescents (12 to 17

years of age).

For adults and children with
hemophilia A: (1) on-
demand treatment and
Antihemophilic Factor control of bleeding episodes,
Hemophilia A FEB 2019 ESPEROCT |(Recombinant), (2) perioperative
GlycoPEGylated-exei management of bleeding,
and (3) routine prophylaxis
to reduce frequency of
bleeding episodes.
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For the prevention of
influenza disease caused by
influenza A subtype viruses
and type B viruses contained
in the vaccine in persons 65
years of age and older

Fluzone High
NOV 2019 Dose
Quadrivalent

Influenza Influenza vaccine

Indicated for the treatment

Immune Globulin .
of primary humoral

Primary Humoral Subcutaneous, Human-

Immunodeficiency JUL 2019 XEMBIFY klhw, 20%; Grifols |mmunodef|C|ency (P1) in
. patients 2 years of age and
Therapeutics LLC
older.
FUNDING HISTORY
) Program Budget
Fiscal Year . User Fees
Lewel Authority

FY 2017 Actual $340,016,000 $215,443,000 $124,573,000]
FY 2018 Actual $381,890,000 $217,135,000 $164,755,000|
FY 2019 Actual $408,610,000 $240,133,000 $168,477,000|
FY 2020 Enacted $419,302,000 $252,138,000 $167,164,000I
FY 2021 President's Budget $425,486,000 $252,381,000 $173,105,000|

BUDGET REQUEST

The FY 2021 President’s Budget Request for the Biologics Program is $425,486,000, of which
$252,381,000 is budget authority and $173,105,000 is user fees. The budget authority increases
by $243,000 compared to the FY 2020 Enacted Budget. User Fees increase by $5,941,000. The
Center for Biologics Evaluation and Research (CBER) amount in this request is $382,003,000.
The Office of Regulatory Affairs amount is $43,483,000.

The FY 2021 budget allows the Biologics Program to advance public health through innovative
regulation that promotes the safety, purity, potency, effectiveness, and timely delivery of
biological products to the American public. FDA will continue to expedite the use of advanced
technologies and methods to facilitate product development.

FDA will work to reduce review times and regulatory burden by enhancing FDA-sponsor
communications in its user fee programs and continuing to use FDA’s expedited programs such
as the Regenerative Medicine Advanced Therapy Designation, Fast Track, Breakthrough Therapy
Designation, Accelerated Approval, and Priority Review to expedite the approval and availability
of important products for patients, when appropriate. These pathways will help expedite the
development and review of innovative biological products, many of which address unmet

medical needs in patients with rare, serious, or life-threatening conditions without compromising
FDA'’s high standards for demonstrating the safety, efficacy, and quality of new medicines.

FDA will advance the use of real-world evidence including through use of new tools and large
databases from healthcare providers, insurers, and other partners, to identify safety problems
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associated with biologic product use in a cost-effective and rapid manner. The use of real-world
evidence captured throughout the totality of a product’s post-approval lifecycle has been a
significant aid in informing regulatory decisions, including the development of new products and
changes to existing products.

The regulatory science and research program will continue to engage in forward-looking priority
setting to allocate its resources towards efforts that best support FDA’s ability to respond to
current and emerging public health needs and meet ever-changing scientific and technological
advancements. This program helps CBER keep pace with the tremendous scientific
advancements being made in the field.

The Agency will continue to protect the public against the threats of emerging infectious diseases
and bioterrorism. The spread of infectious diseases and the emergence of new ones is a global
public health issue. FDA will protect and enhance public health by facilitating the availability of
safe and effective vaccines and by working to reduce the risk of transmission through donated
blood or tissues.

FDA collaborates and establishes relationships with other regulators and health agencies in the
U.S. and throughout the world to support public health in the US and globally. Many of the
products FDA regulates address infectious disease threats which are not isolated to the U.S. and
the discovery, development, production and distribution of its regulated products is a globalized
enterprise. FDA also strategizes to harmonize existing regulatory standards and works with
international scientific efforts to establish and maintain reference materials and standards for
biologics.

In addition to work on gene therapies to address conditions that affect may individuals, the
Agency also will address the need for gene therapies addressing conditions that affect one or a
small number of individuals (less than about 100), and manufacturing challenges are particularly
relevant in this space. The manufacturing of vectors to enable research and development of gene
therapies for these very rare conditions can be cost prohibitive and, at this time, not commercially
viable. FDA will work with stakeholders to facilitate end-to-end solutions for key issues limiting
the development and application of gene therapy for conditions affecting one or a small number
of individuals.

BUDGET AUTHORITY

Medical Product Safety (+$2.0 million/ +8 FTE)

Modernizing Influenza Vaccines (+$2.0 million/ 8 FTE)
Center: +$2.0 million/ 8 FTE

Seasonal influenza vaccines prevent millions of cases of disease and thousands of deaths in the
United States. This initiative supports the Executive Order on “Modernizing Influenza Vaccines
in the United States to Promote National Security and Public Health” to help make the United
States influenza vaccine supply more robust, secure, and nimble to combat seasonal influenza
epidemics and potential influenza pandemics. FDA will work with industry to implement new
manufacturing technologies to potentially expand the domestic capacity of alternative methods
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that could allow for vaccines to have reduced production times and account for emerging
influenza strains.

Crosscutting Initiatives (-$1.8 million)

Outreach, Training and Organizational Excellence -$1.8 million
Center: -$1.5 million

The Center for Biologics Evaluation and Research (CBER) will reduce Outreach, Training, and
Organizational Excellence activities while maintaining the most critical programmatic activities.
CBER will preserve its most critical public health and safety activities under this reduction,
including activities that support pandemic preparedness, programs facilitating efficient product
review and innovation in the drug development process, and work that advances the application
of real-world evidence.

Field: -$0.3 million

ORA will reduce Outreach, Training, and Organizational Excellence activities while maintaining
the most critical programmatic activities. ORA will preserve its most critical public health and
safety activities under this reduction, including training new and existing staff on emerging
technologies used in industry, and pursuing productive global partnerships in the future.

USER FEES

Current Law User Fees: +$5.9 million

Center: +$5.9 million / Field: $0.046 million

The Biologics Program request includes an increase of $5,941,000 for user fees authorized under
FDARA, which will allow FDA to fulfill its mission of promoting and protecting the public
health, treating and curing diseases, and accelerating innovation in the industry.

PERFORMANCE

The Biologics Program’s performance measures focus on biological product review, manufacturing diversity and
capacity for influenza vaccine production, strengthening detection and surveillance of FDA-regulated products and
postmarket inspections to ensure the safety, purity, potency, and effectiveness of biological products, as detailed in
the following table.
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System - Biologics License
Applications (RMS-BLA)
within 7 Days.

(Target Exceeded)

BIOLOGICS
Year and Most Recent
Result / Target for FY 2020 FY 2021 FY 2021
Measure
Recent Result Target Target +/- FY 2020
(Summary of Result)
233207: Review and act on
standard New Molecular
Entity (NME) New Drug FY 2018: 100%
Application (NDA) and Target 90% 90% 90% Maintain
original BLA submissions (Target Exceeded)
within 10 months of the 60
day filing date. (Output)
233208: Review and act on
priority NME NDA and FY 2018:100%
original BLA submissions Target 90% 90% 90% Maintain
within 6 months of the 60 (Target Exceeded)
day filing date. (Output)
233205: Complete review
ti let
ZT:oZCbI;) : kc;nnf:losnc:l? riee FY2018: N/A
. Target 90% 90% 90% Maintain
plasma BLA submissions (No applications received)
within 12 months after PP
submission date. (Output)
233206: Complete review
i conneonoite | pvaois 1o
Target: 90% 90% 90% Maintain
plasma BLA supplements (Target Exceeded)
within 12 months after g
submission date. (Output)
233211: Review and act on
new non-user fee, non- FY 2018: 100%
blood product applications Target: 60% 60% 60% Maintain
within 12 months of receipt. (Target Exceeded)
(Output)
Continue evaluation | Continue evaluation
EY 2019: Continued of new methods to | of new methods to
234101: Increase ) produce more stable | produce more stable
- . . . evaluation of new . i . s
manufacturing diversity and . high-yield influenza | high-yield influenza
. . methods to produce high- . . .
capacity for influenza - . vaccine reference vaccine reference Maintain
. . yield influenza vaccine } . . .
vaccine production. . strains and improve | strains and improve
reference strains.
(Output) current current
(Target Met) . .
manufacturing manufacturing
processes processes
231301: Percentage of Lot
Distribution Reports that
were entered into the FY 2019: 99%
Regulatory Management Target 85% 85% 85% Maintain
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BIOLOGICS
Year and Most Recent
Result / Target for FY 2020 FY 2021 FY 2021
Measure
Recent Result Target Target +/- FY 2020

(Summary of Result)

234221: Percentage of
Biologics significant
inspection violations which
receive appropriate follow-
up after regulatory action
was taken. (Output)

FY 2019: 90.0%
Target: 70% 70% 70% Maintain
(Target Exceeded)

234222: Percentage of
Biologics follow-up
inspections conducted due
lto regulatory action on
significant inspection
violations that moved
toward compliance.
(Outcome)

FY 2019: 85.7%
Target: 65% 65% 65% Maintain
(Target Exceeded)

Influenza Performance Measure

This performance measure supports the Department’s national preparedness efforts in combating
seasonal influenza, by increasing manufacturing diversity and capacity for influenza vaccine
production. In FY 2019, FDA met the target to continue evaluation of new methods to produce
high-yield influenza vaccine reference strains. Activities to meet this target included the
following:

FDA continued efforts to develop new methods for determining influenza vaccine potency, an
important component in the evaluation of high-yield influenza vaccine viruses. A new
international collaborative study comparing several alternative potency methods and alternative
reference reagents was designed and initiated in FY 2019. This study will assess whether
reference standard in the same HA conformation as a vaccine sample can more accurately assess
potency in alternative potency assays than whole inactivated virus (SRID) reference standard and
may simplify the current process that entails production of many different reference antigens.
Additional follow-up studies are being planned for FY 2020 that will continue to evaluate and
compare alternative potency methods.

FDA developed two candidate vaccine viruses (CVVs) that may be used as the starting material
to produce inactivated influenza vaccines. FDA scientists developed — CBER-RG7C and CBER-
RG7D from the highly pathogenic H7N9 strain of influenza A (A/Guangdong/17SF003/2016), by
genetically modifying hemagglutinin, a viral protein the influenza virus uses to bind to cells that
it infects. Specifically, the amino acid glycine is substituted with a glutamic acid at position
G218E in the HA. This change affected the balance of both HA and NA functions during virus
amplification in cells and the targeted amino acid substitution significantly enhanced virus
growth in both MDCK cells (68.3% increase) and eggs (170% increase) without affecting its
antigenicity and its ability to provide protection from wildtype H7N9 virus challenge in an
animal model. Use of these CVVVs could facilitate large-scale production of these viruses in
chicken eggs and animal cells.
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ORA Field Performance Measures

ORA's performance goals measure topics such as our commitment to follow-up on firms
receiving significant inspection violations, as well as measurements related to ORA regulatory
impact on violators, and are tracked on a 3-year rolling basis. Due to the nature of regulatory
actions and subsequent follow-up conducted by FDA, the duration of these events can vary
considerably. After regulatory action, FDA also works to schedule follow-up after a reasonable
time has passed to allow the firm to correct for the original violations. A 3-year rolling timeline
also ensures tracking of all significant violations that require attention and allows for a more
robust analysis.
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BIOLOGICS

CBER Workload and Outputs FY 2019 Actuals [ FY 2020 Estimate | FY 2021 Estimate

Original Biologics License Applications (BLA)

Workload * 21 21 21

Total Decisions 37 37 37

Approved 27 27 27
BLA Efficacy Supplements

Workload * 13 13 13

Total Decisions * 27 27 27

Approved 18 18 18
BLA Manufacturing Supplements

Workload * 1,177 1,177 1,177

Total Decisions ? 1,422 1,422 1,422

Approved 1,349 1,349 1,349
BLA Labeling Supplements

Workload * 245 245 245

Total Decisions 276 276 276

Approved 235 235 235
Original New Drug Application (NDA)

Workload * 1 1 1

Total Decisions * 1 1 1

Approved 1 1 1
NDA Efficacy Supplements

Workload * 0 0 0

Total Decisions 1 1 1

Approved 1 1 1
NDA Manufacturing Supplements

Workload * 13 13 13

Total Decisions * 13 13 13

Approved 12 12 12
NDA Labeling Supplements

Workload * 2 2 2

Total Decisions * 0 0 0

Approved 0 0 0
Original Abbreviated New Drug Application (ANDA)

Workload * 2 2 2

Total Decisions 0 0 0

Approved 0 0 0
ANDA Efficacy Supplements

Workload * 0 0 0

Total Decisions 0 0 0

Approved 0 0 0
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CBER Workload and Outputs FY 2019 Actuals |FY 2020 Estimate | FY 2021 Estimate
ANDA Manufacturing Supplements
Workload * 1 1 1
Total Decisions 0 0 0
Approved 0 0 0
ANDA Labeling Supplements
Workload * 0 0 0
Total Decisions 0 0 0
Approved 0 0 0
Device 510Ks
Workload * 54 54 54
Total Decisions 75 75 75
Final Decision - SE 43 43 43
Device Premarket Applications (PMA)®
Workload * °
Total Decisions 7
Approved
Device Premarket Applications (PMA) Supplements ’
Workload * 87 87 87
Total Decisions 106 106 106
Approved 30 30 30
Investigational New Drugs (IND)
Receipts: IND (new) 617 617 617
Receipts: IND Amendments 13,340 13,340 13,340
Total Active IND * 3,250 3,250 3,250
Investigational Device Exemptions (IDE)
Receipts: IDE (new) 11 11 11
Receipts: IDE Amendments 315 315 315
Total Active IDE ® 165 165 165
Patient Safety
Adverse Event Reports Received * 95,133 105,000 115,000
Biological Deviation Reports Received 49,257 49,000 49,000
Sponsor Assistance Outreach
Meetings 424 424 424
Final Guidance Documents ° 46 35 35
Admin/Management Support
Advisory Committee Meetings Held 6 9 9
FOI Requests Processed 361 370 380

! Workload includes applications received and filed.

2 Total Decisions include approved, denied, withdrawn, approvable, approvable pending inspection, not approvable,
exempt, major deficiency, substantially equivalent (SE), not substantially equivalent (NSE), de novo and complete

response (CR).

¥ Total Active includes investigational applications received and existing applications for which CBER has received at
least one amendment (IND) or supplement (IDE) during the FY being reported.

* Includes MedWatch, Foreign reports and VAERS reports. Does not include Fatality Reports for blood tansfusions or
blood collection (under 21CFR606.170) or Medical Device Reports for CBER-regulated medical devices.

®Includes all FDA final guidances issued by CBER and other FDA centers that pertain to biological products.

