TITLE VI
RELATED AGENCIES AND FOOD AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

For necessary expenses of the Food and Drug Adminigration, including hireand 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 areincluded in
this Ad; for rental of spedal purpose space in theDidrict of Columhia or elsewhere; and for
miscellaneous and emergency expenses of enfor cement activities, authorized and approved by
the Secretary and to be accounted for solely on the Secretary's certificate, not to exceed $25,000;
[$1,217,797,000] $1,335,389,000, of which not to exceed [$149,273,000 in ] $161,716,000 to be
derived from prescription drug user fees authorized by 21 U.SC. 379(h) [may], including any
such fees assessed prior to the current fiscal year but credited during the current year, in
accordance with section 736(g)(4), and shal be credited to thisgppropriation and remain
available urtil expended: Provided, [ That fees derived from applications received during fiscal
year 2001 shall be subject to the fiscal year 2001 limitation: 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) $285,269,000 shall
be for the Center for Food Safety and Applied Nutrition and related field activities in the Office
of Regulatory Affairs; (2) $317,547,000 shall be for the Center for Drug Evauation and
Research and related field activities in the Office of Regulatory Affairs, of which no less than
$12,506,000 shall be available for grants and contracts awarded under section 5 of the Orphan
Drug Act; (21 U.S.C. 360ee); (3) $140,489,000 shall be for the Center for Biologics Evduaion
and Research and for related field activities in the Office of Regulatory Affars; (4) $64,069,000
shdl be for the Center for Veterinary Medicine and for related field activitiesin the Office of
Regulatory Affairs; (5) $165,207,000 shall be for the Center for Devices and Radiol ogical
Health and for rdlated field activities in the Office of Regulatory Affairs; (6) $35,568,000 shall
be for the National Center for Toxicologica Research; (7) $25,855,000 shall be for Rent and
Related activities, other than the amounts paid to the General Services Administration; (8)
$104,954,000 shall be for payments to the General Services Administration for rent and related
costs, and (9) $78,839,000 shall be for other activities, including the Office of the
Commissioner; the Office of Management and Sysems; the Office of the Senior A ssociate
Commissoner; the Office of I nternationd and Constituent Rea ions; the Office of Palicy,
Legidlation, and Plaming; and central services for these offices 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.] $6,000,000 for cods rdaed to
occupancy of new facilities at White Oak, Maryland, to remain available until September 30,
2003. In addition, $2,950,000, solely for carrying out section 804 of the Federal Food, Drug,
and Cosmetic Act, to be available only &ter the requirements of section 804(l) have been
satisfied.

In addition, mammography user fees authorized by 42 U.S.C. 263(b) may be credited to this
account, to remain available until expended.

In addition, export certification user fees authorized by 21 U.S.C. 381 may be credited to this
account, to remain available until expended.
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For plans, construction, repair, improvemert, extension, alteration, and purchase of fixed
equipment or facilities of or used by the Food and Drug Administration, where not otherwise
provided, [$31,350,000] $34,281,000, to remain available until expended (7 U.S.C. 2209).

The Food and Drug Administration (FDA) administers laws concerning msbranded and
adulterated foods, drugs, human biologics, medical devices, cosmetics, and human-made sources
of radiation. The budget provides a $143.6 million (+ 11.3%) increase over the FY 2001 enacted
program level. The budget includes $1,370.9 million for Salaries and Expenses at the program
level, whichindudesfundng for the prevention and surveillance of Bovine Spongform
Encephalopathy (BSE); prevention of adverse events related to human drugs, medical devices,
and biologic products; protection of human suljectsinclincal studies; the food safety initiative;
inspections of DA regulated productsand related production processes, aswell asfunding for
the fird phase of an integrated finand al management sysem, pay increases for staff, the Los
Angeles [abor atory, and the first phase of FDA'’s consolidation into the White Oak, Maryland
ste. Of the Salaries and Expenses amount, $98.9 million will be used for paymentsto the
Generd Services Adminigtration for rent and rent related costs (an additiona $6.2 million will

be derived from fees). In addition, the Budget includes $203.5 million for user fees, an increase
of $33.1 million in user fees over FY 2001, which will be used to finance FDA activities. The
$203.5 million in user fees includes $20.0 million innew user fees for import program
operations and food export certificates. Thebuildings and facilities appropriation of $34.3
million provides funds for projectsrelated to the repair, construction, alteration, and
improvemert of buildings and fecilities of FDA, including a replacement laboraory in Los
Angdes.

Salariesand Expenses
(Legidlative Proposal not subject to PAY GO)

Contingent upon the enactment of authorizing legidation, up to $20,000,000 derived from fees
assessed for activities related to the issuing of food export certificates, and import program
operations consistent with provisionsof the World Trade Organization (WTO) agreements may
be collected and credited to this appropriation, to remain available urtil expended for those
activities. Any collections in excess of this amount could be credited to this account for use in
FY 2003 and subsequent fiscal years.

Thebudget includes $203,487,000 in user fees, of which $0,000,000 are new user feesto
finance FDA activities asrefleded in theleg dative proposd schedule. Additional appropriation
language is being proposed contingent upon the enactment of authorizing legidation. The
authorizing language will be proposed to authorize the collection and spending of the fees
subject to the appropriations language.
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Explanation:

1/ Brackets remove Appropriation language that sets forth specific amounts by program and other areas, and
therefore provides some flexibility for FDA resource reallocation. Reprogramming language as contained in the
General Provisions, section 724 would still apply.

2/ FDA isproposing additive user fees for the Foods, Human Drugs, Biologics, Animal Drugs and Feeds, and
Medical Devices Programs to support import program operations. FDA is also proposing the collection of additive
user fees under the Foods Program for petitions r elated to Food Export certificates.

3/ The Appropriation Level of $1,355,389,000 includes a $1,497,000 reduction to a Congressional earmark provided
in FY 2001. Thislevel does not include resources for the Medicine Equity and Safety Act of FY 2000 that are not
available until requested by the President.

4/ Language is added w hich provides FD A with the authority for two-year availability of funds for costs specifically
related to the occupancy of new facilities at W hite Oak, M aryland, which may span more than one fiscal year. This
authority will provide FDA with greater flexibility in the timing of the contracts. This move is part of a consolidation
project for FDA that will replace all the existing fragmented facilities which support the Office of the Commissioner
(OC), the Office of Regulatory Affairs (ORA), the Center for Drug Evaluation and Research (CD ER), the Center for
Biologics Evaluation and Research (CBER), andthe Center for Devicesand Radiological Health (CDRH).

5/ Language is added which provides FDA with the authority to credit tothis account fees that may have been
collected in excess of amounts appropriated in a previous year, if any such excess collections occurred. Thisisthe
intent of section 736(g)(4) of the Food Drug and Cosmetic Act, and it exempts FDA from making small indvidual
refunds of unanticipated excess collections. Excess fees from previous years, if any, would be used to reduce the
amount of fees FDA would collect in a subsequent year--in effectlowering the fees that FDA would otherwise
assess and collect. Thisisintended to make appropriation language consistent with authorizing language.
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FOOD AND DRUG ADMINISTRATION

Summary of C hange -- FY 2002 Justification of Estimates

(Dollars in Thousands)

Program
Budget Program Level
Authority User Fees Level FTE
FY 2001 Appropriation 1,099,874 170,393 1,270,267 9,150
.22 percent Rescission (2,420) 0 (2,420) 0
FY 2001 Curre nt Es timate 1,097,454 170,393 1,267,847 9,150
FY 2002 Budget Estimate 1,207,954 203,487 1,411,441 9,542
Net Increas e from Curre nt Es timate 110,500 33,094 143,594 392
Percent Increase from Curre nt Estimate 10.10% 19.40% 11.30% 4.11%
Builtin Non-Pay Increases (2.1%) 7,047 7,047
Absorption of Non Pay Increases (7,047) (7,047)
Program Increases
Built in Pay Increase
FY 2002 Pay Raise of3.6% (75%) 18,691 18,691
FY 2001 Pay Raise of3.7% (25%) 6,403 6,403
Within Grade Increases 12,460 12,460
One Day More Pay 2,446 2,446
Subtotal, Builtin PayIncreases 40,000 40,000
Bovine Spongiform Encephalopathy 15,000 0 15,000 115
Imports and Inspections 10,297 0 10,297 50
Patient Safety/ AERS 10,000 0 10,000 43
Human SubjectProtection 10,000 0 10,000 47
Food Safety 9,400 0 9,400 44
Management Priorities 8,300 0 8,300 3
Buildings and Facilities -LA Lab 3,000 3,000 0
GSA RENT ($380 increasein PDUFA) 0 0 0
Rent and RentRelated - CDER Lab Move 6,000 6,000 0
Builtin Decrease
Congressional Earmark (1,497) (1,497) 0
Total Program Changes 110,500 110,500 302
User Fees
CurrentLaw User Fees 0 13,094 13,094 20
PDUFA (Includes $380 for GSA Rent) 0 12,443 12,443 20
MQSA 0 462 462 0
Export Certification 189 189
Proposed User Fees 0 20,000 20,000 70
Imports and Inspections 0 14,700 14,700 47
Food Export Certifications 0 5,300 5,300 23
Total, User Fees 0 33,094 33,094 90
Net Change " 110,500 33,094 143,594 392

1/ Does not include offset of $20,000,000 for drug importation, not yet received by the Agency.
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Crosswak for Summary of Changeto Budget Authority by Activity 1% page
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Crosswak for Summary of Changeto Budget Authority by Activity ™ page



BUDGET AUTHORITY BY ACTIVITY (EXHIBIT G)-CURRENT LAW PROGRAM LEVEL
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BUDGET AUTHORITY BY ACTIVITY (EXHIBIT G)-CURRENT LAW BUDGET
AUTHORITY
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BUDGET AUTHORITY BY ACTIVITY (EXHIBIT G)-CURRENT LAW USER FEES
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BUDGET AUTHORITY BY ACTIVITY (EXHIBIT G)-PROPOSED USER FEES
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BUDGET AUTHORITY BY ACTIVITY (EXHIBIT G)-TOTAL PL w PROPOSED USER
FEES
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Foods

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Approp riation Current Estimate * FY 2001
Estimate Current
Estimate *

Total Program Level $279,704,000 $285,269,000 $284,641,000 $319,505,000 | + $34,864,000
Center ($000) 124,589,000 125,118,000 124,842,000 135,471,000 + 10,629,000
FTE 830 880 875 901 + 26
Field (3000) 155,115,000 160,151,000 159,799,000 184,034,000 + 24,235,000
FTE 1,556 1,580 1,542 1,620 + 78
Total Budget Authority ¥ | $279,704,000 $285,269,000 $284,641,000 $306,105,000 | + $21,464,000
Pay Increases + 811,488,000
BSE 847,000 1,947,000 + 81,100,000
Imports/Anspections 157,845,000 160,145,000 + 82,297,000
Patient Safety/AERS 5,023,000 6,023,000 + $1,000,000
Food Safety 273,670,000 281,070,000 + 87,400,000
Congressional Earm ark 1,497,000 0 - 81,497,000
Total User Fees 0 0 0 $13,400,000 [ + $13,400,000
Proposed User Fees

Food Export Cert. 0 0 0 5,300,000 5,300,000
Imports and Inspections 0 0 0 8,100,000 8,100,000

!/ Reflects enacted levels adjusted for the 0.22 percent rescission, accounting for $628,000 in the Foods program.
% Reflects decrease in base funding from FY 2001 of $324,000, for H uman Subject Protection and Bioterrorism.
¥ Pay increases shown on separate line, and not reflected in individual increase areas.
“Includes $1,497,000 reduction to a Congressional earmark provided in FY 2001.