®Includes PMA original, PMA shell, HDE and de novo original applications.
"Includes all PMA and HDE supplements, PMA modules, excluding HDE-Other and 513(g) submission types.
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Field Biologics Program Workload and Outputs FY 2019 Actuals FY 2020 Estimate FY 2021 Estimate

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC BIOLOGICS

ESTABLISHMENT INSPECTIONS 1,734 1,892 1,892
Bioresearch Monitoring Program Inspections 93 100 100
Blood Bank Inspections 770 900 900
Source Plasma Inspections 216 190 190
Pre-License, Pre-Market Inspections 93 55 55
GMP Inspections 48 28 28
GMP (Device) Inspections 8 7 7
Human Tissue Inspections 552 650 650

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN BIOLOGICS

ESTABLISHMENT INSPECTIONS 65 47 47
Bioresearch Monitoring Program Inspections 8 11 11
Foreign Human Tissue Inspections 3 0 0
Blood Bank Inspections 7 7 7
Pre-License, Pre-market Inspections 9 7 7
GMP Inspections (Biologics & Device) 38 20 20

TOTAL UNIQUE COUNT OF FDA BIOLOGIC

ESTABLISHMENT INSPECTIONS 1,799 1,939 1,939

IMPORTS
Import Field Exams/Tests 107 45 45
Import Line Decisions 181,328 179,104 188,059
Percent of Import Lines Physically Examined 0.06% 0.03% 0.02%

GRAND TOTAL BIOLOGICS ESTABLISHMENT

INSPECTIONS 1,799 1,939 1,939
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FY 2019 FY 2019 FY 2020 FY 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted
Animal Drugs and FEEd..........cueirneeineineiseieeeseetse st ssessesens 224,805 216,949 238,678 238,926 248
BUAGEt AULNOTILY......ocvorrvicriiiieeiresisesiesiesesessiesisess e 179,209 178,928 190,869 190,081 -788
User Fees 45,596 38,021 47,809 48,845 1,036
CBNLT ..ot 157,717 151,056 168,474 169,145 671
Budget AULhOTIEY ..o 113,694 113,419 122,099 121,787 -312
User Fees......cnwmrmnriunnes . 44,023 37,637, 46,375 47,358 983
Animal Drug (ADUFA).........ccocinississsisssssissssissnens 27,267 23,896 27,670 28,315 645
Animal Generic Drug (AGDUFA).........ccccoummininniiesinesieenes 16,644 13,741 18,591 18,926 335
Third Party AUditor Program.........ccceeeeennnsensenseneeneene 112 114 117 3
FIBIT ..ot 67,088 65,893 70,204 69,781 -423
Budget Authority.. 65,515 65,509 68,770 68,294 -476)
USEE FEES ..o 1,573 384 1,434 1,487] 53
Animal Drug (ADUFA).......c.cocuriinennsiissisesissssisssssssssesessessens 431 384 383 392 9
Animal Generic Drug (AGDUFA)........cccuireeneeisesesseesseneenees 335 228 255 27
FOOd REINSPECHION. ...ttt 807 823 840 17
FTE.....ciiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiienieateieeneraeaernnesnmmne 1,004 1,004 1,041 1,042 1

Authorizing Legislation: Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321-399); Public Health Service Act
(42 U.S.C. 201, et seq.); Animal Drug Amendments (1968) (21 U.S.C. 360b); Generic Animal Drug and Patent Term
Restoration Act (1988); Animal Medicinal Drug Use Clarification Act of 1994; Animal Drug Availability Act of
1996; FDA Export Reform and Enhancement Act of 1996; Food and Drug Administration Modernization Act of
1997; Antimicrobial Regulation Technical Corrections Act of 1998; Public Health Security and Bioterrorism
Preparedness and Response Act of 2002; Animal Drug User Fee Act of 2003 (21 U.S.C. 379j-11 - 379j-12); Minor
Use and Minor Species Animal Health Act of 2004; Sanitary Food Transportation Act of 2005; Food and Drug
Administration Amendment Act of 2007; Animal Drug User Fee Amendments of 2008 (P.L. 110-316); Animal
Generic Drug User Fee Act of 2008 (P.L. 110-316); Patient Protection and Affordable Care Act; FDA Food Safety
Modernization Act (P.L. 111-353); FDA Safety and Innovation Act (P.L. 112-144); Animal Drug User Fee
Reauthorization Act of 2018 (P.L. 113-14); Animal Generic Drug User Fee Reauthorization Act of 2018 (P.L. 113-
14).

Allocation Methods: Competitive grant; Contract; Direct Federal/intramural

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

The Animal Drugs and Feeds Program began more than 50 years ago, in 1968, with an
amendment to the Federal Food Drug and Cosmetic (FD&C) Act to include new authorities for
regulating animal drugs, devices, and animal food.

The Program is administered by the Center for Veterinary Medicine and the Office of Regulatory
Affairs to protect and promote the health of humans and animals by ensuring:

e the safety of the American food supply
e the safety of animal food and devices
e the safety and effectiveness of animal drugs.

Specifically, the Program:
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evaluates new animal drug applications for safety and effectiveness
monitors animal drugs, animal foods, and animal devices on the market
evaluates animal food additives for safety and utility

conducts applied research to further protect human and animal health.

The Program also helps promote and provide incentives for the availability of animal drugs to
meet the needs of the large number and wide diversity of minor species, such as fish, honey bees,
and birds, and for minor uses (infrequent and limited) in the major species, cattle, pigs, chickens,
dogs, cats, horses and turkeys.

The Animal Drugs and Feeds Program utilizes budget authority and user fees to help meet its
mission of protecting human and animal health. Congress passed and the President signed the
Animal Drug User Fee Amendment IV and Animal Generic Drug User Fee Amendment Il in FY
2018. ADUFA and AGDUFA supplement the appropriated budget authority portion of the new
animal drug review processes to support the timeliness and efficiency of pioneer and generic new
animal drug reviews. User fees are also authorized under the FDA Export Reform and
Enhancement Act (Export Certificate program). The Export Certificate program helps support
the export of animal drugs and food products.

Foster Competition and Innovation

FDA protects and promotes public health by ensuring that animal pharmaceutical products are
properly evaluated for safety and efficacy, manufactured under quality standards, and properly
labeled. Promoting public health also requires the Agency to take steps that can help facilitate
access to safe, effective, and innovative products that can address existing, novel, and emerging
animal health challenges.

Fostering Innovation in Plants and Animal Drugs

American agriculture is in a period of exceptional innovation with the increasing development
and use of new technologies. These innovations present FDA with the opportunity to provide
sufficient risk-based flexibility in the regulatory process to support the development of significant
and beneficial technology, while safeguarding human and animal health.

The Plant and Animal Biotechnology Innovation Action Plan was published in October 2018 to
provide an overview of priorities FDA will pursue to support innovation in these areas, while
advancing the agency’s public health mission. This new plan identified priorities in three
important areas:

1. advancing human and animal health by promoting product innovation and
applying modern, and risk-based regulatory pathways

2. strengthening public outreach and communication regarding the FDA’s approach
to innovative plant and animal biotechnology

3. increasing engagement with domestic and international partners on biotechnology
issues.
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FDA began implementing the action plan in FY 2019 by hosting a public webinar on genome
editing in animals and launching the Veterinary Innovation Program (VIP). The VIP pilot offers
technical assistance to developers of innovative veterinary products to

e enhance regulatory predictability
e improve Agency responsiveness
e enable early, sustained interactions with innovators.

As of FY 2020, there are 13 animal drug sponsors participating in the pilot, including 7 sponsors
of animal cell or tissue-based products and 6 sponsors of animal biotechnology products.
Promising new technologies that can edit animal and plant genomes have the potential to improve
human and animal health, animal welfare, and food safety and security.

The safety of human and animal food from more than 180 varieties of genetically engineered
plants has already been evaluated and many of these products are consumed by Americans every
day. FDA is drafting a new guidance to help innovators understand their responsibilities so as to
better navigate the regulatory pathway toward bringing safe, innovative plant biotechnology
products to market.

Advancing Plant and Animal Biotechnology Innovation

American agriculture and food technology are in a period of exceptional innovation with the
increasing development and use of new technologies. These innovations present FDA with the
opportunity to provide sufficient risk-based flexibility in the regulatory process to support the
development of significant and beneficial technology, while safeguarding human and animal
health.

In FY 2019, FDA published the Plant and Animal Biotechnology Innovation Action Plan® to
provide an overview of priorities FDA will pursue to support innovation in these areas, while
advancing the agency’s public health mission. This new plan identified priorities in three
important areas:

e advancing human and animal health by promoting product innovation and applying
modern, and risk-based regulatory pathways

e strengthening public outreach and communication regarding FDA’s approach to
innovative plant and animal biotechnology

e increasing engagement with domestic and international partners on biotechnology
issues.

As of FY 2020, there are 13 animal drug sponsors participating in the Veterinary Innovation
Program (VIP) pilot, including 7 sponsors of animal cell or tissue-based products and 6 sponsors
of animal biotechnology products. The VIP pilot is a key component of the Plant and Animal
Biotechnology Innovation Action Plan and offers technical assistance to developers of innovative
veterinary products to enhance regulatory predictability, improve FDA’s responsiveness and
enable early, sustained interactions with innovators. Promising new technologies that can edit

54 https://www.fda.gov/media/119882/download
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animal and plant genomes have the potential to improve human and animal health, animal
welfare, and food safety and security. The safety of human and animal food from more than 180
varieties of genetically engineered plants have also been evaluated and many of these products
are consumed by Americans every day.

Animal Drug Review

FDA evaluates new animal drugs and determines whether these products are safe and effective
for their intended use, manufactured to meet current good manufacturing practice requirements
and properly labeled. These activities increase the availability of safe and effective animal drug
products to support the health of all animals, while ensuring that food from treated food-
producing animals is safe for humans to eat. Based on current data, FDA exceeded the Animal
Drug User Fee Amendment (ADUFA) and Animal Generic Drug User Fee Amendment
(AGDUFA) performance goals and commitments for both pioneer and generic animal drugs in
the FY 2018 and FY 2019 reporting period.

As part of the ADUFA reauthorization, Congress expanded FDA’s authority to grant conditional
approval to include certain animal drugs for use in major species (horses, dogs, cats, cattle, pigs,
turkeys and chickens) for some diseases or conditions that were not previously eligible. In
September 2019, FDA released draft Guidance for Industry (GFI) #261 entitled “Eligibility
Criteria for Expanded Conditional Approval in New Animal Drugs” to assist animal drug
sponsors interested in pursuing conditional approval. Expanded conditional approval has the
potential to incentivize drug development and provide veterinarians with legally marketed new
animal drugs to treat serious or life-threatening diseases or conditions, and to fill treatment gaps
where no other therapies are available.

In July 2019, FDA held a public meeting to gather input about alternative approaches in clinical
investigations for new animal drugs, as required by the Animal Drug and Animal Generic Drug
User Fee Amendments of 2018. The meeting focused on potential alternative approaches in
clinical investigations, including incorporating complex adaptive and other novel investigation
designs, data from foreign countries, real-world evidence (including ongoing surveillance
activities, observational studies, and registry data), biomarkers, and surrogate endpoints into
proposed clinical investigation protocols and applications

for new animal drugs. With the feedback collected in the
public meeting, FDA intends to issue draft guidance on

innovative study designs that will enable industry to put The conditional approval pathway allows drug
these principles into action to further advance approval of companies to legally sell animal drugs for a

animal drugs. limited period of time that have been proven to
be safe but have not yet met the standard of
In August 2019, FDA published medicated feed effectiveness for full approval.

information on the Animal Drugs @ FDA website

making it available for the first time via a searchable
database. This one-stop-shop for animal drug information, that was previously only available in
PDF format, includes:
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e labels of medicated feeds
e lists of licensed medicated feed mills, and
o lists of Veterinary Feed Directive (VFD) distributors.

The Animal Drugs and Feeds Program also continues to enhance international harmonization and
collaboration with international organizations, other countries’ regulatory agencies and related
industry. The Program simultaneously reviewed and approved 11 applications and is currently
reviewing 16 additional applications through the U.S.- Canada Regulatory Cooperation Council.
The Council works to minimize regulatory differences and duplicative procedures in the two
countries to help streamline the approval process. These collaborative efforts contribute to

¢ lowering the cost of drug development for drug sponsors
e reducing the number of animals used in research studies
e increasing the availability of safe and effective animal drugs.

The Mutual Recognition Agreement (MRA) between FDA and European Union allows drug
inspectors to rely upon information from drug inspections conducted within each other’s borders.
Under the Food and Drug Administration Safety and Innovation Act, enacted in 2012, FDA has
the authority to enter into agreements to recognize drug inspections conducted by foreign
regulatory authorities if the FDA determined those authorities are capable of conducting
inspections that met U.S. requirements. FDA and the EU have collaborated since May 2014 to
evaluate the way they each inspect drug manufacturers and assess the risk and benefits of mutual
recognition of drug inspections. The FDA and the EU have decided to work to include animal
drugs under this MRA. In June of 2019, the EU conducted an assessment of FDA animal drug
programs using the harmonized EU Joint Audit Programme (JAP) and PIC/S Joint Re-assessment
Programme (JRP) template under the MRA. The Animal Drugs and Feeds Program has
participated and will continue to participate in MRA assessments of animal drug programs in
several EU member countries as we move toward full implementation of the MRA.

Minor Use Minor Species

The Minor Use and Minor Species (MUMS) Animal Health Act, passed in 2004, helps make
more animal drugs legally available to veterinarians and animal owners for use in minor animal
species or for minor uses (rare diseases) in major species. Greater access to these “MUMS
drugs” gives veterinarians more options in treating the wide diversity of animal species.

MUMS drug incentives are needed since the small size of these markets does not provide
sufficient return on investment for sponsors seeking approval. FDA granted 149 MUMS drug
“designations” over the last 14 years to support drug development for minor uses and minor
species, and this has contributed to the approval of drugs ranging from antiparasitic drugs for
sheep and goats, to drugs to treat heartworm disease in ferrets. “Designation” status for MUMS
drugs gives sponsors eligibility to apply for grants to help defray the cost of their studies and
provides seven years of exclusive marketing rights following approval or conditional approval.

In some cases, like for zoo animals or ornamental fish, an animal drug is needed for use in a
species that is too rare or too varied to be the subject of the adequate and well controlled studies
needed to support a drug approval. In such cases, an alternative process known as “the Index of
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legally marketed new unapproved animal drugs for minor species” provides a faster and less
expensive way to obtain legal marketing status for eligible products. As of November 2019, the
Index included a total of 13 animal drugs.

For many years, FDA has worked cooperatively with the USDA’s Minor Use Animal Drug
Program. This initiative sponsors safety and effectiveness studies, at land grant universities, that
are intended to meet the requirements for new animal drug approval. These projects are limited
to those needed for minor species of agricultural importance and have led to the approval of 29
MUMS products.
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Below are product approvals issued by the Animal Drugs and Feeds Program in the last calendar
year. This list does not represent any degree of importance or priority ranking of products. For
more information, go to the Approved Animal Drug Products (Green Book) website.

Species Date Product Name | Purpose or Benefit
Dogs Oct. 2019 Clomipramine | First generic approval used as part of a
Hydrochloride | comprehensive behavioral management program
Tablets to treat separation anxiety in dogs greater than 6
months of age.

Dogs Sep. 2019 Credelio™ Provides for the addition of the following
indication: prevention of flea infestations for one
month in dogs and puppies 8 weeks of age and
older and weighing 4.4 pounds or greater.

Dogs Jul. 2019 ProHeart12 For prevention of heartworm disease for 12
months and treatment of existing hookworm
infections.

Finfish and Jul 2019 35% PEROX- | Provides for the addition of the following

Salmonid AID™ indications: for control of mortality or treatment
of specific fungi, external parasites, and
bacterial species in various finfish and
salmonids.

Lactating Jul. 2019 Estrumate™ | Provides for the addition of the following

dairy cows indication: For use in Fertagyl™ (gonadorelin)

to synchronize estrous cycles to allow for fixed
time artificial insemination (FTAI) in lactating
dairy cows.

Protect and Promote the Safety and Health of Families

The Animal Drugs and Feeds Program protects and promotes human and animal health by
ensuring the safety of the American food supply, the safety of animal food and devices and the
safety and effectiveness of animal drugs. The program accomplishes this by leveraging sound
scientific data and risk-based decision making at all stages of the products lifecycle, from pre-
market review of new animal drugs and animal food ingredients to post-market response to
adverse drug events and food safety emergencies.

Animal Food Safety
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One of the key responsibilities of the Animal Drugs and Feeds Program is to ensure the safety of
animal food and ensure the safety of new animal food ingredients before they enter into the
market. The health and safety of livestock, poultry, fish and other animals, including pets are
ensured by:

e reviewing animal food additive petitions (FAP), generally recognized as safe (GRAS)
notices, animal food ingredients, and animal food labels and labeling

e monitoring and taking appropriate action, when needed, to reduce animal food
contaminants

e reviewing, approving and maintaining medicated feed mill licenses

e evaluating the risk associated with hazards in pet food, including evaluation of consumer
complaints and reportable food registry submissions

e collaborating with our state regulatory partners to oversee that the industry is meeting
animal food standards.

Animals generally eat a very limited and defined diet as their sole ration for their whole lifetime.
Reviewing new animal food ingredients will allow livestock producers to use new scientific
discoveries and provide optimal nutrition to help keep animals healthy, while also ensuring that
the meat, milk, and eggs from those animals are safe for people to eat. Before marketing a new
animal food additive or using an approved animal food additive in a new manner, a manufacturer
or other sponsor must petition the FDA for its approval. Between FY 2013 and FY 2018,
submissions of FAPs have gone up by 150 percent. In FY 2019, these data were made publicly
available as part of the Animal Drug and Animal Generic Drug User Fee Amendments of 2018.

The animal food ingredient industry is evolving, and submissions of innovative new animal food
ingredients are more complex data in their submissions. For example, FDA recently reviewed
and approved the use of marine microalgae in dog food. These single cell algae are farmed to
serve as an alternative source of an omega-3 fatty acid, Docosahexaenoic Acid (DHA), most
commonly found in fish from the ocean. FDA also reviewed the safety and usefulness of black
soldier fly larvae and approved it for use in animal food. These insects are raised on food scraps,
which would otherwise have gone to waste. Instead, the insects eat the food scraps and are
turned into high-quality food for other animals, like poultry and salmon.

Modernizing Food Safety

FDA faces unique challenges in the oversight of human and animal food safety in the 21st
century, in part driven by globalization and the increasing complexity of international production
and supply chains. Recognizing the urgent need to meet these challenges, in 2011 Congress
passed the Food Safety Modernization Act (FSMA). To minimize food safety hazards, FSMA
directs FDA to enhance current food safety systems based on the public health principles of
comprehensive prevention, risk-based resource allocation, and public-private partnerships.

FDA published the FSMA regulation, “Current Good Manufacturing Practice and Hazard
Analysis and Risk- Based Preventive Controls for Food for Animals,” (PCAF regulation) in
September 2015. This regulation requires facilities that manufacture, process, pack, or hold
animal food to adhere to requirements for current good manufacturing practice (CGMPs) and
hazard analysis and risk-based preventive controls (PCs). As of September 2019, all business
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sizes reached their compliance dates for CGMPS, and large, small and very small businesses
reached their compliance dates for PCs.

FDA published a proposed rule on laboratory accreditation in November 2019. In this rule, FDA
proposes to establish a program for the testing of human and animal food by accredited
laboratories as required by the FSMA. As proposed, there are certain circumstances where
testing for food for animals would need to be done using an accredited laboratory under this
program.

In FY 2019, FDA continued to develop and publish guidance documents and resources to foster a
greater understanding and to educate stakeholders on how to comply with FSMA. FDA
proactively engages with industry and regulatory partners through:

e the FSMA Technical Assistance Network (TAN), a central source for information and
questions related to FSMA rules, programs, and implementation strategies

e webinars, conferences and meetings on FSMA-related regulations and guidance

e delivering CGMP and PC regulator training on the PCAF regulation

e the cooperative agreement FDA has with National Association of State Departments of
Agriculture (NASDA) to develop framework for how state programs can update,
modernize, or transform their programs to implement a prevention-oriented program, with
the PCAF regulation as a foundation.

In September 2019, FDA launched a Food Safety Dashboard designed to track the impact of the
seven foundational rules of FSMA, measure their progress, and help the agency continue to refine
implementation. Continuing the successful implementation of FSMA will support the FDA’s goal
of reducing the incidence of illness and death attributable to preventable contamination of FDA-
regulated human and animal food products.

In October 2019, the Food Safety Preventive Controls Alliance (FSPCA), in collaboration with
FDA, published the CGMP for Animal Food Online Course. This course will focus on the
CGMP regulation and introduce the provisions of this regulatory authority to facilities that need
to understand and comply with the requirements.

In FY 2020, FDA announced it would continue its enforcement discretion policy for compliance
with certain FSMA supply-chain program requirements designed to ensure suppliers are
addressing hazards requiring a supply-chain-applied control. To comply with the supply-chain
program requirements, co-manufacturers often need detailed information about suppliers that
only the brand owner has, and that cannot be shared because of confidentiality clauses in the
contracts. The Agency plans to broaden efforts to provide education and outreach to industry on
critical traceability attributes, such as data standards, governance, and interoperability to support
modernization of food supply chains.

While this announcement was specific to one type of enforcement discretion, FDA continues to
provide enforcement discretion from the Preventive Control for Animal Food regulation for
certain types of animal food facilities (e.g. cotton ginners, nut hullers and shellers, and silage
makers) or certain requirements in the regulation (e.g. written assurance provisions, certain
requirements for human food by-products that are further processed at the human food facility).
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FDA also continues to conduct outreach to stakeholders to ensure they are aware of the relevant
enforcement discretion provisions and to discuss any changes that may be forthcoming, as
appropriate.

Preventing and Responding to Animal Food Emergencies

The Animal Drugs and Feeds Program provides funds to support the activities of the Veterinary
Laboratory Investigation and Response Network (Vet-LIRN), a network of 43 state and
university veterinary diagnostic laboratories. These laboratories collaborate with FDA on a
Veterinary Early Warning Surveillance System, which includes pet food and feed issues in
livestock, to help the agency prevent and respond to animal food emergencies by carefully
investigating the clinical aspects of reported illnesses. Such partnerships expand FDA’s ability to
protect animal and human health.

Veterinary diagnostic laboratories often have opportunities for early detection of emerging
diseases. In FY 2019, FDA and the Vet-LIRN increased its capacity for conducting state-of-the-
art susceptibility testing and genetic analysis. Laboratories conducted dozens of investigations
into consumer adverse event complaints of illness or death potentially due to animal food.

In FY 2020, FDA concluded a collaborative effort with the U.S. Centers for Disease Control and
Prevention and State agencies to investigate a link between pig ear pet treats and 154 human
cases of Salmonella enterica, with ill people ranging from one year to 90 years old.

Salmonella is a bacterium that can cause illness and death in humans and animals, especially
those who are very young, very old, or have weak immune systems. Testing also found that some
of the strains of Salmonella were antibiotic resistant. After a series of recalls and public health
advisories slowed the rate of human illness reports, FDA has provided advise to industry on
supply chain and hazards control.

In FY 2019, when multiple brands of raw pet food tested positive for Salmonella and Listeria
monocytogenes (L. mono), FDA worked to recall impacted products and with a state agriculture
department to issue a stop sale to prevent further distribution. FDA cautioned pet owners not to
feed these raw pet food products to their animals. Pet food and treats contaminated

with Salmonella and L. mono are of particular public health importance because while pets may
get sick from these pathogens, they may also become carriers of the bacteria without appearing to
be ill and pass it on to their human companions.

FDA and Vet-LIRN are actively investigating reports of a potential link between a heart
condition in dogs known as canine dilated cardiomyopathy (DCM) and diets of certain pet foods.
Between January 1, 2014 and April 30, 2019, the FDA received 524 reports of DCM and
approximately 42 percent of these were reported between December 1, 2018 and April 30, 2019.
Investigators are:

e interviewing pet owners

e collecting and analyzing blood, urine, feces, and DNA

e reviewing echocardiogram results, cardiology/veterinary records, and detailed diet
histories
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Cases of DCM reported to FDA have involved a wide range of dog breeds, ages and weights, and
included breeds of dogs not previously known to have a genetic predisposition to the disease.
Based on the data collected and analyzed thus far, the agency believes that the potential
association between diet and DCM in dogs is a complex scientific issue that may involve multiple

factors.
Leveraging Real-World Adverse Event Data

The Program monitors the safety of animal food and
drugs, human user safety, and the effectiveness of
approved animal drugs through a comprehensive
adverse event reporting system. The Animal Drugs
and Feeds Program has the largest animal drug
adverse event database in the world, containing real-
world safety and effectiveness data from more than
910,000 cases. A case may include more than one
animal, especially cases involving food producing
animals which are often treated and managed as a
group. The data includes adverse events reported in
more than 89,600,000 food animals, and
approximately 800,000 companion animals.
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In FY 2019, more than 100,000 adverse event reports were received; one case can include both
initial and follow up reports. The number of adverse event reports received each year continues to
grow. The long-term trend of increased reporting may be attributed to both increases in the
number of approved animal drug products and increased awareness of reporting.

In its continuing commitment to increase transparency, the FDA announced in April 2019 the
availability of over 30 years” worth of data from adverse event reports associated with approved

animal drugs, unapproved or compounded animal drugs and devices used in animals. This
detailed data was previously only available via a Freedom of Information Act request and now is
available in machine-readable format on openFDA.gov, a platform used by the public,
researchers, statisticians and other academics to access large, valuable public health datasets

collected by the agency.

Efforts continue to increase the functionality, utilization, and analysis of this pharmacovigilance
database to improve animal drug safety. In FY 2019, adverse event signal detection (data
mining) and management strategies were developed to help identify potential safety and
effectiveness issues and enable the Program to monitor, detect and respond to products that could
potentially put humans and animals at risk. The Program also modified database functionality
and revised Form FDA 1932a to improve identification and detection of safety issues and trends

associated with compounded animal drug products.

Compounded Animal Drugs

Animal drugs compounded from bulk drug substances are marketed and used in the United States
to treat companion and food-producing animals, even though many of these products have not
met FDA's standards for safety and effectiveness and may not be properly manufactured or
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labeled. Drug companies that make and sell these compounded animal drugs unfairly compete
against drug companies that spend the time and financial resources to prove that new animal
drugs are safe and effective.

In FY 2019, FDA led a number of for-cause compliance actions to reduce the risk of harm from
these compounded animal drugs, including:

reviewed 28 inspections of compounders of animal drugs

oversaw 15 recalls regarding compounded animal drug products

reviewed 10 voluntary animal drug compounding Adverse Drug Event reports.

worked on 1 injunction against a human and animal drug compounder, in collaboration
with the Human Drugs Program

In November 2019, the FDA published draft GFI #256 and is soliciting public comment on
proposed conditions under which the FDA generally would not take action against compounded
animal drugs. Although current law does not permit compounding of animal drugs from bulk
drug substances, the FDA recognizes that there are circumstances where there is no approved
drug that can be used or modified through compounding to treat a particular animal with a
particular condition. In those limited situations, veterinarians may prescribe an animal drug
compounded from bulk drug substances as an appropriate treatment option. The guidance
document is intended to clarify when compounding from bulk drug substances might be
acceptable and is seeking public input.>

Selected Guidances Published in 2019

Below are notable Animal Drugs and Feeds Program guidances recently issued by FDA. This list
does not represent any degree of importance or priority ranking among the guidances.

Issued | Docket # Title Description

Sep. FDA-2019- | CVM GFI #171: Describes how CVM intends to evaluate

2019 | D-3764 Demonstrating Bioequivalence | requests for waiving the requirements
for Soluble Powder Oral for performing in vivo bioequivalence
Dosage Form Products or Type | studies (biowavers) for animal drugs
A Medicated Articles from administered orally as soluble powders
Active Pharmaceutical or as Type A medicated articles
Ingredients Considered to be manufactured from active
Soluble in Aqueous Media pharmaceutical ingredients (APISs)

considered to be soluble in aqueous
media (water soluble APIs)

Aug. | EDA-2018- | CVM GFI #257 (VICH Provides study design recommendations
2019 | D-2354 GL57): Studies to Evaluate the | that will facilitate the universal
Metabolism and Residue acceptance of the generated residue

Kinetics of Veterinary Drugs depletion data to fulfill the national /

SShttps://www.fda.gov/animal-veterinary/cvm-updates/fda-releases-revised-draft-quidance-compounding-animal-
drugs-bulk-drug-substances
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in Food-Producing Species:
Marker Residue Depletion
Studies to Establish Product
Withdrawal Periods in Aquatic
Species

regional requirements for drugs intended
for use in aquatic food-producing
species.

Jul.
2019

FDA-2008-

D-0165

CVM GFI #181: Blue Bird
Medicated Feed Labels

Provide New Animal Drug Application
(NADA) sponsors of Type A medicated
articles with CVMs current thinking on
the recommended content and format
for labeling proposed to be used for
Type B and Type C medicated feeds;
these are referred to as Blue Bird Labels

Jun.
2019

FDA-2018-

D-0671

Guidance for Industry:
Determining the Number of
Employees for the Purposes of
the “Small Business”
Definitions in Parts 117 and
507

The purpose of this guidance is to help
industry subject to 21 CFR part 507
determine the number of employees for
the purposes of the “small business”
definition under parts 117 and 507.

Combating Antimicrobial Resistance

The Animal Drugs and Feeds Program ensures the safety and effectiveness of animal drugs,
including antimicrobials. Antimicrobial drugs have been successfully and widely used in
medicine for more than 60 years to effectively fight bacterial infections in humans and animals.
When bacteria develop resistance to an antimicrobial drug, that drug may be less effective in
fighting infections caused by those bacteria.

The Program collaborated with key stakeholders in recent years to make significant public health
progress to entirely eliminate production uses of medically important antimicrobial drugs (i.e.,
antimicrobials important for treating human disease) used in the feed or water of food-producing
animals. CVM also worked to change the OTC status of these products to ensure that 95 percent
of medically important antimicrobials sold or distributed for use in food-producing animals are
under veterinary oversight.

A limited number of other dosage forms of medically important antimicrobials, such as
injectables, are currently marketed as OTC products for both food-producing and companion
animals. In September 2019, the Program published draft GFI #263 to explain the recommended
process for voluntarily bringing the remaining 5% of approved medically important antimicrobial
drugs under the oversight of licensed veterinarians by changing the approved marketing status
from over-the-counter (OTC) to prescription (RXx).

In October 2019, the Program announced the availability of performance measures to track the
progress of its five-year plan: “Supporting Antimicrobial Stewardship in Veterinary Settings:
Goals for Fiscal Years 2019 - 2023.” This five-year action plan applies a risk-based approach to:
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e evaluate new and currently approved antimicrobial products for animals

e collaborate with key stakeholders to support stewardship of these products by end users

e collect data on sales, resistance and antimicrobial use to monitor the effectiveness of these
actions to slow the development of resistance.

Antimicrobial Drug Sales

In December 2019, EDA published the sales and distribution summary report that reflects
changes in the marketplace since all antimicrobials important for treating disease (specifically,
antimicrobials used in feed and water) transitioned from over-the-counter marketing status to
veterinary oversight. The report indicated sales:

e increased by 9% from 2017 through 2018
e decreased by 38% from 2015 (the year of peak sales) through 2018
e decreased by 21% from 2009 (the first year of reported sales) through 2018

While some sales increased slightly in 2018, there remains a substantial reduction in the quantity
of these drugs sold or distributed in 2018 as compared with peak sales in 2015. This demonstrates
that ongoing stewardship efforts, including those initiated by FDA and other key stakeholders,
continue to have a measurable impact.

Antimicrobial Drug Use

One contributor to the development of antimicrobial resistance could be the administration of
medically important antimicrobial drugs for undefined periods of time. The principles of
antimicrobial stewardship, including judicious use, emphasize that medically important
antimicrobial drugs should only be used to treat, control, or prevent a disease and be administered
for an appropriately targeted period of time (that is, have a defined duration of use).

In 2019, FDA awarded grants for studies to help target and define durations of use for certain
medically important antimicrobial drugs approved for use in the feed of food-producing animals.
Updating the dosage regimens of the affected approved animal drug products is a significant
scientific and technical challenge. Changes to the use conditions of these products will be based
on science and available evidence, and the FDA believes these grants may help generate such
information.

In December 2018, investigators from the University of Minnesota and Kansas State University
submitted to FDA interim reports summarizing 2016 and 2017 data collected from pilot studies to
characterize the use of antimicrobial drugs in major food-producing animal species (cattle, swine,
chickens and turkeys); data collection will continue through FY 2021. An initial report for the
poultry pilot project was recently published. The information being collected may help improve
FDA’s understanding, at a national level, as to how antimicrobials are used in various animal
production settings. Once the data from these projects are collected, analyzed, and aggregated,
FDA intends to prepare and publish a summary report. The investigators for both cooperative
agreements are required to utilize data collection methodologies that can capture detailed
information on antimicrobial use, while protecting confidential information.

152


https://www.fda.gov/animal-veterinary/cvm-updates/fda-announces-funding-opportunity-help-define-durations-use-certain-medically-important
http://mindwalkconsultinggroup.com/poultry_on-farm_antimicrobial_use_2013-2017/
http://mindwalkconsultinggroup.com/poultry_on-farm_antimicrobial_use_2013-2017/

NARRATIVE BY ACTIVITY
ANIMAL DRUGS AND FEEDS

National Antimicrobial Resistance Monitoring System (NARMYS)

The National Antimicrobial Resistance Monitoring System (NARMS) monitors antimicrobial
resistance in enteric (intestinal) foodborne bacteria. FDA uses data from NARMS and other
sources to estimate the overall risk of antimicrobial resistance when determining whether to
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and 2 pathogens (E. coli and S. pseudointermedius) in dogs. In addition, the summary was the
first time that NARMS provided genomic information for Campylobacter and E. coli retail meat
and food animal isolates. Until the recent publication, genomic information was only available
for Salmonella.