Historical Funding and FTE Levels

Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuas $206,249,000 $206,249,000 0 2,239
1999 Actuas $235,168,000 $235,168,000 0 2,339
2000 Actuals $279,704,000 $279,704,000 0 2,386
2001 Current Estimate $284,641,000 $284,641,000 0 2,417
2002 Estimate $319,505,000 $306,105,000 $13,400,000 2,521
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MISSION

. Ensure the food supply is safe, nutritious, wholesome, and honestly labeled and that
cosmetics are safe and properly labeled.
. Sa gandards and develop regulations for the food industry.

. Take timely and appropriate action on new food ingredients before they go on the market
to ensure their safety and effectiveness.

. Research ways to provide the necessary basis for regulatory decisions.

. Assurethe quality of foods food ingredients, dietary supplements and cosmetics that are
avdlable on the market.

. | dentify food-related health hazards.

. Take oorrective actionto reduce human exposureto these hazardsand the possibility of
food-related illnesses and injuries.

. Educate and train consumers and industry on food sefety.

REQUESTED INCREASES

Pay Increase + $11.,488.,000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
so essential to accomplishing its mission. Pay increases have a major impact on FDA because
the Agency ismore people-intersive than many other government agencies. Payroll accounts
for over 60 percent of thetotad FDA budget. Thishasasgnificant impact on all activitiesin
FDA, particularly the fidd. Thecostsof the pay incressesare necessary to enaure the integrity
of the Agency's work for the Foods Program for review of food additive petitionsand other
premar ket activities including dietary supplements, and the field labor force for inspections and
compliance functions for foreign and domestic inspections, and import surveillance.

In order to maintain the level of activities carried out in FY 2001, FDA isrequesting
$40,000,000 million to cover the cost of the FY 2002 pay raise, annudization of the FY 2001
pay raise, anticipated within grade increases, and one extra day of pay. The Foods Program
portion of thisincrease is$11,488,000.

Bovine Spongiform Encephalopathy (BSE) + $1.100,000 and 5 FTE

Under the Federal Food, Drug, and Cosmetic (FFD&C) Act (Sec. 704), FDA is granted general
authority to inspect food establishments, and under FFD&C Act (Sec. 903), the Agency shall be
responsible for research relating to foods and cosmetics in carrying out this Act.

BSE, and Chronic Wasting Disease (CWD) both belong to a group of progressive degenerative
neurol ogical diseases that are always fatal, known as transmissible spongiform encephel opathies
(TSE9. There are several TSE diseasesthat afect humans themog well knownis Creutzfeldt-
Jakob disease (CID). Potential productsregulated by FDA'’s Foods Program that can contain
these substances are ruminant protein-containing cosmetic products that are packaged and ready
for sale, and bovine-derived materials intended for human consumption as either finished dietary
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supplement produds or for useas ingredientsin dietary supplements FDA will usethe
increased resources to:

. Expand work efforts to identify food and cosmetic products containing brain, spinal cord,
and ot her specific risk materids (SRMs); the origin of the animal; and country of origin;

. Research the risk factors and mechanismfor CWD which affects elk, deer and other
domestic game/pen-reared animals;

. | dentify infectious agents infoods; and,

. Participate in international BSE meetingsto ensure safety of the U. S. food supply; and
provide up-to-date information on the emerging public health issues to the public.

Imports & Inspections + $10,397.000 and 37 FTE (Budget Authority + $2,297.000 and 11
FTE; User Fees + $8,100,000 and 26 FTE)

Under the Federal Food, Drug, and Cosmetic (FFD&C) Act (Sec. 704), FDA is granted general
authority to inspect food establishments, under FFD&C Act (Sec. 903), the Agency shall be
responsible for research relating to foods and cosmetics in carrying out this Act; and, under
FFD&C Act (Sec. 801 and 803), the Agency shall assess potentially violative imports, enhance
the safety of imported products through surveillance at the border, and provide that source
country quality systems/standards/audits conform to the requirements of the FFD&C Act.

Budget Authority

FDA isresponsible for ensuring the safety of products produced and distributed by more than
60,000 domestic establishments. The Agency uses itsinspectiond authority, as directed by
statute, to provide this assurance. FDA s requesting additional resources to:

. Advance FDA's egg safety, as well as compliance and enforcement programs,

. Conduct additional domestic inspections for the Food Safety Initiative (FSI) and increase
laboratory samples analyzed by 360 for atotal of 6,340; and,

. Increase resources used to support foreign inspections so that the Agency can further
assure that products offered for import are safe, effective, and properly labeled.

Proposed User Fees

FDA is also responsible for ensuring the safety of over six million import line entries that cross
our borders annudly. This will grow to 7 million inFY 2001. The sources of these ertries are
diversified and include increasingly more products from countries that are typically categorized
as emerging economies, with emerging regulatory infrastructures.

FDA proposes to oollect $8,100,000 in additive import user feeswithin the Foods programto
fund the Operaional and Adminidrative Systemfor Import Support (OASIS), and other import
work. The OASIS system emables FDA to substantially reduce the risk of potentially harnful
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foods and other imported products reaching the American marketplace. The importer/broker
community benefits through faster turn-around times, dimination of large volumes of
paperwork, and reduced costs of doing business. OASIS will give FDA staff access to historical
information to better target produds and firms at high risk, the ahlity to plan inspections more
effectively, and the ability to sharefindings from inspection and lab analyseswith other offices
With the additional resources, FDA will:

. M odernize the Operational and Administrative Sygem for Import Support (OASIS)
import data processing system so that import reviewers will have more rapid and direct
access to information necessary for entry decisions about food products, in particular
perishable items;

. Implement enforcement strategies for imported foods to improve compliance with and
monitoring of Hazard Aralysis Criticd Control Points (HACCP) Programs and food
safety regulations;

. Increase import field exams of imported foods and dietary supplements;
. Expand import entry reviews to keep pace with the increase in import line entries;
. Update on arisk basis the criteria that determines which import line entries are selected

for on screen review and increase the frequency of on-screen review;

. Increase FDA data audits, import filer training, and liaison activitiesto improve the
integrity of import data submitted by import filers; and,

. I ncrease coordination with the U.S. Customs Serviceto improvethe efectiveness of
cargo control activities at ports, and monitor food products tha have been refused entry
pending exportation or degruction (follow-up on refusals).

Patient Safety/AERS + $1,000,000 and 4 FTE

Under the Federal Food, Drug, and Cosmetic (FFD&C) Act (Sec. 903), the Agency shall be
responsible for research relating to foods and cosmetics in carrying out this Act, as well as
having primary regulatory responsibility for ensuring the safety of ingredients used in dietary
supplements.

FDA currently uses severa post-mar keting surveillance systems for both mandat ory and
volurtary adverse event reporting asociated with foods, cosmetics and dietary supplements.
These systens are not optimal because they operate independently and data is not easily shared.
Further, the need to share datawith other FDA programsis critical for determining if action is
needed, particularly with dietary supplements where adverse events are often reported through
the Human Drugs Proggam.  FDA will apply the requesed funding to:



. Consolidate five existing Adverse Event systems within the Foods Program into one
comprehensive, center-wide system to capture and evaluate consumer adver se event
reports for foods, food and color additives, cosmetics, and dietary supplements;

. Develop external interfaces with the Agency wide Field Accomplishments Tracking
System (FACTS) and AERS to share data; and,

. Supply system users with classification, indexing, research and management tools, and
materials for the evaluation of adverse events.

Food Safety + $12,700,000 and 58 FTE (Budget Authority + $7,400,000 and 35 FTE; User
Fees + $5.300,000 and 23 FTE)

Under the Federal Food, Drug, and Cosmetic (FFD&C) Act (Sec. 704), FDA is granted general
authority to inspect food establishments and under FFD&C Act (Sec. 903), the Agency shall be
responsible for research relating to foods and cosmetics in carrying out this Act.

Budget Authority

FY 2002 will mark the fifth year of the highly successful multi-agency Food Safety Initiative
(FSI) to control and reduce food borne pathogens in the American food supply. The benefits of
thisinvestment are clear: an overall declineof 16 percent infood borne illnesses in America
For certain of the most dangerous pathogens the reductions are even more pronounced. For
example, E. coli 0157:H7 and Canmpylobacter fdl by 26 percent, Shigellaby 44 percen,
Salmonella enteritidis by 48 percent, and Cyclosporaby 70 percert.

The FY 2002 FSI Strategic Plan overal goal isto protect public hedth by significantly reducing
the prevalence of pathogens, and expanding cover age to pesticides and chemica contaminant
hazards, thereby reducing acute and chronic illnesses and injuries through science- based and
coordinated regulation, inspection, enforcement, research, and education programs. In support
of thiseffort, FDA will devote its incressed resources to the following activities

. Expand current laboratory capacity to increase sample analysis needed for HACCP
verification, food sanitation, and food and color additive reviews and audits and other

activities,
. Increase activitiesrelated to foods using bi otechnology;
. Collect and analyze food samples for pesticides, heavy metals and dioxins,
. Evaluate the risks of pesticides and chemical contaminarts, and the levd of food

nutrientsin the American diet through arevised FDA Totd Diet Program which will
provide data on levels of pedticides, industria chemical, toxic eements, and vitamins and
minerals in foods that is more representative of today's consumer eating habits;

. Inspect at least 95 percent of domestic firms annually for high-risk food establishments,
currently projected at 7,000 for FY 2002;
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Increase the number of domestic ingpections (non-HACCP and Seafood HACCP) by
State contract by almost 1,100, for atotal of 5,300;

Expand State audit inspections, enforcement, and data reporting for State inspectional
and compliance activities 0 the States can enter inspection information directly into field
data systems; and,

Expand domestic sample analyses for food bor ne pathogens and contaminants within the
food supply and pathogen tracking (el exnet).

Proposed User Fee

Food Export Certificates

Section 801 (e)(4)(B) of the Federal Food, Drug, and Cosmetic Act authorizes user fees
for export certificates for drugs, animal drugs, and devices. The requiremerts for these
certificates were amended by the FDA Export Reform and Enhancement Act of 1996,
which a0 estallished use fees for this service. Thissection does not cover ool lection
of user fees for export certificates for foods.

Collection of user feesfor food export certificates will enable FDA to fully support this
program, and limit the current redirecting of existing monies from other criticd food
safety programs Under this provision, FDA expects to issue approximately 30,000
export certificatesper year a a cost of $175 per export certificae. Private sector
exporterswould bear the cost of the program but resp the benefits through the Agency's
enhanced ability to facilitate product exports in compliance with the importing countries
requiranents. Field staff will continueto prepare export certificates on atimdy bassto
expedite trade, and in the languages required by current international agreements.

FDA currertly incurs costs in the millions of dollars to support the specific needs of U.S.
food exporters By law, FDA is required to issue certificates to any person wishing to
export adrug, anima drug, or device, that the product to be exported meets certain
requirements of the law. Food exporters are required to comply with an increasing
number of European Union (EU) requiremerts for certificates attesting to the safety of
animal-derived foods. Such certificates attest to product compliancewith EU directives
and standards, not FDA regulations. 1f FDA does not receive authority to collect the user
fees for export certificates for foods, FDA will continueto spend millions of dollars in
food safey resources to support the specific needsof U.S. food exporters instead of
supporting food safety activities that benefit the entire population.
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JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll
. FDA's Foods Program has primary responsibility for assuring that the food supply of the

U.S. issafg sanitary, wholesome, and honestly labeled, and that cosmetic produds are
safe and properly labeled. Since foods continueto be susceptible to an ever-growing
variety of potentially hazardous substances including microbial pathogens chemical
residues naural toxins, and illegal food additives, FDA has an enormous resporsibility
that has a direct impact on the health of every man, woman and child in the nation. Base
resources will be devoted to meet these responsibilities.