NARMS continues to implement the FDA’s Science Board recommendations, including
expanding NARMS surveillance to new commaodities. In 2019, NARMS launched a pilot study
of specific seafood products and in 2018 completed a pilot study of veal. These data

may improve understanding about the post-approval impact of antimicrobial use in these animals.

Advances in Whole Genome Sequencing (WGS), a high capacity and low-cost rapid DNA
sequencing technology, are revolutionizing infectious disease diagnosis and surveillance by
providing a complete picture of traits a microorganism has acquired over time, such as known
virulence traits and antibiotic resistance genes.

Resistome Tracker is a tool launched by NARMS in FY 2017 to examine the distribution of
antimicrobial resistance genes in all Salmonella genomes. The tool is being further developed in
FY 2019 to include other organisms, such as Campylobacter, E. coli and Shigella within the
National Institutes of Health's National Center for Biotechnology Information (NCBI)

system. Making these data available to the public allows researchers, academics and public health
officials using new genomic technologies to:

e track the global spread of antimicrobial resistant genes
¢ identify potential sources of antimicrobial resistant genes
e track infectious diseases

Veterinary diagnostic laboratories are poised to play an increased role in biosurveillance for
antibiotic-resistant bacteria that could affect humans. In FY 2019, the Veterinary Laboratory
Investigation and Response Network (Vet-LIRN) conducted antimicrobial susceptibility testing
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and sequencing of selected veterinary pathogens, including Salmonella, E. coli and
Staphylococcus pseudintermedius. Over 1,500 isolates were tested and over 600 of these
pathogens were sequenced during the first two quarters of 2019. Additional pathogens were
added to the 2019 program and it is expected that a total of approximately 2,000 isolates will be
tested and 1,000 sequenced in FY 2020. All sequences are immediately uploaded to NCBI and
are quickly made public for use in facilitating outbreak investigation of animal and zoonotic
illnesses.

FUNDING HISTORY

) Program Budget
Fiscal Year . User Fees
Lewel Authority
FY 2017 Actual $190,879,000 $162,852,000 $28,027,000
FY 2018 Actual $210,732,000 $174,430,000 $36,302,000
FY 2019 Actual $216,949,000 $178,928,000 $38,021,000
FY 2020 Enacted $238,678,000 $190,869,000 $47,809,000
FY 2021 President's Budget $238,926,000 $190,081,000 $48,845,000

BUDGET REQUEST

The FY 2021 President’s Budget Request for the Animal Drugs and Feeds Program is
$238,926,000, of which $190,081,000 is budget authority and $48,845,000 is user fees. The
budget authority decreases by -$788,000 compared to the FY 2020 Enacted. User Fees increase
by $983,000. The Center for Veterinary Medicine (CVM) amount in this request is
$169,145,000. The Office of Regulatory Affairs amount is $69,781,000.

The Animal Drugs and Feeds Program is responsible for ensuring animal drugs and food
products are safe and effective, quality manufactured and properly labeled. This supports the
health of food-producing and companion animals, including minor species, and enhances the
availability and diversity of approved products. The Program'’s responsibilities include all stages
of the total product lifecycle, such as ensuring safety and effectiveness of an animal drug before
approval, conducting preapproval inspections, reviewing food additives for safety and utility, and
ensuring food for animals is safe, made under sanitary conditions, and properly labeled. In
addition, the Animal Drugs and Feeds Program fosters a flexible, risk-based review framework
for innovative technologies by engaging sponsors early in their drug development process.

In addition, as part of the product lifecycle, the Animal Drugs and Feeds Program bolsters critical
post-market efforts by rapidly responding to product safety concerns and public health
emergencies. The Program examines the safety and effectiveness of animal drugs on the market,
reviews Adverse Drug Experience reports, monitors the safety of animal devices,

investigates livestock and pet illnesses, provides outreach and education, and conducts
compliance and enforcement actions when appropriate. Ongoing risk-based efforts to reduce the
marketing and distribution of high-risk unapproved animal drugs will continue. FDA's efforts are
ongoing to limit compounding to legitimate veterinary medical needs to treat animal health issues
where there are no alternatives and the compounded drug does not compete against approved
products. Unapproved animal drugs, including compounded products, pose a public health risk
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because they have not been evaluated for safety and effectiveness and may not be properly
manufactured or labeled.

The Animal Drugs and Feeds Program will continue prevention-focused efforts under the FDA
Food Safety Modernization Act (FSMA) by working to build a modern, science- and risk-based
animal food safety system through the establishment of and compliance with preventive control
standards to protect human and animal health. The Program continues to develop guidance
documents and conduct training, education and outreach, in conjunction with our state regulatory
and public health partners. The Animal Drugs and Feeds Program works extensively with state
partners to continue building an integrated food safety system that supports animal food
standards, response efforts, and enhanced surveillance and communication systems.

The Animal Drugs and Feeds Program will continue implementation of the five-year
antimicrobial resistance action plan to advance antimicrobial stewardship in veterinary settings,
reduce overuse of antimicrobial drugs, and combat the rising threat of resistance. The Program
will also continue monitoring and surveillance efforts on antimicrobial resistance among enteric
(intestinal) pathogenic bacteria via the National Antimicrobial Resistance Monitoring System
(NARMS). Outbreak and response efforts will also continue to be strengthened by using state
and academia veterinary diagnostic laboratory capability and capacity via the Veterinary
Laboratory Investigation and Response Network (Vet-LIRN) to assist FDA with responding to
public health emergencies and by investigating potential problems with animal food, including
pet food, and animal drugs.

The Animal Drugs and Feeds Program will also conduct field inspections, investigations, and
enforcement activities to ensure the adherence to regulatory requirements that protect human and
animal health. These activities in the FY 2021 Budget Request support mission critical activities,
and Presidential, HHS, and FDA human and animal health priorities.

BUDGET AUTHORITY

Crosscutting Initiatives: -$1.3 million

Outreach, Training and Organizational Excellence: -$1.3 million
Center: -$0.8 million

CVM will reduce Outreach, Training, and Organizational Excellence activities while maintaining
the most critical programmatic activities. CVM will preserve its most critical public health and
safety activities under this reduction, by prioritizing ensuring the safety of the American food
supply, the safety of animal food and devices and the safety and effectiveness of animal drugs.

Field: -$0.5 million

ORA will reduce Outreach, Training, and Organizational Excellence activities while maintaining
the most critical programmatic activities. ORA will preserve its most critical public health and
safety activities under this reduction, including training new and existing staff on emerging
technologies used in industry, and pursuing productive global partnerships in the future.

Food Safety: +$0.5 million /1 FTE
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Cannabis and Cannabis Derivatives: +$0.5 million/ 1 FTE

Center: +$0.5 million/ 1 FTE

The Animal Drugs and Feeds Program will use this increase to strengthen its capacity to evaluate
scientific data related to the safe use of cannabis and cannabis derivatives in animal products.
This increase also will enable the Program to continue policy development and respond to the

growing volume of requests for information from consumers, partners in federal, state and local
government, and other stakeholders.

USER FEES

Current Law User Fees: +$1.0 Million

Center: +$0.983 million / Field: +$0.053 million

The Animal Drugs and Feeds Program request includes an increase of $1,036,000 for user fees,
which will allow FDA to fulfill its mission of promoting and protecting the public health by
ensuring safety and efficacy of animal drug products.
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PERFORMANCE

The Animal Drugs and Feeds Program's performance measures focus on premarket animal drug
application review, high risk inspections including BSE, warning letter review, and lab
coordination for detection and response, as detailed in the following table.

Year and Most Recent
Measure Result / Target for FY 2020 || FY 2021 ||FY 2021 +/-
Recent Result Target Target FY 2020
(Summary of Result)
56. 0, i
243201: Complete review and action on FY 2011880' ig;)f w/in
original New Animal Drug Applications - ano . 90% w/in || 90% w/in N
(NADAs) and reactivations of such applications Target: 9(5);’:\//'“ 180 180 days || 180 days Maintain
received during the fiscal year. (Output) (Target E)Zlceeded)
243202: Complete review and action on Non- FY 2018°7: 100% w/in
administrative original Abbreviated New 270 day I -
Animal Drug Applications (ANADAs) and Target: 90% w/in 270 90% w/in | 90% w/in Maintain
o S . 240 days || 240 days
reactivations of such applications received days
during the fiscal year. (Output) (Target Exceeded)
244204: Complete review and action on FY 2019: 38% w/in 25
warning letters received to better safeguard working days 50% w/in || 50% w/in
our food supply by alerting firms to identified Target: 50% w/in 25  ||25 working||25 working|| Maintain
deviations in order to become compliant. working days days days
(Output) (Target Not Met)
. 1 . 0,
244302: Respond to consume.r complaints FY 2019: 100% 90% w/in || 90% wy/in
related to animal food safety issues by Target: 90% w/I 30 . . N
e . . } 30 working||30 working|| Maintain
initiating in-depth Vet-LIRN investigations working days davs davs
within 30 days of receipt. (Output) (Target Exceeded) y y
Food sinitcant apectionwiolations whieh | FY2019:95.9%
ol nsp Target: 80% 80% 80% Maintain
receive appropriate follow-up after regulatory
. (Target Exceeded)
action was taken. (Output)
Droe oot mepection wolationswhich | PY2019:855%
&I 1nsp Target: 80% 80% 80% || Maintain
receive appropriate follow-up after regulatory
. (Target Exceeded)
action was taken. (Output)
214222: Percentage of Human and Animal
Food follow-up inspections conducted due to FY 2019: 80.6%
regulatory action on significant inspection Target: 65% 65% 65% Maintain
violations that moved toward compliance. (Target Exceeded)
(Outcome)

% Represents FDA’s preliminary performance for FY 2018 cohort submissions. Final performance will be available
via the FY 2019 ADUFA and AGDUFA performance reports

57 Represents FDA’s preliminary performance for FY 2018 cohort submissions. Final performance will be available
via the FY 2019 ADUFA and AGDUFA performance reports
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224222: Percentage of Human and Animal

Drug follow-up inspections conducted due to FY 2019: 68.8%

regulatory action on significant inspection Target: 55% 55% 55% Maintain
violations that moved toward compliance. (Target Exceeded)

(Outcome)

The following selected items highlight notable results and trends detailed in the performance
table.

New Animal Drug Application Review

CVM exceeded all ADUFA performance goals for 15 years, except for two submissions, and all
AGDUFA performance goals for 10 years, except for one submission. In FY 2018, CVM
completed review and action on 100 percent of original NADAs as well as other ADUFA sentinel
submissions within the timeframes specified and completed review and action on 100 percent of
original ANADAs as well as other AGDUFA sentinel submissions within the timeframes.

Warning Letters

FDA monitors marketed animal drugs, food additives, and veterinary devices to assure their
safety and effectiveness. Warning Letters are issued when firms are found to be in violation of
the FD&C Act. Violators are encouraged to take prompt action to correct violations; otherwise
FDA may take additional regulatory action without further notice, including seizure of products
and/or injunction. The resources required to review each Warning Letter may vary greatly,
depending on the subject matter and evidence, and some Warning Letters require additional
input, clearance and time to process. In FY 2019, CVM saw an increase in the complexity of
novel warning letters that required extensive legal review by CVM staff as well as the Office of
Chief Counsel which contributed to missing the target of 50% within 25 days. However, now
that the legal groundwork has been completed, and new operating procedures have been
established to handle the novel cases, CVM still expects to meet the performance targets for FY
2020 and FY 2021.

ORA Field Performance Measures

ORA's performance goals measure topics such as our commitment to follow-up on firms
receiving significant inspection violations, as well as measurements related to ORA regulatory
impact on violators, and are tracked on a 3-year rolling basis. Due to the nature of regulatory
actions and subsequent follow-up conducted by FDA, the duration of these events can vary
considerably. After regulatory action, FDA also works to schedule follow-up after a reasonable
time has passed to allow the firm to correct for the original violations. A 3-year rolling timeline
also ensures tracking of all significant violations that require attention and allows for a more
robust analysis
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Animal Drugs & Feeds Program Activity Data (PAD)
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CVM Workload and Outputs FY 2019 Actuals |FY 2020 Estimate | FY 2021 Estimate

New Animal Drug Applications (NADAs) *

Received 14 22 23

Completed 15 21 23

Approved 13 17, 19

Pending ° 14 13 13
New Animal Drug Application Supplements 3

Received 685 750 750

Completed 648 700 740

Approved 569 550 600

Pending ° 194 273 283
Abbreviated New Animal Drug Applications (ANADAs) *

Received 40 26 27|

Completed 36 23 27

Approved 31 18 19

Pending 2 15 22 22
Abbreviated New Animal Drug Application
Supplements **

Received 257 300) 315

Completed 288 290 300

Approved 204 215 200

Pending 2 120 261 276
Investigational New Animal Drug (INAD) Files *

Received 2,996 3,000 3,000

Completed 3,019 2,900, 3,000

Pending 2 383 426 426)
Generic Investigational New Animal Drug (JINAD)
Files *

Received 638 670 690

Completed 754 640 650

Pending 105 190] 230
Food (Animal) Additive Petitions Completed 46 80| 100
Inwestigational Food Additive Petitions Completed 63 90| 110
Adwerse Drug Eent (ADE) ®

ADE Reports Received 100,995 105,000 110,000

Post-Approval ADE Data Reviews 159 170 170)

Yincludes original applications and reactivations. If the application is not approvable, the sponsor may
submit additional information until FDA is able to approve the application.

2Reflects submissions received during the fiscal year that still require review.

%A supplemental application is a sponsor request to change the conditions of the existing approval.
Supplemental applications can be significant (such as a new species or indication), or routine (such as
product manufacturing changes). The estimates do not include invited labeling change supplement
applications because it is not possible to accurately project sponsor or CVM requests for this type of
application.

“An INAD or JINAD file is established at the request of the sponsor to archive all sponsor submissions
for a phased drug review including requests for interstate shipment of an unapproved drug for study,
protocols, technical sections, data sets, meeting requests, memos of conference, and other information.

® This measure tracks the number of “Post-approval ADE data reviews” completed each fiscal year. A
Post-approval ADE Data Review is a comprehensive report by product of multiple ADE reports (in some
cases this could be hundreds or thousands of individual reports).
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Field Animal Drugs and Feeds Program Workload FY 2019 Actuals FY 2020 Estimate FY 2021 Estimate
and Outputs
. . Animal
Total Animal Drugs Feeds Total Animal Drugs Feeds Total Drugs Feeds

FDA WORK

DOMESTIC INSPECTIONS

UNIQUE COUNT OF FDA DOMESTIC ANIMAL

DRUGS AND FEEDS ESTABLISHMENT

INSPECTIONS 1,385 165 1,220 1,664 298 1,398 1,664 298 1,398
Pre-Approval /BIMO Inspections 52 52 0] 79 79 0) 79 79 0|
Drug Process and New ADF Program Inspections 119 119 0) 175) 175) 0) 175) 175) 0|
BSE Inspections 456 0 456 1,205 0 1,205 1,205 0 1,205
Feed Contaminant Inspections 2] 0] 2| 25 0) 25 25 0) 25
Illegal Residue Program Inspections 333] 0] 333 450 0| 450 450 0) 450
Feed Manufacturing Program Inspections 209 0f 209 200] 0 200 200 0f 200
Domestic Laboratory Samples Analyzed 1,267| 1 1,266 1,560 20 1,540} 1,560 20 1,540

FOREIGN INSPECTIONS

UNIQUE COUNT OF FDA FOREIGN ANIMAL

DRUGS AND FEEDS ESTABLISHMENT

INSPECTIONS* 90 52 38 74 69 5 74 69 5
Foreign Pre-Approval/Bioresearch Monitoring
Program Inspections 17] 17] 0) 40) 40 0) 40) 40) 0)
Foreign Drug Processing and New ADF Program
Inspections 40 40| 0] 33 33 0) 33 33 0|
Foreign Feed Inspections 3 0f 3] 5 0 5i 5 0f 5
BSE Inspections 4 0) 4 0 0 0 0 0 0

TOTAL UNIQUE COUNT OF FDA ANIMAL

DRUGS AND FEEDS ESTABLISHMENT

INSPECTIONS 1,475 217 1,258 1,738 367 1,403 1,738 367 1,403

IMPORTS
Import Field Bxams/Tests 2,808 821 1,987} 3,795 495 3,300 3,795 495 3,300
Import Laboratory Samples Analyzed 897| 1 896 867 2 865 867 2 865
Import Physical Exam Subtotal 3,705 822 2,883 4,662 497 4,165 4,662 497 4,165
Import Line Decisions 481,684 71,447, 410,237 479,518 69,181 410,337 503,494 72,640 430,854
Percent of Import Lines Physically Examined 0.77% 1.15% 0.70% 0.97% 0.72%) 1.02% 0.93% 0.68% 0.97%

STATE WORK

UNIQUE COUNT OF STATE CONTRACT ANIMAL

FEEDS ESTABLISHMENT INSPECTIONS 2,128 0 2,128 3,396 0 3,396 3,396 0 3,396
State Contract Inspections: BSE 1,020 0] 1,020 3,500] 0| 3,500} 3,500} 0) 3,500}
State Contract Inspections: Feed Manufacturers 525 0f 525 620) 620 620 0f 620
State Contract Inspections: lllegal Tissue Residue 0 0] 0) 0] 0| 0) 0) 0)
State Contract Animal Drugs/Feeds Funding $3,458,757| 0 $3,458,757 $3,470,824| 0 $3,470,824|  $3,574,949) 0| $3574,949
State Contract Tissue Residue Funding $0) 0 $0) $0) 0 $0} $0) 0 $0)

Total State Funding $3,458,757 $0| $3,458,757| $3,470,824 $0| $3,470,824| $3,574,949 $0| $3,574,949

GRAND TOTAL ANIMAL DRUGS AND FEEDS

ESTABLISHMENT INSPECTIONS 3,606 217 3,389 5,134 367 4,799 5,134 367 4,799

1The FY 2019 actual unique count of foreign inspections includes 10 OIP inspections (4 for China and 6 for India).

2The State inspections that are funded by the FDA are now being obligated via formal contract funding vehicles and this number is expected to

decrease in the future until there are no planned State Partnership inspections.

% The State cooperative agreement BSE inspections that are funded by the FDA are now being obligated via formal contract funding vehicles and this

number along with the funding for these inspections are expected to decrease in the future until there are no planned State Cooperative Agreement

BSE inspections.

4 Tissue residue funding has ended in FY18 and state contract illegal tissue residue inspections are no longer being conducted.
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DEVICES AND RADIOLOGICAL HEALTH

FY 2019 FY 2019 FY 2020 FY 2021
Final Actuals Enacted President's President's
Budget Budget (+/-)
FY 2020
(Dollars in Thousands) Enacted
Devices and Radiological Health............cccuunrineiniinineinenenseiseeneens 577,113 521,951 599,940 638,529 38,589
BUAGet AULNOTILY.......cvveriiciiiriiererenisceieiesisesse i 387,168 386,733 395,168 415,828 20,660
USBI RS, .covvvirtecriseesessse sttt 189,945 135,218 204,772 222,701 17,929
Center 475,873 423,376 501,296 540,190 38,894
BUAGEt AULNOTILY ..ot 302,163 301,738 310,163 331,393 21,230
USEI FBES ...ttt sttt sttt 173,710 121,638 191,133 208,797 17,664
Prescription Drug (PDUFA) ..o sseeseeseens 1,460 1,834 4,162 4,302 140
Medical Device (MDUFA).......coorieeneriseeseresesessnenssseenenes 165,815 113,370 180,073 197,459 17,386
Mammography Quality Standards Act (MQSA)......cccccvevrerrrnnens 6,435 6,434 6,898 7,036 138
FIBIO. ettt 101,240 98,575 98,644 98,339 -305
BUAGEE AULNOTILY ..ottt sesseeees 85,005 84,995 85,005 84,435 -570
User Fees § 16,235 13,580 13,639 13,904 265
Medical Device (MDUFA).......coorneieeinerineesesssiseesnessssenesens 2,240 1,800, 2,358 2,398 40
Mammography Quality Standards Act (MQSA)......ccccccouvurrnnens 13,995 11,780 11,281 11,506 225
T 2,120 2,120 2,302 2,345 43

Authorizing Legislation: Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321-399); Radiation Control for Health
& Safety Act (21 U.S.C. 360hh-360ss); Medical Device Amendments of 1976; Clinical Laboratory Improvement
Amendments of 1988 (42 U.S.C. 201); Safe Medical Devices Act of 1990; Mammography Quality Standards Act of
1992 (42 U.S.C. 263b); Medical Device Amendments of 1992; Food and Drug Administration Modernization Act of
1997 (FDAMA); Medical Device User Fee and Modernization Act of 2002 (MDUFMA); Project Bioshield Act of
2004 (21 U.S.C. 360bbb-3); Medical Device User Fee Stabilization Act of 2005; Patient Protection and Affordable
Care Act of 2010; FDA Amendments Act of 2007 (FDAAA); FDA Safety and Innovation Act of 2012 (FDASIA);
FDA Reauthorization Act of 2017 (FDARA) (P.L. 115-52).

Allocation Methods: Direct Federal/Intramural

PROGRAM DESCRIPTION AND ACCOMPLISHMENTS

The modern Devices Program began in 1976, when President Gerald Ford signed the Medical
Device Amendments of 1976, which amended the Federal Food, Drug, and Cosmetic Act to
outline a risk-based classification system for devices. The program operates with appropriations
and user fees.

Advances in material science, digital technology, and advanced manufacturing are contributing to
an unparalleled period of invention in medical devices and more opportunities to improve health
than at any other time. The Devices Program oversees development of new devices that make
less-invasive treatments possible and provide new options to patients whose conditions would
have been considered untreatable in the past — all while providing the assurances patients depend
upon and meeting FDA’s standards. The foundation of this program is medical device safety.58

There are 190,000 different types of medical devices on the U.S. market, manufactured at 21,000
facilities worldwide. FDA’s CDRH has 1,700 dedicated employees who oversee these devices,

%8 The FDA’s standard for product review strives to maximize benefits and minimize risks and significant
uncertainties in meeting our principal obligation to make sure that new products are safe and effective.
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and handle over 20,000 submissions each year — including meeting requests — as well as
reviewing over a million medical devices (adverse event/malfunction) reports. CDRH carefully
reviews medical devices to assure that they meet FDA’s high standards for safety and
effectiveness. The Center approves or clears, on average, 12 new or modified devices every
business day, authorizing and clearing thousands of products for entry into the market. This is all
while promoting access, enhancing safety, and advancing innovation.

The Devices Program is responsible for the regulation and oversight of a wide range of medical
devices that patients and their health care providers use every day. These devices range from
simple tongue depressors to complex instruments that help save and sustain life, such as heart
valves, artificial pancreas, programmable pacemakers with micro-chip technology, medtech
alternatives to opioid products, laser surgical devices, and artificial intelligence technologies that
help with earlier detection of diseases and conditions, among others. Medical devices also
include in vitro diagnostic products, such as next generation sequencing tests and complex
multivariate assays that help diagnose conditions and help determine which treatments patients
should pursue based on their individual genetic makeup.

In addition, the Devices Program regulates radiation-emitting electronic products such as X-ray
equipment, medical ultrasounds, and MRI machines, as well as monitors mammography facilities
to make sure the equipment is safe and properly operated. The Devices Program also works with
federal partners, hospitals, and industry to mitigate cybersecurity threats from medical devices by
encouraging an approach of vigilance, responsiveness, resilience, and recovery. The Devices
Program tailors its oversight of medical devices according to the degree of risk presented, so it
can focus its resources on those products that pose the most risks to patients. FDA has also been
a world leader in harmonizing review and oversight practices to spur development of higher
quality devices all over the world. The Agency engages heavily with international counterparts
to share information about potential safety concerns with medical devices, and to identify and
take action to protect patients and the public health where possible.

3

Patients are at the Heart of What We Do

Figure 9 Devices Program Mission & Vision

Mission
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The Devices Program mission is to protect and promote the public health by assuring that patients
and providers have timely and continued access to safe, effective, and high-quality medical
devices and safe radiation-emitting products. This provides consumers, patients, their caregivers,
and providers with understandable and accessible science-based information about the products it
oversees, and helps support the development of new and innovative products to continue to come
to market and meet patient needs. The Devices Program facilitates medical device innovation by
advancing regulatory science, providing industry with predictable, consistent, transparent, and
efficient regulatory pathways, and provides the assurances patients in the U.S. depend upon.

Vision

The vision of the Devices Program is that patients in the United States have access to high-
quality, safe, and effective medical devices of public health importance first in the world. Firstin
the world is not about a competition between countries, but rather a measure of timely patient
access. The United States is the world's leader in regulatory science, medical device innovation
and manufacturing, and radiation-emitting product safety. Surveillance quickly identifies poorly
performing devices, accurately characterizes real-world performance, allows FDA to act to
protect patients, and facilitates device approval or clearance. Devices are legally marketed in the
United States and remain safe, effective, and of high-quality.

To achieve this vision, the Devices Program advances innovation of high-quality, safe and
effective medical devices to meet patient needs, and consistently works to protect patients and
enhance safety. We are equally committed to advancing safe and effective products that can
address unmet medical needs to reduce the health effects from disease. Both objectives are
essential to meeting our public health mission, resulting in more lives saved and improved quality
of life. As two important measures of success, the Devices Program:

e aims to have more than 50 percent of manufacturers of novel technologies meet FDA’s
standards to bring their devices to the U.S. first or in parallel with other major markets by
December 31, 2020, and

e continues implementing new practices to ensure that it is consistently first in the world to
identify and act upon new safety risks associated with medical devices.

To meet these objectives, the Devices program applies a total product lifecycle approach, and
ensures manufacturers have a better understanding of the requirements for devices to come to
market in the United States. FDA has been focused on taking steps to better clarify
requirements— to better communicate about the evidence needed to demonstrate regulatory
standards for marketing. This is accomplished through transparency about FDA’s process and
earlier interactions with manufacturers of promising treatments regarding the evidence that FDA
will need to ensure safety and effectiveness. In addition, FDA has taken actions to make
evidence generation more timely, efficient, and robust.

As evidence of FDA’s continued efforts to make the requirements for meeting US marketing
standards clearer, devices are being introduced to the market more quickly, more and more
companies are bringing their technologies to the U.S. to market first before they do so in other
countries, and more products that go through the Devices Program’s premarket process are being
approved, cleared, and authorized for marketing. The increase in cleared, approved, and
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authorized medical devices that meet FDA’s high standards provides patients more options to
improve and extend their lives than they have had in the past. This work has helped to reduce the
time and cost of the total product life cycle of medical devices. Ultimately, CDRH’s efforts
better serve the needs of patients, who are at the heart of everything the Devices Program does.

The Devices Program’s recent accomplishments demonstrate this ongoing commitment to
improving the safety and quality of life for patients:

e Reduced the medium time it takes to approve an Investigational Device Exemption (IDE)
application by more than 1 year, from 442 days in FY 2011 to 30 days in FY 20109.

e In September 2019, FDA announced the Safer Technologies Program for Medical
Devices to promote innovation in medical devices that help advance patient safety.

e On August 2019, approved a breakthrough device for the improvement of symptoms in
patients with advanced heart failure who are not suited for treatment with other heart
failure devices.

CDRH’s success in providing patients with new treatments and diagnostics, and more options for
effective health care, are not coming at the expense of the robust non-clinical and clinical science
on which we rely to make our regulatory decisions. For example, due in part to our efforts to
strengthen the clinical trial enterprise and leverage real world data, in some cases we’re receiving
clinical evidence more quickly and more efficiently and answering postmarket questions we
would not have been able to easily address in the past.

The Devices Program strategic priorities support these ongoing efforts to achieve its vision. For
2018-2020, these strategic priorities are:

e Employee Engagement, Opportunity, and Success, which recognizes the connection
between taking care of our employees and achieving our vision. Engaged employees are
the most productive, creative, motivated, less likely to leave, and committed to the
mission and vision. However, engagement requires work life balance, open dialogue, and
opportunities for professional growth and success.

e Simplicity, which is about how the Devices Program addresses the challenges achieving
its mission and vision —although issues are often complex; solutions and processes do
not necessarily have to be.

e Collaborative Communities, which acknowledge that we serve the American public better
and achieve our vision when stakeholders in the medical device ecosystem, including the
Devices Program staff, proactively work together to solve both shared problems and
problems unique to others.

Full and consistent implementation of strategic priorities alongside ongoing efforts to make the
Devices Program even more efficient will enable it to achieve its vision that U.S. patients have
access to high-quality, safe, and effective medical devices of public health importance first in the
world. It will also facilitate continued improvement to the U.S. health care system as a whole.

Strengthen Science and Efficient Risk-Based Decision Making

Investing in New Tools, Policies and Resources to Enhance Post-Market Safety
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Medical device safety remains a high priority for the FDA and the Agency remains focused on
protecting patients’ health by taking appropriate action when necessary, while also keeping the
public informed of new risks. On November 20, 2018, FDA set an important and ambitious new
goal when it comes to device safety: Ensuring that the FDA is consistently first among the
world’s regulatory agencies to identify and act upon safety signals related to medical devices.
This is an important milestone - a culmination of steps that the agency has taken in recent years
to strengthen and implement new post-market monitoring tools to adequately assess device
performance and patient safety in real-time. In many cases, FDA has already been the first to act
on or identify and act on safety signals.

FDA is evolving beyond current post-market surveillance system — which is largely passive and
relies on device users to report problems to us, sometimes resulting in underreporting — and
moving to an active surveillance system that relies on real-world evidence and timely receipt of
robust safety information. The Agency has long recognized the systemic weaknesses of the
passive system — a challenge faced by other countries as well — and FDA has prioritized this area
for regulatory reform efforts.

In 2012, FDA announced a vision for the medical device program that reflected the importance of
safety, by looking to establish a “U.S. post-market surveillance that quickly identifies poorly
performing devices, accurately characterizes real-world performance, and facilitates device
approval or clearances.”

Soon thereafter, FDA issued a strategy for establishing a national medical device post-market
surveillance system that employs active surveillance. Active medical device surveillance will
better protect patients by continuously generating, accessing, and evaluating large data sets on
device performance and clinical outcomes associated with device use in routine clinical practice.
It also improves the FDA’s ability to link adverse events with specific devices, so the Devices
Program can act quickly with manufacturers and healthcare providers to make timelier, evidence-
based decisions to mitigate device problems and keep patients safe.

Implementing a national surveillance system would not be possible without the FDA’s
establishment in recent years of a unique device identification (UDI) system, in which medical
devices are marked on their labels with a unique code that can be used to track the device through
its distribution and use in patients. These identifiers are stored in a public database, which now
contains more than 1.5 million device records, that enables patients and health care providers to
download information about their devices. Patient registries also utilize UDIs to help quickly
identify safety signals tracked to specific devices.

FDA has also taken steps to advance the use of real-world evidence in pre- and post-market
decision-making. FDA believes that including the device identifier in electronic data more
broadly, including in insurance claims, will advance FDA’s efforts to leverage real-world data to
support the development of more effective post-market surveillance tools. A key element of
implementing this strategy is the multi-stakeholder effort to establish the new national system for
gathering real world evidence through the National Evaluation System for health Technology
(NEST). Based on early activities, FDA has evidence that NEST will help improve the breadth
and quality of real-world evidence that can be accessed and analyzed.
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Artificial Intelligence

Artificial intelligence and machine learning have the potential to fundamentally transform the
delivery of health care. As technology and science advance, we can expect to see earlier disease
detection, more accurate diagnosis, more targeted therapies and significant improvements in
personalized medicine.

On April 2, 2019, FDA announced steps toward a new regulatory framework specifically tailored
to promote the development of safe and effective medical devices that use advanced artificial
intelligence algorithms. The ability of artificial intelligence and machine learning software to
learn from real-world feedback and improve its performance is spurring innovation and leading to
the development of novel medical devices.

The goal of the framework is to assure that ongoing algorithm changes follow pre-specified
performance objectives and change control plans, use a validation process that ensures
improvements to the performance, safety and effectiveness of the artificial intelligence software,
and includes real-world monitoring of performance once the device is on the market to ensure
safety and effectiveness are maintained. We’re exploring this approach because we believe that it
will enable beneficial and innovative artificial intelligence software to come to market while still
ensuring the device’s benefits continue to outweigh it risks.

National Evaluation System for health Technology (NEST)

The FDA is collaborating with stakeholders in the medical device ecosystem to build the
National Evaluation System for health Technology (NEST) to more efficiently generate better
evidence for medical device evaluation and regulatory decision-making. NEST will generate
evidence across the total product lifecycle of medical devices by strategically and systematically
leveraging real-world evidence and applying advanced analytics to data tailored to the unique
data needs and innovation cycles of medical devices.