. The field component of Foods inspects regulated industry, and collects and analyzes
samples. Other activities that often arise are review and management of enfor cement
actions, and consumer complaints, trace back effortsto determine the cause of food borne
illness outbreaks, and review of import entries for admissibility decisions. These
functions are inherently governmental and highly personnel intensive.

Bovine Spongiform Encephalopathy (BSE)

. Study options for addressing the risk posed by BSE for dietary supplements, such asa
regulation for certifying source materia, an I mport Alert for al dietary supplement
materias of sheep, goat or bovine origin, and an abbreviated good manufacturing
practices (GMP) regulation.

. Revise Import Alert #1704, "Detention without Physical Examination of Bulk Shipments
of High-risk Bovine TissuefromBSE Countries" to ensure that all imported produds
regulated by CFSAN that may contain infective tissues are detained without physical
examination until they can be morefully evduated. Thisrevisonisbeing donein
cooperation with other FDA Centa's and Department of Agriculture Animd FAant Health
I ngoection Service to ensurean inclusive import alert.

Imports and Inspections
. Conduct approximately 250 foreign inspections, with top priority to "high-risk" foods.

. Implement the FDA and U.S. Customs Service joint Action Plan to better leverage
resourcesto enhance the safety of imported products through surveillance at the border.

. Fund domestic inspections (Food Safety Initiative) at the following levels:
—10,900 inspections conducted by FDA,;
— 4,202 inspections conducted by State contracts; and,
— 1,400 inspedions conducted by State partnerships.
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. Review more than 4,500,000 import line entries for admisshility into domestic

commerce.
Patient Safety/ AERS
. Provide training for field staff to improve the information gathered through invegigaion

of consumer complairts.

. Upgrade field data systems to provide improved consumer complaint data.

Food Safety
. Implement our three-year drategy to enhance FDA audit and evd uation of State

Ingoection programs and increase the rate of State contract audt inspedions to ensure
consistent application of regulations nationwide by FDA and the States.

. Inspect at least 90 percent of domestic firms annually for hightrisk food establishments,
currently identified at 6,250, including associated |aboratory support for sample analysis.
High risk firms include processors of infant formula ready to ea foods produce, seaf ood
products, low-acid canned foods, and juice.

. Replace outdated field laboratory equipment to improve the accuracy and timeliness of
food product analyses to determine compliance with safety requirements.

. Expand the ability of Federal, State and local partnerships to improve food safety through
better data sharing with our partnersin the States. The FACTS (Field Accomplishment
and Compliance Tracking System) data system was erhanced so that States will enter
data directly in the systemin FY 2002.

Other Activities Related to Priority Areas

Biotechnology
. Publish biotechnology notificaion proposd, and draft guidance for voluntary labding of
foods tha have or have not been developed using biotechnology.

. I ssue guidance to indudry onassessing dlergencity in genetically engineered food
products.

Dietary Supplements

. Respond to 95 per cent of premark et notifications for new dietary ingredients within the
statutory time frame (75 days).

. Review the 30-day postmarket notifications for structure/function clamsin a timey
maner.
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. Collaborate aaross the Agency to publish a proposd for |abeling dietary suppl ementsfor
women who are or may become pregnart.

. Publish dietary supplement GMP proposed rule and conduct an outreach program.

. Collaborae on deary supplement researchwith the National Center for Natural Products
Research in Oxford, Mississippi as well as with the National Academy of Sciences
Institute of Medicine to review dietary supplement safety.

International Activities

. Participate in and raise visibility in the 17 Codex committees, ad hoc task forces and
related drafting and working groups and scientific advisory committees (i.e, Joint Expert
Committee on Food Additives (ECFA)) to enaure that source country sandards qudity
systems, and audts conform to therequirements of the FFD& C Act.

Bioterrorism

. Develop athreat assessment for the food supply. Thisincludes areview of threat agents,
targets, federal and state food ingpection polides and procedures, and industry practices
to prioritize the use of resourcesto prevent and prepare for terrorist threats against the
food supply.

Premarket Activities

. Reduce the possibility of food related deaths or injuries and improve the health and
well-being of consumers by ensuring that decisions related to approvals of petitions and
notifications are scientificaly justified and benefit the public health.

. Develop standards for premarket review of new products and emerging technologies-
e.g., genetically modified foods, dietary supplements, infant formulas and medical foods
to ensure that foods are properly labeled when there is a Significant change in the
modified food as compared to the traditional. Examples of significant changes include a
nutritional change, compositional change, change in the condition of use, or when an
alergenic component has been introduced in afood where it is not present in the
traditional food.

. Improve the premarket review process for food and color additives using advanced
computer and telecommuni cations technol ogies.

. Provide pre-filing assistance to petitioners through the puldication of detailed guidance
for food contact substances and food color additives.

. Target sampling and analyssof fresh produce through the devel opment of Good
Agriculturd Pradices (GAPs) and Good Manufacturing Practices (GMPs).

. Provide technical assistance and education programs for foreign and domegic producers.
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Selected FY 2000 Accomplishments

Imports

Conducted 160 ingpections of foreign food establishments (non-HA CCP), dmost double
the numbe completed in FY 1999.

Completed the collection and laboraory andysis of 1,000 samples of high volume
imported produce for microbiol ogical pathogenswhich provided very useful data
Forty-four sampleswere found to be positive and detained for microbial contamination
Thirty-five sampleswere positive for Salmonella and nine positive for Shigella. There
have been no positive sanples for E. coli 0157:H7. Twenty-two firmshave been placed
on Detention Without Physical Examination (DWPE). Subsequently, 11 have been
removed from DWPE. Four foreign farminspedions have been conducted as a result of
follow-up invedigations.

Began improving OA SIS through software modifications which induded inmportant new
functionality such as superviory review and proxy functions. The new features
enhanced and expedited import review and developed and implemented a new screening
process in OASIS which alows for the expedited automated review of FDA regulated
import products using more specific criteria then was previously possible under the U.S.
Customs Service system.

Domestic Inspections

Conducted approximately 5,700 "high-risk" food inspections, an increase of 90 percent
over the FY 1999 level of 3,000.

Established DNA finger printing to combat food borne outbreaks using pulsed field gel
electrophoress (PFGE) capability in five field laborat ories becauseit provides timely
identification of the source of contamination. This technique has been successfully used
in several outbreak situations involving Salmonella and Listeria monocytogenes.

Established a program to screen Salmonellaisolates from foods. In FY 2000, about 250
Salmonella isolates were screened and several multi ple-antibiotic resistant strains were
found.

Tracked and investigat ed 98 pathogen-related incidents. Examples of food borne
pathogens tracked which goread across severa states include a “salmonellameunchen
outbreak” in mangoes that broke out in 13 states; a norwalk-like virus in potato salad that
occurred in 11 states; and, a salmonella anatum outbreak which occurred in frozen
carrots and peas that occurred in eight states and Canada.

HACCP

Conducted seafood HACCP inspections and sert 148 seafood HACCP Warning L etters
The Agency pursued the first seafood HACCP injunction againgt a purveyor of hot and
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cold smoked fish because the firm was not controlling the hazard of Clostridium
botulinum. The firm entered into aconsent decree and agreed to sop processing until
this hazard could be controlled.

Initiated a Dairy Grade A HACCP Pilot Program in collaboration with the National
Conference of Interstate Milk Shippers (NCIMS), in Six dairy processing plants. The Six
pilot plants have implement ed the voluntary HACCP PFilot and were listed in the
Interstate Milk Shippers List under the HACCP alternative to the traditional Pasteurized
Milk Ordinance-based program.

Produce

Worked with USDA'sNationa Agricultural Statistical Service (NASS) to perform an
extengvesurvey of production practices of fresh fruit and vegetald e growers and packers
inthe U.S. to measure adoption of Good Agricultural Practices (GAP)/Good
Manufacturing Practices (GMP) guidance. Thissurvey gathered daa on the types of
pradices (eg., agricultural water source, manure use, enployee hygieneand fecility
sanitation) covered inthe guide. A report of the survey resultsis expected to be available
in early 2001.

Food Code Adoption

Exceeded god that 35 percent of States would adopt the Food Code. Twenty State
agencies having jurisdiction over retail-level establishments have adopted the Food Code.
Providing modd food codes and model code interpretations and opinionsisthe
mechanism through which FDA, as a lead federal food control agency, promotes uniform
implementation of national food regulaory policy.

Harmonize Standards for E. coli O157: H7

Provided funding, in conjunction with USDA, for apilot project with eght Federd,
State and Local laboratories to develop standards for sampling and testing methods for

E. coli 0157:H7. The pilot istaking E. coli O157: H7 food sample testing currently being
doneat thelabs and standardizing their methods as well as working toward accreditation
of the procedures used. The pilot will be completed in FY 2001.

Risk Communication Education and Training

Conducted U.S - Chile Seminar on Food Safety entitled " An Integrated Food Safety
Sydem; Processes and Partnerships'. JIFSAN in conjunctionwiththe Goverrmert of
Chile held atraining program on produce safety, emphasizing GAPs. FDA also
conducted dairy farm sanitation and milk safety training, emphasizing on-farm practices,
in San Salvador, El Salvador. Foreign outreach and education was continued by
co-sponsoring aregional food safety meeting in Auckland, New Zealand.

Funded 19 State Food Safety Task Forces with Small Conference Grants totaling $96,500
and awarded 13 grants totaling $530,000 for | nnovative Food Safety Projectsto State and
local regulatory agencies that were intended to complement, develop and/or improve
State and local food safety programs.
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Awarded 39 state food contracts for over 5,100 food inspections for atotal of $2,617,000.

Premarket Review of Food and Color Additives and Food Ingredients

Completed the safety evaluation in less than 360 days for dl five food and color additive
petitions that qualified for expedited review. This exceeded FDA's god to complete
80-90 percent of these petitions within 360 days.

Compleed the safety evaluation in less than 360 daysfor 77 percent (59 of 77) of food
and color additive petitions that did not qualify for expedited review. This exceeded
FDA's goal to complete 50 - 60 percent of these petitions within 360 days.

Developed guidancefor the industry on preparation of premarket notification for food
contact substances

Published afind rule on the smultaneous review of food ingredientsin meat and poultry.

Nutrition, Health Claims and Labeling

Received 10 new infant formula notifications, and all were reviewed within the 90-day
statutory time frame.

Published a final rule authorizing a health claim for soy protein and heart disease. FDA
completed the evaluation of two additional hedth clam petitions. One petition was for
sterol esters and heart disease. The other wasfor stanol estersand heart disease. The
Agency issued an interimfinal rule authorizing these health claims.

Dietary Supplements

Communicaed FDA concern about the use and marketing of digary supplenentsor
other botanical-containing products that may contain arigolochic acid. FDA isuued
separate letters to address different audiences. The letter to the industry wes to deter
marketing of aristolochic acid and the one to health care professionals wasto deter the
issuance of prescription (use) containing arigolochic acid. FDA issued an Import Alert
on these products.

Published three Federal Register notices announcing the availability of new adverse
event reports and related information on dietary supplements containing ephedrine
alkaloids, as well as announcing withdrawal of the provisions of the ephedrine alkaloids
proposed rule relating to the dietary ingredient level and duration of use limit for these
products. FDA participated ina public meeting to discuss available information about
the safety of dietary supplements containing ephedrine alkaloids.

Elimnated the Freedom of Information (FOI) backlog that included requests for Specia

Nutritional/Adverse Everts Monitoring System (SN/AEMS) information dating from
1998.
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Published afind rulethat defines the types of statements that can be made concerning
the effect of adietary supplement on the structure or function of the body. CFSAN
participated in an FDA public meeting addressing pregnancy-related claims under the
structure/function rule. Over aten nonth period, FDA received approximetely 1,400
structure/function notifications. After reviewing the notifications, the Agency sent 102
letters to firms notifying themthat the claims for one or more of the products tha were
the subject of their notifications were not structure/function claims, but were disease
clams not permitted for use in thelabeling of digary supplements pursuant to section
403(r)(6) of the FFD& C Act.

Published a Federal Regiger notice on the strategy for regpond ng to petitionsfor health
claims for dietary supplemerts, including the health claims at issue in Shalala v. Pearson.
FDA held a public meeting on April 4, 2000 to olicit commentson implementation of
the Pearson decision.

Issued afinal determination on the first, second, and third of the four Pearson daims.
FDA deermined that the proposed claimthat stated 0.8 ng of folic acid ina digary
supplement was more effective in reducing the risk of neural tube defects than a lower
amount in foods was not authorized; determined that the proposed health claimabout
dietary fiber and reduced risk of colorecta cancer could not be authorized because the
results of studies about dietary fiber consistently showed a lack of relationship between
dietary fiber supplements and the risk of colorectal cancer; and determined enforcement
discretion to alow a qualified claim about the use of omega-3 fatty acids indietary
supplements and the reduced risk of coronary heart disease. Thequalified claim goplies
to daily intakes that do not exceed three grams per person per day from conventional
food and dietary supplement sources.

Issued the Didary Supplement Strategy which plans to have, by the year 2010, a
science-based regulatory program that fully implementsthe Dietary Suppl ement Health
and Education Act of 1994, and that provides consumers with a high level of confidence
in the safety, composition, and labeling of dietary supplement products.

Initiated recalls of herba products dueto the presence of undeclared prescription diabetic
drugs glycuride, and phenformin. Bothdrugsare used to lower bood sugar. Recdls of
such products involved Sino American Health Products, Inc.; Chinese Angel Hedth
Products, Inc.; and, Diabetic Capital (U.S.) LLC.

Chemical and Other Contaminants

Published a draft compliance policy guide (CPG) entitled, “ Apple Juice, Apple Juice
Concentrates, and Apple Juice Products - Adulteration with Patulin”. The purpose of the
CPG isto advise FDA's field offices and the industry concerning enforcement actions
that may be taken against apple juice products that contain patulin.
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. Published afinal report on the feasibility of appropriate methods of informing customers
of the contents of bottled water, as required by the Safe Drinking Water Act (SDWA)
Amendments.

Leveraging Scientific Expertise

. Restructured the Food Advisory Committee to consist of a"parent” Committee and four
standing Subcommittees: (1) Additives and Ingredients; (2) Contaminants and Natural
Toxicants; (3) Dietary Supplements; and (4) Food Biotechnology.

Codex Committees and Working Groups

. Participated in 18 Codex committees and related meetingsto promote devel opmert of
harmonized food safety and labeling standards. I1n June 2000, FDA provided aleader ship
role for the Codex Committee on Nutrition and Foods for Specid Digtary Usesin
devdoping international Guiddinesfor Vitamin and Minerd Supplements. Specificdly,
FDA paticipated in the Ad-Hoc Task Force on Foods D erived from Biotechnology in
July 2000, and partidpated in the Task Force's Working and Drafting Groups that are
developing draft international Guidelines for the Safety Assessmert of Foods Derived
from Biotechnology.

Emerging Areas

. Issued a public announcemert on plansto strengthenthe regulatory approach for
bioengineered foods. Three proposals were announced: (1) Developmert of a proposed
rule requiring that developers of bioengineered foods notify the Agency before they
market such products; (2) the addition of scientists to the Food Advisory Committee that
have expertise in hiotechnology; and (3) the development of labeling guidance to assist
manufacturers who wish to voluntarily label their foods being made with or without the
use of hioeng neered ingredients.

. Held 14 public meetingsto raise cornsumer and industry awareness to the presence of
allergensin foods and on labeling approaches to identify the presence of allergens.



Program Activity Data

Program Workload and Outputs
Food and Color Additives Petitions
Completed

Percentage of overdue Petitions under review "

Inspections - FST by FDA ¥
Non-HACCP Foreign
Non-HACCP Domestic
Seafood HACCP Domestic
Sedood Importer (HACCP)

Inspections - FSI by State Contract ¥
Non-HACCP
Seaood HACCP

Inspections - FSI by State Partnerships ¥

Non HACCP
Seafood HACCP
Seafood Importer HACCP

Total FSI Inspections
Import
Domestic

Field Exams ¥

Import - FDA FSI
Domestic - FDA FSI
Import - FDA Non-FSI
Domestic - FDA Non-FSI

Laboratory Samples Analyzed
Import - FSI

Domestic - FSI

Import - Non-FSI

Domestic - Non-FSl

FY 2000
Actual

77.0%
N/A

160
3,742
2,362

529

3,160
546

1,956
418
15

689
12,199

8,713

81
4,448
1,363

10,565
4,777
4,549
4,735

FY 2001
Estimate

50.0%
N/A

250
6,200
4,700

700

3,660
542

1,000
400
10

950
16,512

3,650

80
7,200
1,720

12,000
5,980
9,200
7,750

FY 2002
Estimate

65.0%
N/A

250
6,300
4,700

700

4,700
600

1,000
400
10

950
17,710

3,650

100
7,200
2,000

12,000
6,340
9,200
7,750

¥ The percentage of Food and Color Additive Petitions Completed is based upon 360 days. The goals for first action for
petitions (FY 2000 and FY 2001) are lower than those achieved in FY 1999 dueto th e conversion of petitions to notificationsin

FY 2000. FDA will establish new baseline num bers for these goals.

?" Aninspection is any vidt to an establishment during which all or part of one or more phases of that establishment's operation

is evaluated against appropriate FDA requirements.

¥ Field Exams are the on-site examination of a product that is sufficient in itself to determine that the product isin compliance

with FDA requirements

4 Laboratory samples andyzed are product samples physically analyzed by the laboratory to determine whether or not the

product isin compliance with FDA requirements.
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Human Drugs

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Approp riation Current Estimate ¥ | FY 2001
Estimate " Current
Estimate
Total Program Level ¥ $311,234,000 $317,547,000 | $317,066,000 | $347,829,000 +$30,763,000
Center ($000) $240,381,000 $244,211,000 | $243,877,000 | $262,375,000 | +3818,498,000
FTE 1,772 1,850 1,845 1,889 +44
Field (3000) 370,853,000 873,336 373,189,000 385,454,000 | +812,265,000
FTE 737 819 799 836 +37
Total Budget Authority” | $215,538,000 $218,249,000 | $217,768,000 | $240,141,000 +$22,373,000
Pay Increases +810,222,000
Imports/nspections 62,113,000 66,113,000 +4,000,000
Patient Safety/AERS 25,940,000 30,040,000 +4,100,000
Hum an Subject Protect. 14,562,000 18,862,000 +4,300,000
Total User Fees $95,696,000 $99,298,000 $99,298,000 | $107,688,000 +$8,390,000
PDUFA 95,696,000 99,298,000 99,298,000 106,188,000 +6,890,000
Proposed User Fees
Imports/Anspections 0 0 0 1,500,000 +1,500,000

" Reflects enacted levels adjusted for the 0.22 percent rescission, accounting for $530,000 in the Human Drugs program.
? Reflects decrease in base funding from FY 2001 of $249,000, for Human Subject Protection & Bioterroriam.
¥ Pay increases shown on separate line, and not reflected in individual increase areas.

Historical Funding and FTE Levels

Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuals $262,648,000 $199,579,000 $63,069,000 2,429
1999 Actuals $278,299,000 $200,423,000 $77,876,000 2,456
2000 Actuals $311,234,000 $215,538,000 $95,696,000 2,509
2001 Current Estimate $317,066,000 $217,768,000 $99,298,000 2,644
2002 Estimate $347,829,000 $240,141,000 $107,688,000 2,725
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MISSION

. Ensure the safety and effectiveness of al drug products used for the prevention,
diagnosis, and treatment of disease.

. Ensure the prompt approval of safe and effective new drugs so that patients can enjoy the
benefits provided by therapies to treat and prevent illness and disease.

. Review premarket applications for new and generic drugs in a timely and qudity manner,
aswell as new and generic drug supplemental applications.

. Monitor adver se drug events to detect safety problemsthat only become evident after the
approval and actual use of adrug.

. Evduate reportsof adverse everts, medication errors and produc defectsassociated with
drug products.

. Use postmarketing surveillance reporting, and the collection and analysis of drug product
samples to eval uate compliance with quality standards and labeling requirements.

. Conduct inspectionsto determine if fraudulent drugs are marketed in commercial
channels, and evaluate foreign and domestic compliance with GMPs.

. Oversee the orphan product program that reviews and approves requests for orphan

product designations, which includes granting sponsors seven years of marketing
exclugvity. Award grant funding to defray costs of qudified dinica testing incurred in
connection with the development of drugs for rare diseases and conditions.

REQUESTED INCREASES

Pay Increase + $10,222.000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
so essential to accomplishing its mission. Pay increases have a major impact on FDA because
the Agency ismore people-intensive than many other government agencies. Payroll accounts
for over 60 percent of thetotad FDA budget. Thishasasggnificant impact on all activitiesin
FDA, particularly the fidd. Thecostsof the pay incressesare necessary to enaure the integrity
of the Agency's work in the Human Drugs Program, especially as responsibilities cortinue to
grow withitsinvolvement in the ertire life-cycle of a pharmaceutical (pre-clinical studies to
postmarket surveillance of medication errors or potential adverse events).

In order to maintain the leve of activities carried out in FY 2001, FDA isrequesting
$40,000,000 million to cover the cost of the FY 2002 pay raise, annudizaion of the FY 2001
pay raise, anticipated within grade increases, and one extra day of pay. The Human Drugs
Program portion of thisincrease is $10,222,000.

Imports & Inspections + $5,500,000 and 24 FTE (Budget Authority +$4,000,000 and 19
FTE; Proposed User Fees +$1,500,000 and S FTE)

Congress mandated bi-annual inspections of drug establishments in Section 510 (h) of the
Federal Food, Drug and Cosmetic Act [ “...every such establishment engaged in the
manufacture, propagation, compounding, or processing of a drug or drugs...shall be inspected ...
at least once in the two year period beginning with the date of registration...”].
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Budget Authority

FDA needs to improve its regulatory assessment of drugsand drug products manufactured in
foreign sites and imported into the United States. Foreign inspections dlow FDA to identify and
correct problemsin the manufacture, disribution, or sale of human drug products. Funding will
allow FDA to:

. Evd uate findingsand act against violationsin an increased numbers of on-gte
inspections, especially where foreign manufacturing stes have shown evidence of quality
problems such asnon-uniformity of dosage units cross-contam nation of one drug with
another, lack of sterility and mixups in labding and packaging;

. Negotiate cooperative regulatory agreements with Switzerland, Canada and Mexico;

. Execut e existing cooperative agreements regarding foreign drug manufacturing with the
European Union, Australia and Japan;

. With new foreign reg gration authority granted under FDAMA, establish accuratelists of
foreign manufacturers exporting to theU.S,;

. Improve exigting electronic systems for tracking and evaluating foreign manufact urers by
entering al required approval data. Analyze these new data and report requiremerts; and,

. Write new compliance programs for enhanced monitoring of foreign manufacturers. One
such programwil | be oninspecting the distribution of ford gn-sourcedrug chemicals to
find counterfeits. Another will be on new inspection approaches.