The collaborative national evaluation system will link and synthesize data from different sources
across the medical device landscape, including clinical registries, electronic health records and
medical billing claims. A national evaluation system will help improve the quality of real-world
evidence that health care providers and patients can use to make better informed treatment
decisions and strike the right balance between assuring safety and fostering device innovation and
patient access.

Delivering on the goal to be first in the world to consistently identify and act on medical device
safety signals will rest in part on FDA’s ability to fully leverage NEST as an active surveillance
and evaluation system that complements the approaches currently in use by more quickly
detecting emerging safety signals through active surveillance, supporting timely evaluation of
these signals to determine if they represent a real risk to patients, and ensuring timely responses
to new and increased risks.

The promise of NEST is clear: real-time device safety information means better outcomes for
patients who depend on devices to improve their health. FDA is committed to making the
promise a reality by prioritizing NEST’s development and ensuring it’s set up for long-term
success to advance public health.
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Specifically, NEST will help provide the following benefits for patients and the ecosystem:

e NEST can help facilitate reimbursement (the Center for Medicare and Medicaid Studies
(CMS) serves on the NEST Governing Committee) as improved data collection can help
establish coverage with evidence development (CED).

e The system will help improve the quality of real-world evidence that FDA can use to
detect emerging safety signals quickly and take appropriate actions.

e NEST will provide another source of information for medical device manufacturers to
assess the safety and effectiveness of their devices and continue to develop innovative
improvements.

e NEST will help healthcare providers and patients be better informed about the evolving
benefit-risk profile of devices on the market and enable them to make more informed
decisions.

e NEST will greatly enhance FDA’s and the public’s capacity to utilize real-world evidence
to evaluate the pre- and post-market safety and effectiveness of medical products, thereby
reducing the time and cost of innovative device development and evaluation while
providing greater patient safeguards at a lower cost.*

Focus on Women’s Health

FDA has been working towards a better understanding of how medical devices perform in
women and exploring unique issues in the regulation of medical devices related to the health of
women. The Devices Program created the Health of Women Program specifically to address the
steadily growing importance of sex-and gender-specific issues arising regarding medical
technology design and development, clinical and non-clinical study design, and other medical
device-related matters. The Devices Program also released the CDRH Health of Women Program
Strategic Plan, which is open for public comment until December 23, 2019.

FDA has been working with health professional organizations, patient groups and others to
establish the Health of Women Technologies Coordinated Registry Network to better evaluate
and monitor devices used specifically for women. The Devices Program also held a public
advisory committee meeting in November 2019 to discuss metal-containing implants and dental
amalgam, which fostered public dialogue and review of the scientific evidence about
immunological responses to select metals in devices, including their impact on women’s health.

Advancing Consensus Standards

Consensus standards, which are developed in cooperation with a variety of stakeholders play an
increasingly prominent role in ensuring that medical devices are safe and effective.

The Devices Program is expanding our already robust standards program to include a new pilot
program called the Accreditation Scheme for Conformity Assessment, or ASCA. The pilot
program, which is outlined in the ASCA draft guidance released on September 20, 2019, is
intended to advance regulatory science in a way that could help ensure safe, effective and high-

59 https://nestcc.org/about/governance/
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quality medical devices are available to patients while reducing unnecessary delays that could
preclude patient access to new and innovative devices.

Under the ASCA Pilot, the FDA would recognize qualified accreditation bodies who would
accredit testing laboratories using ASCA program specifications associated with eligible
consensus standards included in the Pilot. The Devices Program would recognize and grant
ASCA Accreditation to qualified testing laboratories. Manufacturers could then work with these
ASCA-accredited testing laboratories to perform testing to the standards included in the ASCA
Pilot and use those test results to support premarket submissions to FDA.

In this way, reliance upon ASCA-accredited testing laboratories’ results may increase the
consistency, predictability and efficiency of the FDA’s review of premarket submissions by
streamlining the premarket review process while maintaining FDA’s standards.

Modernize FDA’s 510(k) program to advance the review of the safety and effectiveness of
medical devices

The most impactful way that FDA can promote innovation and improved safety in the 510(k)
program is to drive innovators toward reliance on more modern predicate devices or objective
performance criteria, where appropriate, when they seek to bring new devices to patients.

To support modernization of the 510(k) pathway, FDA finalized guidance on the voluntary
Safety and Performance Based Pathway which expands the approach long applied through the
Abbreviated 510(k) Program. Under the Safety and Performance Based Pathway, a manufacturer
would have the option to demonstrate aspects of substantial equivalence by showing that a new
device meets FDA-identified performance criteria that reflect current technological principles and
the safety and performance of modern predicate devices.

The Devices Program’s goal in finalizing this pathway is to expand its use broadly across the
510(k) program. This modern framework is a direct and transparent approach to demonstrating
the safety and effectiveness of low to moderate risk devices. This alternative pathway would
provide more direct evidence of the safety and performance of a device and better information for
patients and providers to make well-informed health care decisions. In addition, this new
approach may drive greater market competition to develop safer devices. Manufacturers would
be able to demonstrate that their products meet or exceed objective safety and performance
criteria that are based on modern technological principles. And companies could also, for the
purposes of supporting coverage decisions, more readily demonstrate to payors that their products
perform better than other devices on the market.

Rather than looking to the past as a baseline for safety and effectiveness — and rely on predicate
devices that are sometimes decades old — the Devices Program premarket review would be based
on contemporary baseline. It is also expected that scientifically sound criteria can be updated as
technology advances. In some cases, relying on old predicates makes it more difficult for more
advanced technology to reach patients since it’s harder for an innovative product to bridge to an
outdated technology reflected in a decades-old predicate. FDA’s new proposed approach will
help ensure new products can more easily reflect beneficial new advances.
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Safer Technologies Program for Medical Devices

In September 2019, FDA announced the Safer Technologies Program for Medical Devices
(STeP), which is a pilot voluntary program for certain medical devices that are reasonably
expected to significantly improve the safety of currently available treatments or diagnostics that
target an underlying disease or condition associated with morbidities and mortalities less serious
than those eligible for the Breakthrough Devices Program.

The Safer Technologies Program for Medical Devices is intended to help ensure that we’re
giving patients timely access to safe, effective and high-quality medical devices by expediting
their development, assessment and review, and by facilitating the generation of the robust
evidence required to support product marketing authorizations. Spurring innovation to develop
safer, more effective devices and devices that address unmet needs can also mean patients have
safer options for the treatment of their conditions. Such advances should lead to more lives saved,
fewer adverse events, and improved quality of life.

The Devices Program envisions that these two programs, Breakthrough and STeP, would be two
different pathways—one for new devices to treat or diagnose life-threatening or irreversibly
debilitating diseases or conditions that address an unmet medical need and one for devices that
treat less serious conditions and innovate on safety. Still, they could have similar impact in
spurring the development of and giving patients more timely access to important medical devices.
If the same programmatic benefits that encourage device manufacturers to create devices to treat
or diagnose a life-threatening disease could be applied to bring innovation to medical device
safety for less serious conditions, the potential public safety impact could be tremendous.

Unique Device Identification (UDI)

FDA is in the process of implementing a unique device identification (UDI) system that will
improve the quality of information in medical device adverse event reports, help FDA identify
device problems more quickly, and better target recalls to improve patient safety. Establishment
of the UDI system has been a tremendous milestone in building a stronger, more modernized
medical device safety net. The UDI provides a standard and clear way to document device use,
including in electronic health records, clinical information systems, claims data sources, and
registries. It allows more accurate reporting, reviewing, and analyzing of adverse event reports
so that new and increased known safety issues can be identified and corrected more quickly.

By providing a standard and clear way to document device use, incorporating UDI as a standard
in EHRSs, clinical information systems, billing systems, and registries will enable NEST to
perform enhanced analyses of devices on the market to better understand device performance in
diverse populations.

Cybersecurity

Many medical devices include computer software either embedded or external to the device. For
example, a heart pacemaker includes computer code to set the rhythm of the heart. There is a
concern, that, similar to your personal computer, the software in these devices can be infected
with malware (a “computer virus”) that changes performance of the device. Other examples are
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hacking of the device’s computer code by third parties or leakage of personal health information
from these devices.

The Devices Program’s goal is to encourage a coordinated approach of vigilance, responsiveness,
resilience, and recovery with respect to cybersecurity that fits FDA’s culture of continuous
quality improvement. This means taking a total product lifecycle approach, starting at the
product design phase when FDA builds in security to help foil potential risks, followed by having
a plan in place for managing any risks that might emerge, and planning for how to reduce the
likelihood of future risks. Specifically, FDA encourages medical device manufacturers to
proactively update and patch devices in a safe and timely manner. The concept of updates and
patches, while not new to traditional information technologies, is complex when it comes to
critical safety systems and requires a collaborative approach to finding solutions.

FDA has published guidances — recommendations for manufacturers and others — that contain
recommendations for comprehensive management of medical device cybersecurity risks
throughout the total product life cycle. This includes closely monitoring devices already on the
market for cybersecurity issues. To enable more expedient actions, the Devices Program’s
overall approach incentivizes industry to make changes to marketed and distributed medical
devices to reduce risk.

FDA continues to coordinate its cybersecurity efforts with other agencies. FDA participates in
the HHS Cybersecurity Working Group and works collaboratively with the Industrial Control
Systems Cyber Emergency Response Team (ICS-CERT) of the Department of Homeland
Security (DHS). FDA also works with the FTC in the Cybersecurity Forum for Independent and
Executive Branch Regulators. FDA actively participates in Department of Commerce-led
initiatives on multi-stakeholder engagement in coordinated vulnerability disclosure and
patchability of Internet of Things (1oT) devices. In addition, FDA is taking steps to help build on
the work that the Devices Program and FDA stakeholders have already achieved. Specifically,
the Devices Program plans to:

e Build capability to update and patch device security into a product’s design and to provide
appropriate data regarding this capability to FDA as part of the device’s premarket
submission. Support the development of a “Software Bill of Materials” that would be
provided to FDA as part of a premarket submission and made available to medical device
customers and users, so that they can better manage their networked assets and be aware
of which devices in their inventory or use may be subject to vulnerabilities.

e Update premarket guidance on medical device cybersecurity to better protect against
moderate risks, such as ransomware campaigns that could disrupt clinical operations and
delay patient care, and major risks such as exploiting a vulnerability that enables a
remote, multi-patient, catastrophic attack.

With so many devices dependent on software and internet access today, having a plan in place to
address cybersecurity risks is as essential to the device development process as coming up with a
novel new product. Working with the medical device industry and other federal agencies, FDA
will continue its work to ensure the safety and effectiveness of medical devices at all stages of
their lifecycles against potential cyber threats.
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Mammography Quality Standards Act Program

According to the Centers for Disease Control and Prevention, breast cancer is the most common
cancer in American women. FDA’s mammography program — authorized by the
Mammaography Quality Standards Act (MQSA) — helps to ensure that all women in the United
States have access to quality mammography for the detection of breast cancer in its earliest, most
treatable stages. The program also ensures that patients receive their mammogram results within
30 days (sooner if there are problems) and in plain language that they can understand.

As part of the mammaography program, FDA and its state partners annually inspect more than
8,700 certified mammaography facilities in the U.S. to ensure compliance with national quality
standards for mammography. In FY 2019, over 80 percent of mammography facilities had no
serious violations of the law and less than 1 percent of facilities were cited with the most serious
violations. These MQSA-certified facilities provide nearly 39 million mammography procedures
annually in the U.S.

The MQSA program recently enhanced the inspection process with an Enhancing Quality Using
the Inspection Program (EQUIP) initiative, which adds inspection questions related to existing
regulations about image quality. The initiative ensures that facilities have processes in place to
maintain image quality and detect issues early so that they can be rapidly corrected. The first
year of inspections was focused on educating facilities about the new EQUIP program. Analysis
of citations from this year’s inspections will inform efforts to help facilities achieve full
compliance with EQUIP.

On March 27, 2019, FDA announced important new steps to modernize breast cancer screening
and help empower patients with more information when they are considering important decisions
regarding their breast health care. The agency proposed amendments to key regulations that
would help improve the quality of mammography services for millions of Americans. These
actions, if finalized, would expand the information mammography facilities must provide to
patients and health care professionals, allowing for more informed medical decision-making. It
would also modernize mammography quality standards and better position the FDA to enforce
regulations that apply to the safety and quality of mammography services.

Among the proposed amendments to improve communication and medical decision making is the
addition of breast density information to the mammography lay summary letter provided to
patients and to the medical report provided to their referring health care professionals.
Mammograms of dense breasts—breasts with a higher proportion of fibroglandular tissue
compared to fatty tissue—can be difficult to interpret because the dense tissue can obscure signs
of breast cancer and lower the sensitivity of the image. Dense breasts have also been identified
as a risk factor for developing breast cancer. The FDA is proposing specific language that would
explain how breast density can influence the accuracy of mammography and would recommend
patients with dense breasts talk to their health care provider about high breast density and how it
relates to breast cancer risk and their individual situation.

Radiological Health Program

The Radiological Health Program protects public safety by monitoring industry’s compliance
with regulatory performance standards to reduce the incidence and severity of radiation injury.
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For years, FDA has administered a comprehensive program for oversight of radiology devices.
The Agency protects public safety by monitoring industry’s compliance with regulatory
performance standards to reduce the incidence and severity of radiation injury.

The program reviews initial and periodic reports as well as inspects establishments that
manufacture radiation emitting electronic products to determine compliance with the law. The
program also prioritizes product types for sampling and testing at FDA’s Winchester Engineering
and Analytical Center, as well as engages with regulatory scientists to identify high-priority
projects and develop new and revised methods to evaluate evolving technologies.

The Radiological Health Program has initiated multiple efforts to improve the efficiency and
effectiveness of the program with a focus on high-risk products. Initiatives include manufacturer
engagement, reliance on international standards, and public safety notices. On March 29, 2019,
FDA proposed amendments to its regulations of electronic product reporting to better align the
medical device and radiological health programs by reducing overlapping requirements.

Recent successes also include engaging with Customs and Border Protection and major online
distributors to identify and prevent sale of non-compliant products, preparing outreach material to
proactively engage industry and new manufacturers with information on basic safety
requirements, and coordinating with the Office of Regulatory Affairs to enhance the success of
inspections.

Participation in consensus standards development is a key component of the radiological health
program, both to address safety issues and incorporate performance requirements and testing
methods that are standard worldwide. Recent standards successes include incorporation of
pediatric safety features in standards for computed tomography (CT), fluoroscopy, and general
and dental radiography. In May 2019, FDA published four guidance documents that leverage the
use of consensus standards to help modernize the regulatory oversight of diagnostic x-ray
equipment and laser products.®

Case for Quality

The Devices Program advanced manufacturing and product quality through its Case for Quality
Voluntary Improvement Program (CfQVIP) Pilot. Appraisal results are focused on assessing firm
capability to successfully meet business objectives, increasing value to stakeholders, and
achieving public health outcome objectives. The goal of the program and pilot is to drive quality
and continuous improvement within the device industry.

The CfQVIP pilot launched in January 2018, and will assess resource utilization at participating industry sites and
within FDA, monitor improvement projects at the companies, and evaluate impact of the pilot on submission
burden on industry and FDA (i.e., reduction in number or type of submissions and review time). Participating
companies have reported that the appraisal has helped them to develop operational excellence and metrics that
will help assure better quality of their products.

Current Pilot Results include the following:

60 http://www.fda.gov/Radiation-
EmittingProducts/MammographyQualityStandardsActandProgram/Regulations/ucm489348.htm
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e CDRH has received more than 60 modified 30-Day Change notices. The pilot target was
to reduce the review time from 30 days to 5 business days. To date 73% of the
submissions were reviewed in less than 5 days with an average review time of 3.2 days.

e 37% of the manufacturing changes accepted were to directly improve product quality and
were reviewed 21 days faster.

e 18% of the manufacturing changes were to error-proof manufacturing processes and
eliminate causes of defects. Those changes were reviewed and accepted 21 days faster.

e [Faster rate of 30-Day Change acceptance has resulted in product quality improvements
and savings ranging from $32,000 to $286,000 per change for industry participants.

e Increased production capabilities have improved U.S. access and resulted in additional
sales revenue that ranged from more than $10 million to $28 million dollars for industry
participants.

In addition, participating companies have reported that the pilot and the quality provide increased
value in targeting the improvements relevant to their company to increase device quality. For
example, manufacturers have used the benchmarking provided by the pilot to identify gaps in
various sites and implement the practices from the higher performing locations. This has
increased product quality and yield in various locations. One manufacturer also reported
identifying a product issue that had gone undetected and implemented a recall and internal
improvement before a safety issue occurred.