Domestically, FDA is currertly only inspecting 28 percent of human drug establishments and 22
percent of the registered human drug manufacturers, repackers, relabelers, and medical gas
repackers. These ingpections are necessary to ensure that firms adhere to the terms and
conditions of adrug approva described in the application, and that the drug is manufactured in a
consistent and controlled manner. Inspections alow FDA to identify and correct problemsin the
manufacture distribution, or sale of human drug products. FDA's ahlity to perform statutory
ingoections isseriously impeded becausethe programis not fully funded to meet the statutory
schedule of once every two years. T here are many other non-stat utory human drug inspections
that FDA needsto perform that competes with this already under funded area. This includes
ingpections a excipient manufactur es, manufacturers of precursor materias for active
pharmaceutical ingredient manufacturers, warehousing and digribution operations, importers
and office only locationsfor recordreviews. All of thesefecilities require coverage in order to
ensure overdl quality and purity of human drugs. InFY 2002 FDA will:

. Improve collection and analysis of risk datato enhance management decision-making
and improve the efficiency and effectiveness of inspections and sample anays's;

. Evaluate findings and act against violators in an increased number of on-site ingoections,
epecially where domestic manufacturing Stes have shown evidence of quality problems
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such as non-uniformity of dosage units, cross-contamination of one drug with another,
lack of sterility and mixups in labding and packaging;

. Update inspection and sample analysis programs for inspecting domestic manufacturers;
and,

. Provide outreach to industry (e.g., fadlity evd uaion, inquiry resporses, education
leveraging, etc).

Proposed User Fees

FDA proposes to collect $1,500,000 in user fees assessed for activitiesrelated to import program
operations, including funds for the Operational and Administrative Sysem for Import Support
(OASIS), that are consistent with provisons of the World Trade Organization (WTO)
agreements. The OASIS system is one of many inport services that substantially reduce the risk
of potentialy harmful imported drug products from reaching the American market place. The
importer/broker community berefits through faster turn-around times, elimiration of large
volumes of paperwork, and reduced costs of doing business. OASIS will give FDA staff access
to historical information to better target products and firms at high risk, the ability to plan
inspections more effectively, and the ability to share findings from inspection and lab analyses
with other offices. InFY 2002 FDA will:

. I ncrease coordination with theU.S. Customs Serviceto improvethe efectiveness of
cargo control activities at ports, and the monitoring of human drug products that have
been refused entry pending exportation or destruction (follow-up-to-refusals); and,

. M odernize the Operational and Administrative Sysem for Import Support (OASIS)
import data processng systemto provide import reviewverswith rgpid and direct access to
information necessary to make entry decisions about human drug products.

Patient Safety/AERS + $4,100,000 and 17 FTE

Under 21 United States Code 355 (the new drug provisions of the Federal Food, Drug, and
Cosmetic Act), FDA is granted authority to take action on the sale of pharmaceuticals if the
Agency discovers imminent hazard to public health. FDA must collect safety information to
determine where the hazards exist.

Asreported inthe 2000 report “To ErrisHuman: Building a Safer Health System,” it is
estimated that over 98,000 Americans die yearly from medical errors. Many of these medical
errors are adverse events associated with the use of FDA-regulated products — drugs, biologicals,
and medcd devices. FDA iscommitted to conducting additional research on methods of
identifying risk and redud ng the occurrence of adverse events associated with pharmeceuticals
Increased funding will allow FDA to monitor and respond to an increased number of suspected
adverse events associated with the use of FDA'’ sregulated products. During FY 2002 FDA will:

. Complete FDA’s new on-line adverse event reporting system (AERS) for drugs and

biologics, and provide rapid assessment of injuriesand deaths associaed with the use of
these products;
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. Develop linksto hospitd-based information sysemsto better support hospita staff
working on the "front lines' of patient safety. Thisincludes improving the reporting
systemsto address under-reporting and incomplete reporting of medical errors, as well as
increased use of other eledronic systens to monitor problems with use of drug products.
Accessto drug utilization dat abases can aso provide the Agency with data on patient
drug use by individuals in an ambulatory care or inpatient setting;

. Increase FDA's capacity to do the multi-factor analysis necessary to correctly identify
the sources of safety problemsand potentid solutions. Thisincludesestablishing links to
safety databases maintained within community-level hedlthcare delivery systems and
regional-level safety surveillance systems, and adding to expertise in medical
epidemiology and statistical analysis;

. Develop linkages to government and private health care databases. Access to broad-
based health information databases will dlow for more rapid exploration of potentially
serious drug-related problems and more rigorous investigations than currently possible;

. Expand educational and training programsfor health care providersand the publicto
promote the safe use of products,

. Investigate reported errors and develop error reduction strategies with manufact urers and
the madicd community; and,

. Upgrade field investigational data systems to complement agency error tracking systems,
and to provide better information on the incidence of medical errors.

Human Subject Protection + $4,300,000 and 20 FTE

Under Section 505 of the Federal Food, Drug, and Cosmetic Act, the Human Drugs Program is
responsible for reviewing data submitted in research and marketing applications for new drug
products and determining the safety and effectiveness of these products.

To fufill thisimportant public health mission, the Human Drugs Program conductson-ste
inspections and verifies the quality and integrity of data submitted to the Agency, thereby
asauring that drug approvd decisions are sound. Another purpose of these inspectionsisto
protect the rights and welfare of the human suljects who partidpate in clinical trials. To
accomplish these godls, the program currently conducts and reviews the reports of goproximatdy
700 bioresearch nonitoring (BIMO) inspections of clinical trial study sites, Institutional Review
Boards (IRBSs), sponsors, and cortract research organizations (CROs) annually.

This program is severely stressed due to the increased complexity of the products undergoing
tedting, the expanded number of clinicd trids, and in particular, the high volume of trids
performed overseas in countries with lessdeveloped standards for the condua of such studies.
Complaints coming in to the Human Drugs Program related to clinical research have
skyrocketed: receipt of 9 complaintsin 1998, 103 in 1999, and 118 in 2000. Additiond staff and
resourceswill ersurethat the public health mission of the Human Drugs Programisnot
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compromised even further. FDA will use these resources for inspections and outreach activities,
spedficdly to:

. Increase the number of Bioresearch Monitoring (BIMO) site ingpections by
approximately 80 to atotal level of approximately 780 BI MO inspections annualy;

. Follow-up on complairts related to dinical research, developing and issuing inspection
assignments, and completing reviews of inspection reports,

. Enhance Federd coordination of the program by synchronizing operations and increasing
communication beween FDA'’s Office of Human Research Tridsand the Department of
Health and Human Services Office of Human Research Protection,

. Improve the quality, consistency, and effectiveness of BI MO inspections by developing
an investigators' certification program that provides training and practical experience,
and an assurance that investigat ors keep pace with emerging issuesin clinical research;
and,

. Improvethe safety and quality of foreign hioresearch activities by entering into
agreements with foreign governments and participating ininternationa regulatory
standards organizations.

Current Law User Fees + $6,890,000 and 20 FTE

Prescription Drug User Fee Act 11 (PDUFA II)

The Prescription Drug User Fee Act of 1992 (PDUFA) authorized the assessment and collection
of user fees for drug applications, establishment registrations, and product listings to enhance
and expand FDA's existing review process.

The Food and Drug Administration Modernization Act of 1997 (FDAMA) reauthorized the
collection of prescription drug user fees (PDUFA 1) to enhance the human drug review process,
including some biological products, through FY 2002. The Act established fees for applications,
establishments and approved products Theuser fees haveenabled FDA to improveits
performancefor drug review and approval times. InFY 1991, the median approvd time for
human drug gpplications was 21 months and in FY 1999 the median approval time was 11.9
months. The fees collectedin FY 2002 will enable the FDA to continue to meet its PDUFA 1
performance goals, induding:

. Review and act on 90 percent of standard original NDA and PLA/BLA submissions filed
during fiscal year 2002 within 10 mornths of receipt;

. Review and act on 90 percent of priority original NDA and PLA/BLA submissions filed
during fiscal year 2002 within 6 nonths of recapt;

. Review and act on 90 percent of standard efficacy supplements filed during fiscal year
2002 within 10 morths of receipt;

. Review and act on 90 percent of priority efficacy supplements filed during fiscal year
2002 within 6 months of rece pt;
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Review and act on 90 percent of manufacturing supplements filed during fiscal year 2002
within 6 months of receipt and review and act on 90 percent of manufacturing
supplements requiring prior approva within 4 months of receipt;

Review and act on 90 per cent of Class 1 resubmitted origind applications filed during
fiscal year 2002 within 2 months of receipt; and,

Review and act on 90 per cent of Class 2 resubmitted original applications within 6
months of recdpt.

JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll

FDA'’s Human Drugs program ensuresthe safety and effectiveness of dl drug products
used for the prevention, diagnosis, and treatment of disease. FDA aso ensuresthe
prompt approva of safe and effective new drugs so that patients can enjoy the benefits
provided by therapies to treat and prevent iliness and disease. The Agency reviews
premark et applications for new and generic drugs in atimely and quality manner, as well
as new and generic drug supplemental applications.

The field component of Human Drugs inspects regulated industry, and collects and
andyzes samples Othe activitiesthat often arise arereview and management of
enforcemert actions and consumer complaints, trace back efforts, and review of import
entries for admissbility decisons. These functions are inherently governmental and
highly personnel intensive.

Patient Safety/AERS

Maintain the Agency’s system of postmark eting surveillance and risk assessment
program to identify adverse drug events (ADEs) that did not appear during the drug
development process by collecting, evaluaing and acting upon information on ADES
associated with marketed products.

Recelve adverse event and medica errorsreports viathe Adverse Event Reporting
System (AERS) database. FDA receives and records over 260,000 individual
postmarketing safety reports(1SRs). Adverse evert reporting pronmpts the Agency to
conduct around 50 irspections of foreign and domestic firns per year.

I dertify health hazardsassodated with the marufacturing, labding, and packaging of
pharmaceuticals and renove unsafe and ineffective products from the marketplace. FDA
operates the MedWach Programdirected toward hedth care professionals to voluntary
report observed or suspected defects and quality problems associated with marketed drug
products. FDA reviews the reports to identify potential health hazards, initiates
invedigational follow-up and takes appropriate enforcement action. The Agercy reviews
hundreds of thousands of reports per year and numerousreportsresult in product recals
and voluntary corrective actions by industry.
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. Provide increased health education for U.S. consumers about FDA -regulated products,
which may adversely impact their hedth.

Human Subject Protection

. Conduct inspectionsof clinical invegigators, sponsors, monitors, Investigational Review
Boards (IRBs), non-clinical laboratories, and bioequivalence facilitiesto ensure the
protection of the rights and welfare of human subjects who paticipate inclinical studes.

. Verify the rdiability and accuracy of data collected by regulated industry in clinical and
non-clinical (animal) gudies

. Review Establishment Inspection Reports (EIRs) pertaining to clinical investigators,
sponsors, non-clincal laboratories, and bioequivalence facilities for violations and take
corr ective actions such as disqualification of clinical investigator ability to receive
investigational drugs.

. Conduct inspections and data auditsto monitor dl aspects of the condua and reporting of
drug product research involving human subjects.

. Conduct inspections to assure the qudity and integrity of data submitted to the Agency in
support of new drug applications.

Imports and Inspections

. Focus on product quality standards and compliance by manufacturers with standards
established in the good manufacturing practices (GMP) regulations to ensure that the
highest poss ble quality products are marketed.

. Conduct field inspections and compliance actions, including postapproval human drug
ingpections, surveillance GMP inspections for human drugs, as well as compliance
actions such as those prompted by complaints or adverse event reports.

. Provide crimina investigation of reported product tampering, counterfeit products and
other fraudulent crimnd activities involving regulated drug produds.

. Perform laboratory validation of analytical methods submitted to support premarket
product applications.

. Collaborae with the European Unionto assess equivalence of regulaory systens to
ensure imported products comply with U.S. standards. FDA will continue equivalence
assessments through FY 2002. This agreement will ultimately allow reciprocal reliance
on inspections of pharmaceuticd manufacturing plants between equivalent regulaory
authorities and improve border operations.
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Activities Related to Other Priority Areas

New_ Drug Application Review

. Regulate the testing of investigational new drugs (IND review) and evaluate new drug
applications (NDAS) received from sponsors. Over the past several years, FDA
approvals for new drug applications (including new molecular ertities and priority
approvals) have ranged from 71 to over 120 pe year.

. Review and act upon standard and priority efficacy supplements -- supplemental
applications proposing to add a new use of an approved drug to the product labeling. In
the recent past, FDA received between 100 and 150 applications per year for new or
expanded usesof an dready approved drug.

. Review and act upon manufacturer gpplicaions tha notify FDA in advance of
packaging, location, machinery, processes or supplier changes. In the recent past, FDA
received between 1,200 and 1,500 applications per year and approved nearly 90 percent
of these.

Pediatric Drug Studies

. Review study requests from industry for manufacturers who conduct and file pediatric
studies in regponse to our writtenrequests. FDA is authorized to grant six monthsof
mark eting exclusivity to manufacturerswho conduct and file pediatric studies. The sx
morths is a economic incentive 20 that FDA may gain additional information about a
drug’ s usage in the pediatric populaion.

Generic Drug Review

. Support an active generic drugs program (Abbreviated New Drug Approvals or ANDA
review) with a focuson expanding the avail ability of high quality generic drug products
to the public.

Over-the-Counter Drugs

. Review over-the-counter (OTC) drugs to ensure safety and effectiveness and to help
consumers understand how to best use OTC products. There are currently over 100,000
OTC produds onthe market. FDA published a final rule tha will provide new, easy to
undergand labeling on non-prescription drugs.

Orphan Product Development Program

. Promote the development of productsthat demonstrate promi<e for the diagnosis and/or
treatment of rare diseasesor conditions through the Office of Orphan Produds
Development (OOPD). The OOPD administers the major provisions of the Orphan Drug
Act (ODA) which provide incentives for sponsors to devel op products for rarediseases.

Clinical Pharmacology
. Continue program for research and training for clinical pharmacologists. The Agency
awaded a cooperative agreement to the University of Indianain FY 2000 for oneyear to
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support post-doctord training and research to study clinical pharmacology and
biopharmaceutical issues related to new drug development and review.

Human Drug Related Research

Leverage scientific capabilitiesto respond and contribute to mgor breakthroughsin
pharmeceuti cal research and technology via cortinued professional development/
training, and continued stakeholder collaborations. In 1999, FD A began a collaborative
effort with research scientists from academiaand indugry to form the Product Quality
Resaarch Initiative (PQRI). The PQRI plansto: conduct research in the areas of
pharmaceutical chemistry, biopharmaceutics, and science managemert; identify better
test methods for assessing quality of products,; and identify optima manufacturing and
managemert processes.

Outreach with Stakeholders

Maintain communication lines with stakeholders. Outreach programsinclude the
pharmacist education outreach program to help pharmecists better explain the drug
approval process to consumers and the collaborative efforts beeween FDA and industry
where scientific and regulatory experts discuss electronic submissions, user fees, risk
management, product quality, drug safety and other issues on drug development and
manufacturing. FDA also updated “ From Test Tubeto Patient: Improving Health
through Human Drugs,” a popular FDA publication for consumers which describes new
drug devd opment in the United States and highlights the Agency' s consumer protection
role. Thisreport has beenrequested by more than 5,000 individuals and can befound at
www.fda.gov/fdac/special/newdrug/ndd_toc.html.
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Selected FY 2000 Accomplishments

Prescription Drug User Fee Act of 1992 (PDUFA)

. In 1997, Congress authorized PDUFA Il under the Food and Drug M odemization Ad of
1997 (FDAMA) for anothe five years Thefollowing tale illustrates performance for
PDUFA/FDAMA for the FY 1999 cohort data.

Fiscal Year 1999 Cohort (as of 12/31/00)

Submission Type Numb er of Goal (months) Number of | Percent of Reviews
Submissions Reviews “On “On Time”
Filed Time”
NDAs -
Priority 31 90% in 6 mo. 31 100%
Standard 95 90% in 12 mo. 95 100%
30% in 10 mo. 63 66%
NMEs (subset of NDAs) -
Priority 17 90%in 6 mo. 17 100%
Standard 90%in 12 mo. 25 100%
25 30% in 10 mo. 14 56%
NDA Resubmissions-
Class 1 17 90% in 4 mo. 17 100%
50% in 2 mo. 17 100%
Class 2 47 90% in 6 mo. 47 100%
Efficacy Supplements -
Priority 15 90% in 6 mo. 13 87%
Standard 122 90% in 12 mo. 122 100%
30% in 10 mo. 104 85%
Manufacturing Supplemen ts-
CBE 557 90% in 6 mo. 547 98%
Requiring Prior Approval 902 90% in 6 mo. 889 99%
30%in 4 mo. 660 73%

Review Performance for the FY 1999 Cohort

Met or exceeded 14 of the 15 performancereview godsfor the FY 1999 submission
cohort. Only missed the goal for priority efficacy supplements (13 of 15 were reviewed
"on time"). In alditionto surpassing dl goals for NDAs, surpassed dl review godsfor
New Molecula Entities (NME), a subset of the NDA category. The number of original
NDAsfiled for the FY 1999 submission cohort increased over 10 percent from 1998.

New Drug Evaluations

Initiated 239 actions on NDAs during FY 2000, 106 of which were approvas. The
median gpprova timewas 11.6 months, a three percent decrease in median approval time
compared with FY 1999. Sixty-five of these NDAs were approved in 12 months or less.
Of the 106 NDA approvals, 39 were for NMEs. Of the 39 NMEs, 12 were drugs given a
priority review (products offering notable inprovements over currently marketed drugs).
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. Approved 23 priority applications (12 NMEs, 11 NDAs that were not NMEs, and 21
priority efficacy supplements) in FY 2000.

. For the FY 2000 submission cohort, FDA received 80 resubmissions for review, 122
NDAs, 175 efficacy supplements and 1,438 manufacturing supplements during the fiscal
year. Final on-time performanceinformationfor the FY 2000 submission cohort isnot
yet available. Data will be available mid to late 2001. Drugs approved in FY 2000 under
Subpart H (Accelerated Approval) regulations are listed below.

NDAs and Supplemental NDA Approved for Accelerated Approval in FY 2000

Drug Approval Time Purpose

Mylotarg (gemtuzumab azogamicin) 6.6 months Treatment of patients with CD33 positive acute myeloid
leukemiain firg relapse who are 60 years of age or older and
who are na considered candidates for ¢ytotaxic chemotherapy
Kaletra (lopinavir/ritonavir capsule) 3.5 months Used in combinationwith cther antiretroviral agents for the
treatment of HIV-1 infedion in adults and pediatric patients
age six months and older

Kaletra (lopinavir/ritonavir ord solution) 3.5 months Used in combinationwith cther antiretroviral agents for the
treatment of HIV-1 infedion in adults and pediatric patients
age six months and older

Celebrex (celecoxib) - [Supplemental NDA] || 6.0 months To redu ce the number of adenomatous colorectal polypsin
familial adenomatous polyposis, as an adjunct to usual care
(e.g., endoscopic surveillance, surgery)

Generic Drug Review
. Approved 232 abbreviated new drug applications (ANDAS). Thisisan increase over the
198 approved last fiscal year. Examples of important first time approvals are as follows:

Drug Purpose
Paclitaxel (generic for Taxol by Bristol For treatment of breast, ovarian and other types of
Myers Squibb) cancer
Enalapril (generic for Vasotec by Merck) For treatment of hypertension
Midazdam (generic for Versed by For induction of general anesthesia and sedation
Roche)
Digoxin (generic for Lanoxin by Glaxo For congestive heartfailure
Wellcome)
Doxazosn (generic for Cardura by For use in the treatment of hypertension and benign
Pfizer) prostatic hyperplasia
. Made progress in increasing the percent of originals acted upon in less than the statutory

180 days. In the six months from November 1999 to April 2000, FDA acted on 47
percent of origina applicationsin 180 days. Thisisan increase from the 31 percent
acted on in the six months beginning in April 1999.
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Took significant strides in preparation for a paperless review environment with the
utilization of $1.5 million provided by Congress for satisfying information technol ogy
needs. The funds allowed for the purchase of upgraded hardware, software, and
contractual support to allow for the review of eectronic submissions and to increase the
overall efficiency of the review process.

Received 101 ANDAS containing at least a portion of the data in electronic format (30
percent of al submissonsg). Thisisaninaease over lag year, when 88 ANDAS were
submitted with some portion in electronic format. The increase reflects the commitment
of OGD to support the Agency s efforts in this regard.

Generic Approvals by Fiscal Year

Fiscal Numb er of Average Approval Median Approval
Year Approvals Time (months) Time
(months)

1993 170 40.4 39.7
1994 168 29.4 24.4
1995 201 353 28.2
1996 214 33.2 24.7
1997 256 25.6 19.6
1998 230 225 18.7
1999 198 19.9 17.3
2000 232 22.3 18.9

Oncology Programs

Launched the first regulatory website with a focus on a specific disease. The site, called
Oncology Tools (www.fda.gov/cder/cancer), can be searched by specific type of cancer
or by gpproval therapy.

Pediatric Oncology Projects. Prepared a Written Request template that encourages
development of oncology drugsin children; wrote guidance entitled, Pediatric Oncology
Studies In Response to a Written Request; and established an Advisory Committee
(Pediaric Oncology Subcommittee).

Held monthly medtings with the National Cancer Institute (NCI) to discuss clinical trial
ISsues to stress interaction with Department of Health and Human Services (DHHS)
agencies. Also worked with Health Care Financing Administration (HCFA), the Agency
for Healthcar e Research and Quality (AHRQ), the National Cancer Ingtitute (NCI), and
other DHHS agencies to develop a plan for Medicare Coverage of Clinical Trials.

Antimicrobial Resistance

Approved Zyvox, thefirst of anew class of antibioticsindicated for use against resistant
organisms L abeling encouraged use that would preservethisdrug for seriousdiseases.

Published a proposed rule, Labeling Requirements for Systemic Antibacterial Drug
Products Intended for Human Use. Contributed to the drafting of an interagency Public
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Health Action Plan to Combat Antimicrobial Resistance and to the publication of the
report from the FDA Task Force on Antimicrobial Resistance.