Reduce the Burden of Addiction Crisis that are Threatening American Families

Devices to Prevent and Treat Opioid Use Disorder Challenge

FDA understands that medical devices will play a critical role in the agency’s all hands on deck
approach to confronting the opioid crisis. We believe the greatest opportunities for medical
devices to address this crisis are to 1) identify patients at risk for OUD before they receive
opioids, 2) manage pain to either reduce or replace opioid use, 3) prevent diversion or abuse of
prescribed opioids, 4) foster development of non-opioid treatment options for OUD.

For example, the development of a diagnostic device, whether it be an in vitro diagnostic test or a
mobile medical app, could be highly impactful in identifying those patients for whom extra
caution should be exercised when considering prescribing opioids for acute or chronic pain.

In the past few years CDRH has cleared, granted, or approved more than 200 devices related to
the treatment or management of pain, including 10 with new or novel technologies. Those novel
devices may reduce the need to administer opioid drugs to patients suffering from either acute or
chronic pain.

On May 30, 2018, the FDA announced the launch of the Devices to Prevent and Treat Opioid
Use Disorder Challenge to spur the development of medical devices, including digital health and
diagnostic devices, to help combat the opioid crisis and to help prevent and treat Opioid Use
Disorder—a serious health condition which can be a devastating outcome of opioid drug use.

Despite recent advances in some of these areas, there are still many opportunities to advance new
technologies and bring new products to market to meet this urgent public health need. This
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challenge will provide those companies that are selected by the FDA under this new program
with the opportunity to work closely with the agency to accelerate the development and review of
their innovative products. The goal is to provide additional incentives for product developers to
invest in products that can address aspects of the addiction crisis, and advance the development
of promising technologies. FDA received more than 250 applications from medical device
developers and based on these criteria, eight submissions were selected.

This new effort builds on the success of previous work to take a collaborative approach to
promoting medical device innovation and safety, such as the 2012 challenge that led to multiple
new approaches to treat life-threatening, end-stage renal disease. The FDA stands ready to
provide significant assistance and expedite premarket review of applications to help bring
innovative devices that, if properly instituted, could help those at risk for addiction or treat those
who might develop opioid use disorder. The Devices Program also hopes that in turn these novel
products may also help pave the way for the development of future products that build on the
latest technologies.

The engagement and participation from so many developers is indicative of the dire need we face
for new ways to treat this disease, and that medical devices, including digital health technologies,
like mobile medical apps, will play a critical role in the FDA’s all hands on deck approach to
confronting the opioid epidemic.

Foster Competition and Innovation

Real World Evidence

Between 2016 and 2019, the Devices Program set — and exceeded — goals to increase access to,
and use of, real-world evidence to support regulatory decision-making. Real-world evidence
derived from multiple sources outside typical clinical research settings (e.g., electronic health
records, claims and billing activities, product and disease registries, or and health-monitoring
devices) provides immense amounts of information about medical devices and it plays an
increasing role in health care decisions. To realize the full promise of real-world evidence, FDA
has sought to clarify what it is, what it can reveal, and how it can be used most effectively at
various stages of the device life cycle — including when it can be used for regulatory decision-
making to meet FDA’s gold standard.

In 2017, FDA issued final guidance titled “Use of Real-World Evidence to Support Regulatory
Decision-Making for Medical Devices,” which describes how FDA evaluates real-world data (the
raw information about patient health status and/or delivery of health care collected from a variety
of sources) and determines whether such data are of sufficient quality for generating the types of
real-world evidence that can be used in FDA decision-making for medical devices at various
stages of the device life cycle. The guidance describes the characteristics that FDA considers in
assessing the relevance and reliability of the data, as well as specific examples in which real
world evidence may be used.

FDA'’s use of real-world evidence to support regulatory decision-making for medical devices will
continue to accelerate by leveraging more robust sources of device safety and effectiveness made
available through NEST. Under the right conditions, real world evidence may be suitable to

174



NARRATIVE BY ACTIVITY
DEVICES AND RADIOLOGICAL HEALTH

support clearance or approval of a new device, or the expansion of indications for the use of
devices that are already on the market, in less time and at lower cost than ever before.

Breakthrough Devices Program

FDA'’s Breakthrough Devices Program has delivered important results for patients since it was
established in late 2016 by the 21st Century Cures Act. This program helps patients gain timely
access to breakthrough medical devices when they have few or no treatment alternatives and their
needs would otherwise go unmet. Eligible devices must provide more effective treatment or
diagnosis for life-threatening or irreversibly debilitating diseases than existing options. In
addition, there must be no approved or cleared treatment, or the device must offer significant
advantages over existing approved or cleared alternatives.

Over the last year, FDA has seen a significant increase in the utilization of sprints by sponsors to
address device development challenges, enable flexible clinical study designs and capitalize on
FDA review team support and senior management engagement so that review of the innovative
device will occur more efficiently. FDA received more breakthrough designation requests at the
close of FY 2019 than received in FY 2018, which was twice as many received requests than in
all of 2017.

For example, in FY 2018 FDA authorized a PMA for the OPTIMIZER Smart System
manufactured by Impulse Dynamics which had previously received breakthrough device
designation. This innovative device is an implantable pulse generator that delivers a novel form
of electrical stimulation, known as Cardiac Contractility Modulation therapy, to patients with
NYHA Class Il heart failure who cannot receive cardiac resynchronization therapy.

On December 18, 2018, The Breakthrough Devices Program Final Guidance was issued
describing a voluntary program for certain medical devices and device-led combination products
that provide for more effective treatment or diagnosis of life-threatening or irreversibly
debilitating diseases or conditions. This program is intended to help patients have more timely
access to these medical devices by expediting their development, assessment, and review, while
preserving the statutory standards for marketing authorization, consistent with the Agency’s
mission to protect and promote public health.

Medical Device Development Tools (MDDT) program

One important action the FDA has taken to achieve this goal is the creation of the Medical
Device Development Tools (MDDT) program at the Center for Devices and Radiological Health
(CDRH). This program streamlines the medical device development and review process by
advancing the development and use of scientifically validated and qualified methods, materials,
and measurements for assessing how devices works.

Having a qualified tool means that product evaluation can be done more predictably and
efficiently by providing innovators with the tools and techniques that FDA has found to be
acceptable for their purposes. This can eliminate much of the risk and uncertainty developers
often experience in product development, and helps bring high-quality, safe and effective devices
to patients.
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Predictability also has important implications for the timeliness of the development process. It
can help accelerate any phase of the development of a new therapy or diagnostic, from the rapid
screening of prototypes to streamlining clinical trial enrollment. In each case, it provides
developers with greater confidence in the FDA’s ability to review the data more accurately and
quickly and avoiding unnecessary questions.

Before creation of the MDDT program, tools used by developers were evaluated on case-by-case
basis — for each medical device submission. This added uncertainty, delay and inconsistency to
the process, as well as additional costs and time to innovators and the FDA. That can now be
largely averted, and FDA is looking to expand the program to as many areas as possible.

The use of a qualified tool also allows FDA regulators to concentrate on the most important
aspects of the process and ensure that the end products are developed in a safe and timely
manner. And, by qualifying tools for a specific use, the FDA facilitates their application for
multiple medical device submissions and manufacturers, delivering greater efficiency and
consistency to the community.

High Intensity Ultrasound Device Qualification Supports Greater Predictability and
Reliability

One way to understand the importance of MDDTSs is to consider the recent qualification by the
FDA of a tool for High Intensity Therapeutic Ultrasound (HITU) Devices. Ultrasound has a long
history as a medical device, with investigative products dating back to the 1940s. The ability of
diagnostic ultrasounds to image in real-time, combined with its excellent safety record and
modern-day portability, have led to its prominence worldwide. Recently, the development and
use of new technologies in this field, such as HITU as a minimally-invasive therapeutic tool, have
been accelerating. These new uses represent promising advances for patients, but they also
require precision to use them safely and effectively to achieve the desired effects.

In response to these developments, FDA scientists have developed a material that can be used to
mimic the behavior of tissue in a laboratory so that the effects of novel HITU devices and
approaches can be assessed in a more reliable and predictable way. The mimic, known as a
phantom, has recently been qualified as a MDDT. Device developers can now use this MDDT to
help test the safety of their HITU device before exposing human patients in clinical studies.
Understanding how their device performs early in development allows developers to improve a
device’s safety and make other modifications before moving to the next phase of development so
those devices can be as safe as possible when they reach the market.

Empower Consumers and Patients

Patient and Caregiver Connection

The Patient and Caregiver Connection is a partnership that provides CDRH staff with broad and
timely access to patient and caregiver experiences. Partner organizations will collect feedback
specific issues from their members and share that feedback with CDRH. This patient feedback on
the impact of the medical condition on individual patients can help provide a rich context for
regulatory decision-making. CDRH developed the Patient and Caregiver Connection to obtain
three types of patient feedback that can give context to the Center's regulatory activities:
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e Patients' experiences living with their specific condition

e Patients' experiences with devices used for the diagnosis, treatment, or management of
their condition

e Current issues or trends related to medical devices that they use or may be treated with

The program is designed to broaden CDRH staff exposure to patients' viewpoints, but not to
provide policy advice, recommendations, or opinions. For example, staff may draft questions for
patients, caregivers, or both, and the Partner Organizations in the Patient and Caregiver
Connection will disseminate questions or surveys to their membership and collect responses. The
Partner Organizations will aggregate the responses and share them with FDA, assuring no
personally identifying information is included.

The feedback obtained will provide broader context and better understanding of the patient
experience for FDA staff to consider throughout the course of their work. This information could
also provide insights that could be useful in medical device design, clinical studies to evaluate
medical devices, and post-market medical device safety monitoring and product refinement.

Digital Health

FDA is a world-leader in fostering development of new and innovative digital health technologies
and has made balanced oversight of these products one of its chief priorities. Providing patients
with access to safe and effective medical products to meet their health care needs is central to the
FDA’s mission, and the Devices Program committed to finding new ways to deliver on a
complementary mission of encouraging innovation to improve safety and detect safety risks
earlier — particularly for medical devices. As a critical part of its mission, FDA has a vital role to
enable patients in the United States to realize the promise of digital health products that it
regulates as medical devices.

The Device Program is committed to implementing policies, adding expertise, and exploring a
software precertification pilot program to bring clarity and efficiency to how FDA regulates
digital health products. Consistent with the 21st Century Cures Act, which defined categories of
software not subject to FDA regulation, FDA has created a risk-based approach to digital health,
including exercising enforcement discretion with respect to its device authorities for low risk
software that could be classified as a device.

On September 2019, FDA released final guidance Changes to Existing Medical Software Policies
Resulting from Section 3060 of the 21st Century Cures Act. This guidance provides FDA's
current thinking regarding the amended device definition and the resulting effect the amended
definition related to medical device software.

Examples of low risk software includes software that automates simple health care tasks for
providers or helps consumers track and organize their medical information. This approach allows
FDA to focus oversight on products that pose the greatest risks to patients — particularly those
products that are novel and not as well understood. This It also enables FDA to foster technology
innovations, while, at the same time, providing consumers and clinicians with better information
and greater assurances that mobile medical apps and other digital health medical devices that fall
within the agency’s regulatory purview are safe and effective.
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Digital Health Software Precertification (Pre-Cert) Program

Pre-Cert is a more holistic approach to evaluating a product’s safety and effectiveness. The FDA
would assess both the software developer’s ability to produce safe products during an
organizational Excellence Appraisal and the safety of individual products during the premarket
submission review process. The goal of the Excellence Appraisal is for developers to have a
proven record of ensuring that their products on the market are safe or to have demonstrated that
they have established strategies in place to deliver high-quality products that are consistently safe
and effective.

Our digital health team has been working with patients, providers, the nine diverse companies
participating in the Pre-Cert pilot program, and other stakeholders to build the software
precertification framework. The Software Precertification (Pre-Cert) Program'’s aims are to:

e Benefit a participating organization based on its "precertified"” status by offering the
ability to participate in a streamlined premarket review and opportunities to collect and
leverage real-world postmarket data, which encourages innovation, timely patient access,
and safety and effectiveness over the product life cycle.

e Leverage and use information and data from all available sources allowing FDA and
SaMD manufacturers to be more efficient and streamlined without compromising safety
and effectiveness of SaMD products.

e Enable a modern and tailored approach that allows software iterations and changes to
occur in a timely fashion under appropriate controls.

e Ensure high-quality software products throughout the life of the product by enabling
companies to demonstrate their embedded culture of quality and organizational excellence
and ability to monitor real-world performance.

e Adapt key elements and measure based on the effectiveness of the program.

Since the FDA released the Test Plan in January 2019, we have been actively analyzing test cases
and working with pilot participants, with the primary intent to confirm the framework proposed
in the Working Model v1.0 provides an equivalent reasonable assurance of safety and
effectiveness for software products as compared to the traditional review pathway. While testing
is underway, the FDA is committed to a collaborative and transparent Pre-Cert development
process.

Precision Medicine

The Devices Program has a unique role in advancing precision medicine. Precision medicine
generally means tailoring treatments to specific characteristics, such as a patient’s genetic
makeup or the genetic profile of a tumor. Targeting treatments based on genetic information can
improve the success of the treatment and minimize exposure to adverse effects. To fully realize
the potential of precision medicine, next generation sequencing (NGS) tests that the Devices
Program oversees used for risk assessment, diagnosis, and treatment must be accurate and
reliable.

As NGS technologies continue to evolve, the FDA remains dedicated to adapting regulatory
review capabilities and leveraging authorities to the fullest extent in order to make innovative and
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accurate testing technologies available to patients as efficiently as possible. To this end, on April
12, 2018, FDA finalized two guidances to drive the efficient development of a novel technology
that scans a person’s DNA to diagnose genetic diseases, which are usually hereditary, and guide
medical treatments. The guidances provide recommendations for designing, developing, and
validating NGS tests, and will play an important role in the continued advancement of
individualized, genetic-based medicine.

In December 2019, FDA formally recognized a public database, Clinical Genome Resource
(ClinGen) consortium’s ClinGen Expert Curated Human Genetic Data, which is funded by the
National Institutes of Health (NIH), as a source of valid scientific evidence that can be used to
support clinical validity in premarket submissions. This recognition by the FDA will facilitate
test developers, including those that use next generation sequencing, to rely on the information
available in the database to support the validity of their tests, instead of having to generate the
information on their own.

Collaborative Communities

Collaborative communities are continuing forums where public and private sector members
proactively work together to achieve common objectives and outcomes, to solve shared
challenges and to leverage collective opportunities in an environment of trust, respect, empathy
and openness. Collaborative communities are equipped to perform activities such as developing
best practices and robust strategies for addressing challenges; generating and evaluating evidence
that supports novel approaches; and disseminating and implementing solutions.

The Devices Program’s commitment to Collaborative Communities acknowledges that the FDA
serves the American public better when stakeholders in the medical device ecosystem, including
the FDA, work together. The communities may also work to clarify ill-defined challenges or
generate consensus on the definition and scope of the challenge which will aid in tailoring
appropriate strategies to tackle those challenges. By leveraging the wide variety of resources,
power and expertise of the community members, collaborative communities can help address
challenges and opportunities related to medical devices.

In the next two years, the Devices Program will make building collaborative communities a
standard practice. For example, on September 19, 2019, the Devices Program announce our
participation as members in the first two collaborative communities: NEST Coordinating Center
(NESTcc) Collaborative Community and the Ophthalmic Imaging Collaborative Community.
FDA firmly believe in the opportunities offered by participating in collaborative communities,
and we recognize that we serve the American public better when stakeholders in the medical
device ecosystem, including the FDA, work together.

In addition, The Collaborative Communities Toolkit was published in September 2019, which
serves as a collection of materials to help prospective communities in their development and
effective collaboration, so that they are adequately prepared to take on health care challenges.
Each component of this toolkit could help members of both new and existing communities work
with one another. Collaborative Communities can contribute to improvement in areas affecting
U.S. patients and healthcare and result in wide-ranging benefits for public health.
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International Harmonization to Improve Efficiency and Patient Access to High-Quality,
Safe and Effective Medical Devices

CDRH has been a world leader in harmonizing review and oversight practices. The Center is a
founding member of the International Medical Device Regulators Forum (IMDRF). IMDRF is a
group of medical device regulators from around the world that have voluntarily come together to
harmonize the regulatory requirements for medical products that vary from country to country.