Bioterrorism Activities

Reviewed and approved an NDA for Ciprofloxacin for post-exposure inhalational
anthrax.

National Pharmaceutical Stockpile. |dentified drugs that are potentidly effective in
combaing abioterrorist attack and requested submisson of data to support such uses.

Cooperated with stakeholders on bioterrorism activities, including:

> Worked with CDC in developing “a streamlined IND” for use in thefield during a
bioterr orism event;

> Implemented a shelf-life extension program for drug products contained in the
stockpileand worked with NIH to identify the most promising antiviral agert to
be used to treat smallpox; and,

> Provided scientific and regulatory expert consultation to outside groups,
including: the Center for Civilian Biodefense at the Johns Hopkins University, the
CDC and the Advisory Committee on Immunization Practices (ACIP) on issues
related to theuse of drug produds for prevertionand treatment of disease due to
biological agents that might be used as weapons.

Pediatric Exclusivity (Section 111 of FDAMA)

Issued 57 Written Requests with 19 Pediatric Exclugvity determingions. Twelve were
active moieties for which pediatric labeling hasbeen approved basad on studies
conducted to saisfy a written requed.

M aintained and updated a pediatric interactive web page & www .fda.gov/cder/ pediatric.

Assided in the organizaion and participated in the Surgeon General’ s National
Conference on Mental Health in Children and co-sponsored the NIMH/FDA workshop
on the development of psychotropic agentsfor young children.

Over-the-Counter (OTC) Drug Products

Approved twelve new drug products and/or new indications for OTC marketing.

Drug Purpose
Excedrin Migraine For the treatment of migraine
Habitrol A stop smoking aid
Aleve Cold and Sinus A pain relief/fever reducer/decongestant
Infants' Advil For use in children 6 months to 23 months of age.
Motrin M igraine Pain For the pain of migraine headache
Rid Mousse A topical pediculicide
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Advil Migraine Liqui-Gels For the treatment of migraine

Lamisil A T Spray Pump A topical Antifungal

and Solution Dropper

Trivagizole 3 Vaginal Cream A vaginal antifungal

ChloraPrep A topical antimicrobial

Abreva Cream A cold soref/fever blister treatment
Children’s Motrin Cold A pain relief/fever reducer/decongestant
Suspension

Adverse Event Reporting System (AERS)

Implemented a major release of AERS in May 2000. This release provided new
functiorality by enhancing searching capahility, becoming International Conference on
Harmonization (ICH) compliant, and providing better integration for eectronic
submissions. T hese enhancements allowed FDA to improve its ability to collect and
analyze medical product adverse evert data and to ensure timely and appropriate action.

Meeting the Mandates of the Quality Interagency Coordination Task Force (QulC)

Participated in the Qul C to address theimpact of medcd errors onthe public health from
afedeaa government perspective, and what can be done to address the prodem
Activitiesinclude developing standards for drug names and packaging to minimize the
potential for confuson leading to medication errors. The QulC also calls for the Human
Drugs programto continue to identify, quantify and address postmarketing safety
problems. To thisend, FDA increased staffing of safety evaluators and medical
epidemiologists and identified data resour ces (e.g. clams-linked population databases,
active survellance systems etc.) to meet these needs.

Internet Drug Sales and Promotion

Issued atotal of 60 foreign and domestic cyber letters, 43 warning letters, four untitled
letters and accomplished fiveinjunctions, 15 sazures and 18 volurtary degructions
Cyber |ettersalert the redpients that U.S. citizensare being warned about thar producs
and that copies are being sent to the regulatory drug officiasin their country and
advising U.S. customs through an Import Alert.

Seized in June 2000, approximatey $1.3 million worth of Street Drug Alternaives at Hit
Products ak.a. Riverdale Organics, in Beltsville, MD. These drugs are marketed as
aternativesto illicit street drugs and generally labeled as containng botanicals or other
ingredients such as vitamins, minerals or amino acids.

Foreign | nternet sales of unapproved pharmaceuticals: Aspart of a joint FDA/Customs
Service operation several hundred mail entries of unapproved pharmaceuticals ordered
over the Inter net from phar macies in Thailand were examined and seized at JFK
International Airport.
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Foreign Inspections and Pre-Approval

Reviewed approximately 227 establishment inspection reports of foreign drug
establishments. T hese firms manufacture or test finished drug products or active
pharmaceutical ingredients intended for distribution to the U.S.

Reviewed 1,144 NDA domestic establishment evaluation requests (EERS), 711 NDA
intermationd EERS 1,085 ANDA domestic EERs, and 755 ANDA international EERs.

In support of applications, 1,855 domestic and international establishments were
evduated for 832 NDA applicationsand 2,560 domestic and foreign establishments
evaluationswere conducted for 1,317 ANDA applications.

Provided joint FDA/Cugoms Service enforcement instruction on bulk drugs to
approximately 200 fidd personnel. FDA hasengaged a private contractor (Battelle) to
examine FDA's import strategy/procedures and to develop new Information Techrology
products to assist in import surveillance.

Good Manufacturing Practices

Reviewed and concurred with 28 regulatory actions, including 14 ssizures and Sx
inunctions. These legal actions were taken due to the seriousness of the Good
Manufacturing Practice (GMP) deficiencies observed at the pharmaceutical
marufacturers sites and to effedt corrections and to prevent adulterated produds from
being shipped to consumers.

Mutual Recognition Agreements (MRA)

Established the Recall andard operating proceduresin April 2000, whichisnow
operationd to facilitate rgpid exchange of infor mation on potential drug problems
between the U.S. and member states of the European community. Held a public meeting
on December 8, 1999 on progresstoward implementation of the pharmaceuticd amex of
the MRA.

Leveraging, Communications and Partnership Programs

Improved communication with consumers and patients through seminars on risk
management, safe use of drugs, new drug therapies and labeling; brochures for consumer
and patient use; expanded information available viathe Internet; and disseminating
information about new and existing products Expanded the pharmacist education
outreach program to help pharmacists better explain the drug approvd process to
CONSUMEYS.

Developed easy to read, user-friendly information for consumers in par tner ship with the
American Pharmagceutical Association, the National Consumers League, and the National
Council on Patient Information and Education. Continued to provide consunmer-focused
information on new and innovaive drug approvds via a new drug web page.
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Office of Orphan Products Development

During 2000, the Office of Orphan Products Devel opmert (OPD) staff reviewed 88 new sponsor
requests for designation of drugs as orphan products. As part of the request for designation,
sponsors ubmit daa that adequately demonstrate the use of their product for adisease or
condition affecting fewer than 200,000 people in the U.S.

Based on OPD reviews, 68 drugs and biological products received designation as orphan
products during the year. The following 14 designated orphan products were approved by the
FDA in 2000, bringing the total number of orphan products goproved to 218 (see chart below).
These products potentially treat close to 11 million patients in the United States.

List of Orphan Product A pprov als

Generic Name/Trade Nam e (if pre sent) Indication Designated

Antihemophilic factor (recom binant) For the control and prevention of hemorrhagic episodes and for

ReFacto surgical prophylaxisin patients with hemophilia A (congenital factor
V111 deficiency or dassic hemophilia).

Antivenin, crotalidae polyvalent immune Treatment of envenomationsinflicted by N orth American crotalid

Fab (ovine) snakes.

CroFab

Arsenic trioxide Treatment of acute promyelocytic leukemia.

Trisenox

Botulinum toxin type A Treatment of cervical dystonia.

Botox

Botulinum toxin type B Treatment of cervical dystonia.

NeuroBloc

Epoprostenol Treatment of secondary pulmonary hypertension due to intrinsic

Flolan precapillary pulmonary vascular disease.

Follitropin alfa, recombinant For the initiation and re-initiation of spermatogenesis in adult males

Gonal-F with reproductivefailure due to hypothalamic or pituitary
dysfunction, hypogonadatropic, hypogonadism. AMENDED
indication 6/27/00: For the induction of sper matogenesisin men with
primary and secondary hypogonadotropic hypogonadism in whom
the cause of infertility is not due to primary testicular failure.

Fomepizole Treatment of methanol or ethylene glycol poisoning.

Antizole

Gemtuzumab zogamicin Treatment of CD33-positive acute myeloid leukemia.

Mylotarg

Interferon gamma-1b Delaying time to disease progression in patients with severe,

Actimmune malignant osteopetrosis.

Mitoxantrone Treatment of progressive-relapsing multiple sclerosis.

Novantrone

Somatropin (rD NA orgin) injection Treatment of growth failure in children due to inadequate growth

Norditropin hormone secretion.

Somatropin [FDNA] Treatment of short stature in patients with Prader-Willi syndrome.

Genotropin

Electronic Submissions

. Received 129 original NDA submissionsin FY 2000, of which 51 percent were at least
partially electronic. Also recaved 131 NDA supplementsand 309 NDA amendments
that were at least partially electronic.
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Human Drugs
Program Activity Data

Program Workload and Outputs FY 2000 FY 2001 FY 2002
Actual Estimate Estimate
Total New DrugApplication (NDA) Reviews 239 245 250
NDAs approved 106 96 106
Time from Receipt to Approval (14.6) (12.8) (12.6)
(mos.)(mean)
Time from Receipt to Approval (11.6) (11.5) (11.2)
(mos.)(median)
NDA Supplemental Reviews 2,836 2,815 2,760
Abbreviated New Drug Application (ANDA) Actions ¥ 1,270 1,333 1,400
AND A Approvals 232 244 256
Average Review Time from ANDA Receipt to Approval 22.3 195 19
(mos.)
ANDA Supplemental Actions® 4,376 4,594 4,708
INDs (Active) 12,030 11,900 11,800
Clinical Pharmacology/ 1,455 1,470 1,470
Biopharmaceutic Reviews
Ingections (exdudesBIMO) 2,255 2,950 2,950
Non-clinical/Clinical Study 697 700 780
Investigations
Postmarketing Surveillance Samples Analyzed ¥ 92 84 84
OTC Monographs U nder Development 10 10 10
Adverse Reaction R eports 261,000 300,000 345,000
Drug Quality Reporting System Report 2,125 2,200 2,300

Y ANDA actions include total of approvals, not approvables,, tentative approvals, and faxed deficiencies.
Z CMC and Labeling Supplements. Also includes global supplements.
¥ Includes postm arket samples analyzed in St. Louisand L aurel, M D only.



Biologics

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate FY 2001
Estimate " Current
Estimate
Total Program Level ” $140,717,000 $140,489,000 | $140,251,000 | $155,507,000 | + $15,256,000
Center ($000) $121,291,000 3118,015,000 | $117,825,000 | $127,987,000 | +8 10,162,000
FTE 780 861 856 873 +17
Field (3000) 319,426,000 322,474,000 322,426,000 $27,520,000 + 85,094,000
FTE 211 238 232 250 + 18
;otal Budget Authority $106,133,000 $108,335,000 | $108,097,000 | $119,463,000 $11,366,000
+ 84,290,000
;gélncreases 2,327,000 2,500,000 + $500,000
Imports/Inspections 23,321,000 23,921,000 +5600,000
Patient Safety/AERS 2,503,000 3,503,000 i ;iéggggg
Hum an Subject Protect. 3,705,000 7,405,000 ' ’
Total User Fees $34,584,000 $32,154,000 $32,154,000 $35,344,000 + $3,890,000
PDUFA $34,584,000 $32,154,000 $32,154,000 $35,344,000 + $3,190,000
Proposed User Fees
Imports and Inspections 0 0 0 $700,000 + $700,000

Y Reflects enacted levels adjusted for the 0.22 percent rescission, accounting for $238,000 in the Biologics program.
% Reflects a decrease in base funding from FY 2001 of $124,000, for Human Subject Protection & Bioterrorism.
¥ Pay increases shown on separate line, and not reflected in individual increase areas.