The current IMDRF members represent medical device regulatory authorities in: Australia,
Brazil, Canada, China, Europe, Japan, Russia, Singapore, South Korea, and the United States.
The World Health Organization (WHO) is an Official Observer. The Asia Pacific Economic
Cooperation (APEC) Life Sciences Innovation Forum's (LSIF) Regulatory Harmonization
Steering Committee, the Asian Harmonization Working Party (AHWP), and the Pan American
Health Organization (PAHO) are Regional Harmonization Initiatives with IMDRF.

IMDREF develops internationally agreed upon documents related to a wide variety of topics
affecting medical devices. The FDA works collaboratively with patients, industry and other
members of the medical device ecosystem to implement harmonized concepts and help assure
that safe and effective medical devices are available to patients in the U.S. and globally.

Medical Device Single Audit Program (MDSAP)

The Devices Program is also a founding member of the Medical Device Single Audit Program
(MDSAP). MDSARP is an international coalition of trusted regulatory authorities working
together to eliminate the need for multiple medical device manufacture audits and inspections.
CDRH participates in this international harmonization effort with its regulatory counterparts from
Australia, Brazil, Canada and Japan. The program allows an MDSAP-recognized Auditing
Organization to conduct a single regulatory audit of a medical device manufacturer that satisfies
the relevant requirements of the regulatory authorities participating in the program. Single and
shared audits help lower costs to industry and taxpayers by eliminating duplicate audits and
inspections of medical device manufacturing facilities.

The MDSAP program saw dramatic growth in medical device firm participation over fiscal years
2017-2019, from approximately 527 firms by the end of FY2017 to 4,866 at the end of FY20109.
Because participating facilities are required to be audited at least annually through MDSAP, FDA
is able to remove these establishments from our annual inspection work plan without losing
confidence that they were being evaluated to ensure compliance.

In FY2019, the MDSAP consortium announced a new MDSAP Affiliate Membership category
for other regulatory authorities. Participation in the Affiliate membership allows regulatory
authorities in other countries the ability to receive MDSAP information from participating
regulatory authorities, while utilizing MDSAP audit reports for regulatory purposes. Since
announcement of the Affiliate Membership in June 2019, regulatory authorities from Argentina,
Colombia, Mexico, Saudi Arabia, South Korea, and Venezuela have expressed interest in joining
MDSAP as Affiliate Members.

Guidance Documents
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The Devices Program guidance documents serve as valuable resources for developers who are
working to bring new and innovative devices to market, and Congress has asked FDA to issue
many such guidance documents to enable development in many important areas of technology.
This list does not represent any degree of importance or priority ranking among the

published guidances. This list demonstrates FDA’s continuing efforts to support the development
of a wide range of novel technologies that are high quality, safe and effective for patients.®*

Date Docket# Title Description

Draft Guidance describing a new pilot program

The Accreditation Scheme . ) .
designed to increase consistency and

Sep 2019 | FDA-2019-D-3805 for Conformit . predictability in the FDA's approach to
Assessment (ASCA) Pilot . . .
assessing conformance with ASCA-eligible
Program

standards in medical device premarket reviews.
This guidance provides recommendations for
manufacturers seeking marketing clearance of
Marketing Clearance of [diagnostic ultrasound systems and transducers,
Diagnostic Ultrasound including certain well understood types of
Systems and Transducers:|modifications to a diagnostic ultrasound device
Guidance for Industry and| for which FDA does not intend to enforce the

June 2019 | FDA-2017-D-5372

Food and Drug requirement for a new premarket notification
Administration Staff (510(k)), which will allow FDA to focus

resources on more innovative device
modifications.
This guidance describes the guiding principles
The Least Burdensome | of the "least burdensome" approach, that is,
Provisions: Concept and |the minimum amount of information necessary
Principles: Guidance for | to adequately address a relevant regulatory
Industry and FDA Staff question or issue through the most efficient
manner at the right time.
This guidance describes an optional pathway
Safety and Performance for certain, well understood device types,
Based Pathway: Guidance| where a submitter would demonstrate that a
for Industry and Food and| new device meets FDA-identified performance
Drug Administration criteria to demonstrate that the device is as
safe and effective as a legally marketed device.
This guidance document describes policies that
FDA intends to use to implement a
breakthrough devices program as required by
section 515B of the Federal Food, Drug, and
Cosmetic Act (FD&C Act).

This guidance provides updated
recommendations regarding cybersecurity
device design, labeling, and the documentation
to be included in premarket submissions for
devices with cybersecurity risk, to facilitate an
efficient premarket review process and help
ensure that marketed medical devices are
sufficiently resilient to cybersecurity threats.

Feb 2019 | FDA-2017-D-6702

Feb 2019 | FDA-2018-D-1387

Breakthrough Devices

Program: Guidance for

Industry and Food and
Drug Administration Staff

Dec 2018 | FDA-2015-D-5966

Content of Premarket
Submissions for
Management of

Oct 2018 FDA-2018-D-3443 | Cybersecurity in Medical

Devices: Draft Guidance

for Industry and Food and

Drug Administration Staff

181


https://www.fda.gov/regulatory-information/search-fda-guidance-documents/accreditation-scheme-conformity-assessment-asca-pilot-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/accreditation-scheme-conformity-assessment-asca-pilot-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/accreditation-scheme-conformity-assessment-asca-pilot-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/accreditation-scheme-conformity-assessment-asca-pilot-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/marketing-clearance-diagnostic-ultrasound-systems-and-transducers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/least-burdensome-provisions-concept-and-principles
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/least-burdensome-provisions-concept-and-principles
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/least-burdensome-provisions-concept-and-principles
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/least-burdensome-provisions-concept-and-principles
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/safety-and-performance-based-pathway
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/safety-and-performance-based-pathway
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/safety-and-performance-based-pathway
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/safety-and-performance-based-pathway
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/breakthrough-devices-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/breakthrough-devices-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/breakthrough-devices-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/breakthrough-devices-program
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/content-premarket-submissions-management-cybersecurity-medical-devices

Product Approvals

NARRATIVE BY ACTIVITY
DEVICES AND RADIOLOGICAL HEALTH

Below are examples of selected Devices Program product approvals. This list does not represent
any degree of importance or priority ranking of products.

Date

Nov
2019

Aug
2019
Aug
2019

Jun
2018

Jun
2018
May
2018

Product Name

MiSight Soft Contact
Lenses

Vertebral Body
Tethering System

Barostim Neo System
MiniMed 670G hybrid
closed looped system

The Reset application

Imagen Technologies
Inc’s OsteoDetect

Description
the first contact lens indicated to slow the progression of myopia
(nearsightedness) in children between the ages of 8 and 12 years old at
the initiation of treatment.
First of its kind device to treat pediatric patients with progressive
idiopathic scoliosis.
A new. breakthrough device for the symptoms associated with
advanced heart failure.

Expanded approval of this device that monitors glucose and
automatically adjusts the delivery of long acting or basal insulin to
include people with diabetes who are as young as age 7.

First of its kind mobile medical app to help treat substance use
disorders (SUD).

Artificial Intelligence (Al) Software to help providers detect wrist
fractures more quickly and aid in the diagnosis of fractures.
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FUNDING HISTORY

) Program Budget
Fiscal Year ) User Fees
Lewel Authority
FY 2017 Actual $450,799,000 $329,764,000 $121,035,000}
FY 2018 Actual $479,930,000 $332,885,000 $147,045,000|
FY 2019 Actual $521,951,000 $386,733,000 $135,218,000|
FY 2020 Enacted $599,940,000 $395,168,000 $204,772,000|
FY 2021 President's Budget $638,529,000 $415,828,000 $222,701,000|

BUDGET REQUEST

The FY 2021 President’s Budget Request for the Devices and Radiological Health Program is
$638,529,000, of which $415,828,000 is budget authority and $222,701,000 is user fees. The

budget authority increases by $20,660,000 compared to the FY 2020 enacted level. User Fees
increase by $17,929,000. The Center for Devices and Radiological Health (CDRH) amount in
this request is $540,190,000. The Office of Regulatory Affairs (ORA) amount is $98,339,000.

FDA'’s focus on both safety and innovation stems from the Agency’s historic mission to both
protect and promote public health by assuring timely patient access to devices that are high-
quality, safe and effective technologies that make less-invasive treatments possible and provide
new options to patients whose conditions would have been considered untreatable in the past.
Spurring innovation to develop safer, more effective devices is key to improving patient safety.
The FDA is committed to advancing medical device innovation that can address unmet medical
needs to reduce or prevent the adverse health effects from disease, while maintaining FDA’s
standards. FDA is equally committed to detecting and addressing safety risks earlier, to protect
patients from harm and ensure that the Agency remains consistently first among the world’s
regulatory agencies to identify and act upon safety signals related to medical devices. Both
objectives are essential to meeting FDA’s public health mission, resulting in more lives saved and
improved quality of life.

The FY 2021 President’s Budget Request enables the Devices Program to continue to make
advances in patient safety and in the diagnosing, monitoring, and treatment provided by new
devices that patients need, while enhancing safeguards at the same time. This means patients in
the U.S. have access to the safe, new, high-quality devices they need to improve and extend their
lives, which helps to improve the health care system in the U.S. overall.

The Devices Program continues to see an increasing number of companies choosing to market
their devices in the U.S. first, and FDA also continues to see more first in the world approvals
here in the U.S. than in the past. The Devices Program has worked for years to improve the
predictability, efficiency, and transparency of FDA regulatory systems so evidentiary
requirements to bring devices to market are clear and understood. This ensures that patients
ultimately benefit from more safe and effective devices on the market because more companies
can understand and meet the FDA’s standard. Changes in the Devices Program policies and
processes have resulted in an improved medical device pipeline and innovative, safe and effective
technologies.
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The success of FDA in providing patients with new treatments and diagnostics, and more options
for effective health care, does come at the expense of the robust non-clinical and clinical science
on which FDA can rely on to make our regulatory decisions. Rather, they are due in part to FDA
efforts to strengthen the clinical trial enterprise and leverage real world data. The devices
program has taken actions to make evidence generation more timely, efficient and robust. In
some cases, FDA is receiving clinical evidence that is more informative and more quickly and
efficiently answering postmarket questions FDA would not have been able to address in the past.

By continuing to enhance and implement the right tools and foster an environment that lets
industry be innovative, while prioritizing patient safety, the Devices Program will continue to
deliver on FDA’s public health mission.

The FY 2021 funding will enable the Devices Program to continue to support such critical
advances for patients. By fully and consistently implementing its priorities, along with continuing
efforts to transform review and oversight, the Devices Program can realize its vision of U.S.
patients having access to high-quality, safe, and effective medical devices of public health
importance that meet FDA’s standards first in the world.

BUDGET AUTHORITY

Medical Product Safety ($18.5 million/ 5 FTE)

Transform Medical Device Safety, Cybersecurity, Review, and Innovation: $18.0 million/ 4
FTE

Center; $18.0 million/ 4 FTE

Innovative and complex device technologies have been driving a revolution in health care. FDA’s
ability to continue facilitating development of innovative, breakthrough technologies that meet its
rigorous standards, and to identify, detect, and address safety signals earlier and protect patients
is dependent on FDA’s ability to collect and analyze good quality data — to do this, it is necessary
for FDA to have a capable, modern IT system. Unfortunately, FDA’s information technology
systems, tools, and approaches are outdated and not designed to support our increasing
cybersecurity needs and evolving technology.

Funding for the Devices Programs IT systems will allow for necessary technology modernization
which will enable further creation of an integrated device innovation platform that will make the
review of device applications, postmarket surveillance and detection of safety issues, and
cybersecurity efforts significantly more efficient and informative. This is critical to help support
shorter review cycles, the ability to more quickly identify and address safety signals and cyber
vulnerabilities, and overall spur the development of more timely patient access to innovative,
safer, more effective devices. Failure to improve its device information management systems and
methods of review slow the regulatory process and limit FDA’s ability to make better informed
decisions, support new product developments, mitigate cybersecurity threats, address safety
issues for patients, and optimally assure patient safety throughout the total product life cycle.
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Currently, FDA’s premarket device review and postmarket surveillance processes use
information from many legacy IT systems that are aging and disconnected. This existing IT
infrastructure is time-consuming to use, has increasing maintenance costs, and is built on older
platforms that can no longer be upgraded, which significantly increases the risk of threats and
vulnerabilities until the functionality is replaced with current, supported technology. For
example, with over 30 data systems in the Devices Program, reviewers need to access up to 10
different systems during the review process. Having so many disconnected data systems also
increases the time for staff to analyze adverse event information and detect safety signals for
particular devices.

FDA'’s decision-making relies on the scientific expertise of its staff who are navigating these
fragmented systems and their ability to have access to and use data efficiently. Patients are far
better served when FDA’s experts are focused on assuring the safety and effectiveness of devices,
rather than navigation of outmoded technology. Digital Transformation would create an
integrated knowledge management system that would allow FDA experts to efficiently access
and analyze information and data in current and new ways to be better able to address the rapidly
evolving and increasingly complex technologies, safety risks, and cybersecurity threats the FDA
is encountering. This will enhance decision making and reduce inefficiencies.

Specifically, funding for Digital Transformation will enable FDA to build an integrated
knowledge management system and portal using modern, agile information technology systems
with secure cloud-based data storage. The investment will enable safety issues to be monitored
throughout the total life cycle of the device from bench testing to premarket clinical trials to
postmarket adverse events and real-world evidence. FDA will also expand its capability to
quickly evaluate new questions and issues that arise during the premarket review process or are
observed postmarket, using laboratory research or other appropriate methods. This capability to
better leverage pre-existing and new data in near real time is essential for implementing FDA’s
new approaches for digital health technologies, breakthrough devices, use of real-world evidence,
postmarket surveillance, and cybersecurity.

As part of this transformation, FDA will establish customer-friendly interfaces with industry,
patients, and providers. These platforms will foster greater and more transparent interactions
between FDA and its customers, including providing industry with the ability to track their
premarket submissions, and providing patients more clear information about the benefits and
risks of medical devices. Funding for this initiative would also support building reliable,
connected environments that allow reviewers and users access to integrated data, tools, and
knowledge.

This transformation will reduce duplicative efforts and create one integrated environment for
reviewers to analyze complete information to more efficiently process applications and respond
to regulatory questions. Funding will also be used to recruit technical experts to ensure the
integrity of data and IT systems while making FDA data management more holistic.
Advancements in this area will improve the quality of incoming data, fix data errors when they
occur, and protect privacy of existing data.

FDA'’s Digital Transformation will further enable the Devices Program to integrate, redesign, and
streamline at least 80 percent of its core business processes. This, in turn, could generate
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additional time and cost savings to industry and FDA, improve FDA’s ability to more quickly
identify and address safety signals, and spur the development of innovative, safer, more effective
devices. By consolidating data systems and migrating to a reliable hybrid cloud environment,
FDA can move closer to the speed of industry in streamlining workflows, reducing the cost of
maintaining data and network security, and improving the timeliness of delivery of services.

Additionally, this investment will support digital health technologies, which offer the opportunity
to improve patient care, empower consumers, and reduce health care costs. Recently, investment
in the U.S. digital health technology industry has lagged due to market uncertainty over both the
high cost of regulatory burdens and the uncertainty of adequate patient safeguards. To ease
regulatory burdens and reduce uncertainty, FDA will continue to develop a regulatory paradigm
for these products that includes appropriate safeguards for patients, build greater capacity to
evaluate and recognize third party certifiers, and create a cybersecurity unit to complement the
advances in software-based devices as well as to aid in review of cybersecurity advances
affecting the more traditional, hardware and software-based medical devices.

Implementing these technology and regulatory improvements are essential for advancing
technologies to improve the health and quality of life of patients while assuring critical
safeguards. These investments will make the review of device applications and postmarket
surveillance significantly more efficient and provide more timely patient access to innovative and
safer devices.

Modernizing Influenza Vaccines: +$0.5 million/ 1 FTE
Center: +$0.5 million/ 1 FTE

The FY 2021 Budget Request includes $0.5 million towards activities related to Modernizing
Influenza Vaccines. This includes increased review capacity to facilitate the development and
availability of medical devices to support modernizing influenza vaccines.

Crosscutting Initiatives: ($2.2 million)

Artificial Intelligence: +5.0 million/ 10 FTE
Center: (+$5.0 million / 10 FTE)

Al in medical devices promises to drive growth of the United States economy and improve
patient safety and our quality of life. Al algorithms are alr