Historical Funding and FTE Levels

Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuals $123,012,000 $95,479,000 $27,533,000 1,027
1999 Actuals $124,368,000 $96,823,000 $29,342,000 989
2000 Actuals $140,717,000 $106,133,000 $34,584,000 991
2001 Current Estimate $140,251,000 $108,097,000 $32,154,000 1,088
2002 Estimate $155,507,000 $119,463,000 $35,344,000 1,123
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MISSION

Ensure the safety, efficacy, potency and purity of biological products including vaccines,
thergpeutics, and rdated drugs and devices intended for useinthe treatment, prevertion
or cure of diseasesin humars.

Ensure the safety of the nation’s supply of blood and blood products.

Evduat e the safety and effectiveness of biologica products before marketing, and
monitors the pre-clinical and clinical testing of new hiological products.

License biologica products and manufacturing establishments, including plasmapheresis
centers, blood banks, vaccine and biotechnology manufacturers.

Conduct regulatory research to establish product standards and develop improved testing
methods.

Assure the safety of marketed biological products through monitoring adverse
experiences, ot release testing and postmarket surveillance.

REQUESTED INCREASES

Pay Increase + $4,290,000

FDA’s request for funds to cover pay cost increases is vital to the Agency because
personnd are so essential to accomplishing its mission. Pay increaseshave a major
impact on FDA because the Agency is more people-intensive than many other
government agencies Payroll accounts for over 60 percent of the total FDA budget.
This has a significant impact onall activitiesin FDA, particularly the field. The costs of
the pay increases are necessary to ensurethe integrity of the Agency'swork to maintain
efforts in programs not covered by user fees, such as the review of blood bank and source
plasma applications, and the regulation of blood and blood products,
biotechnology-derived hematol ogics allergenic products and devices; devdop
science-based standards and guidance to industry regarding safety issues against novel
pathogens in blood and blood products; and continue efforts to detect and remove
emerging threats to the blood supply; continue to conduct mission related research
activities; and provide professional development for biol ogi cs stdff isa priority to
maintain qualified professionals capald e of addressing new technol ogies.

In order to maintain the levd of activities carried out in FY 2001, FDA isrequesting
$40,000,000 to cover the cost of the FY 2002 pay raise, annudlization of the FY 2001 pay
raise, anticipated within grade increases, and one extra day of pay. The Biologics
Program portion of this increase is$4,290,000.

Bovine Spongiform Encephalopathy (BSE) + $500,000 and 3 FTE

The authority to operate the program is found under Title 42 CFR Subchapter Il Part F
Subpart 1.

Address the potential BSE threat to the safety of biological products. Two biological
product areas affected include the safety of the blood supply and the s ety of vaccines
derived from bovine-sourced material.
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Imports and Inspections + $1.300,000 and S FTE (Budget Authority $600.,000 and 3 FTE;
Proposed User Fees + $700,000 and 5 FTE)
The authority to operate the program is found under Title 42 CFR Subchapter Il Part G.

. Increase survellance of imported human tissues and other inported biological products.

. Implement the European Mutual Recognition Agreement and by intensifying biologics
inspectionsin developing countries to improvethe confidence that FDA hasinthe safety
of biological products.

Proposed User Fees

FDA proposes to collect $700,000 in user fees assessed for activitiesrelated to import program
operations, including funds for the Operational and Administrative Sysem for Import Support
(OASIS), that are consistent with provisons of the World Trade Organization (WTO)
agreements. The OASIS system is one of many import services that substantially reduce the risk
of potentialy harmful imported drug products from reaching the American market place. The
importer/broker community benefits through faster turn-around times, elimiretion of large
volumes of paperwork, and reduced costs of doing business. OASIS will give FDA staff access
to historical information to better target products and firms at high risk, the ability to plan
inspections more effectively, and the ability to share findings from inspection and lab analyses
with other offices. InFY 2002, FDA will:

. I ncrease coordination with the U.S. Customs Serviceto improvethe efectiveness of
cargo control activitiesat Ports, and the monitoring of biologic products that have been
refused entry pending exportation or destruction (follow-up-to-refusals); and,

. Modernize the Operational and Administrative Sysem for Import Support (OASIS)
import daa processng systemto provide import reviewverswith rgpid and direct access to
information necessary to make entry decisions about biologic products.

Patient Safety/ AERS + $2,200,000 and 9 FTE
The authority to operate the program is found under Title 42 CFR Subchapter XIX.

. Expand and upgrade the current Biological Product Deviation Reporting Sygem
(BPDR). This system contains reports from the product manufacturer of any event
associated with the manufacturing of abiological product, including testing, processing,
packing, labeling, and storage, or with the holding or distribution of alicensed hiological
product in whichthe safety, purity, or potency of a distributed product may be affected.

. Expand the monitoring of reports from the Vaccine Adverse Evert Reporting System
(VAERS), MEDWatch and hospital fatality reports for biologic related cases. FDA
proposesto link to existing externa data sour ces held by both private and government
organizations. For example, emergency rooms, poison control centers, health care
systems, and the Center s for Disease Control and Prevention, al collect important
information on adverse readions.
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. Explore thefeasibility of utilizing the Medicd Errors Reporting Systemfor Tranduson
Medicine (MERS-TM) to perform data aggregation and analysisfor AERS. MERS-TM
was devdoped under NIH funding and could serve as themodd for the FDA blood eror
reporting. MERS-TM encourages non-punitive reporting with a well-defined codified
method of reporting.

Human Subject Protection + $3.900.000 and 18 FTE
The authority to operate the program is found under Title 42 CFR Subchapter Il Part F
Subpart 1.

. Perform random inspectionsof Phase | and |1 dinical trials for compliance with
regulations including human-subject protection consgderations. Perform random
ingpections of Phase | and Il clinical trials for compliance with regulations including
human-subj ect protection consideraions. Thiswill improve the Agency s ability to
monitor clinical trials where a Biologic License Application (BLA)/Product License
Application (PLA) has not been submitted. Human subjects are enrolled in clinicd trias
but historically, no FDA inspection for compliance with regulations, including
human-sulyect protection considerations, takes place until a BLA/PLA is submitted.

. Participate in bioresearch monitoring (BIMO) conferences/work shops to increase
sponsor/investigator knowledge of FDA regulatory requirements, especialy among
developers of new products who have less familiarity with regulations and requiremerts.

. Review monitoring plans and seek modifications as warranted to inprovethe quality of
monitoring. FDA d 0 proposes to performsurveillance and “for cause” inspections of
dinical tridsto assess whether the plans ar e being followed and whether monitoring is
sufficiently adequate to identify and correct critical problems.

. Increase by about 50 the number of BIMO oversight inspections.

Current Law User Fees + $3,190,000

Prescription Drug User Fee Act |1 (PDUFA 11)

The Prescription Drug User Fee Act of 1992 (PDUFA) authorized the assessment and collection
of user fees for drug applications, establishment registrations, and product listings to enhance
and expand FDA's existing review process.

The Food and Drug Administration Modernization Act of 1997 (FDAMA) reauthorized the
collection of prescription drug user fees (PDUFA 11) to enhance the human drug review process,
including some biological products, through FY 2002. T he Act established fees for applications,
establishments and approved products PDUFA isa model for reinventing govemment with
Congress the Agency, the industry and consumer groups working together to provide necessary
resources, to set performance goals, and to hold the Agency accountable. Review performance
monitoring is done in terms of fiscal year cohorts, e.g., the FY 1998 cohort includes applications
received from October 1, 1997 through September 30, 1998. Fiscal year cohort performanceis
not immediately measurable at the end of the fiscal year. The measurable outcome will occur
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either 6 or 12 morths ater the last submission received during the fiscal year, depending upon
the category of submission. FDA has met or exceeded all its performance goals The fees
collected in FY 2002 will enable the FDA to continueto meet its PDUFA |1 performance goals
including:

Review and act on 90 per cent of standard original NDAs and PLASBL Asfiled during
FY 2002 within 10 months of recapt;

Review and act on 90 percent of priority original NDA and PLA/BLA submissions filed
during FY 2002 within 6 months of recd pt;

Review and act on 90 percent of standard efficacy supplements filed during FY 2002
within 10 morths of receipt;

Review and act on 90 percent of priority efficacy supplements filed during FY 2002
within 6 months of recapt;

Review and act on 90 percent of manufacturing supplementsfiled during FY 2002 within
6 months of recapt and review and act on 90 percent of manufacturing supplements
requiring prior approvad within4 months of recept;

Review and act on 90 percent of Class 1 resubmitted origina applications filed during
FY 2002 within 2 months of receipt; and,

Review and act on 90 percent of Class 2 resubmitted original applications received
during FY 2002 within 6 months of recapt.

JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll

FDA'’s Biologics program ensures the safety, purity, potency and effectiveness of
biological products (primarily vaccines, blood and blood products, and therapeutics),
most of which represent the leading edge of technology. The Agency also monitors over
5,000 biological firmsto enaure they are in cormpliancewith quality and safety
regulations

The field componert of Biologicsinspects regulated industry, and collects and andyzes
samples. Other activities that often arise are review and management of enfor cement
actions, and consumer complaints, trace back efforts, and review of import entries for
admisgbility decisons. These functions are inherently governmenta and highly
personnel intensive.
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Bovine Spongiform Encephalopathy (BSE)

FDA continues to emphasi ze the need to protect the nation’ sblood supply, and minimize
any risk to patients of acquiring BSE or Creutzfeldt-Jakob Disease (CJD), and other
blood-bornediseases FDA conductsresearch of blood and blood products pertinent to
FDA's regulatory mission. No tests for the rapid diagnosis of ether BSE or CJD or for
detection of infected tissue has been validated as either sufficiently specific or sendtive
to be used to screen the blood supply. A reliable blood-screening test for BSE isan
extremely important goal and is currently the object of condderableresearch activity.

BSE issues have featured prominently this past year, following the determination that at
least one vaccine manufacturer had not followed FDA guidelines not to use
bovine-derived materias from BSE-identified countries. A complete survey of dl
vaccine manufacturerswas conducted and the results discussed a ajoint Transmissble
Spongiform Encephal opathies (TSE) and Vaccine Related Product Advisory Committee
(VRPAC) advisory committee meeting. All manufacturers have agreed to address, in a
timely mamer, all deviations from FDA policies

Imports and Inspections

Provide emergency oper ation, investigation and response for incidents involving
regulated products.

Coordinate field investigational anaytical compliance activities among the five
regulatory centers.

Patient Safety/AERS

Maintain the Agency’s system of postmark eting surveillance and risk assessment
program to identify adverse event reports (AERS) that did not appear during the product
development process by collecting, evaluating and acting on information of AERS
associated with marketed products.

Maintain reporting sygems to collect biological product deviation events that occur
during manufacturing processes or gorage of all biological produds, including biood
product manufacturers and blood-banking fecilities.

Human Subject Protection

Expedite development and licensing of safe and effective biological products and ensure
patient safety through an effective, comprehersive hioresearch monitoring (BIMO)
program in the Biologics program. BIMO st aff in the Office of Compliance and
Biologics Quality (OCBQ) work closdly with the review offices to accomplish the
Agency’s current BIMO program, but recent and highly publicized developments have
highlighted the need for severd critical changes in the program to addressthis rapidly
changing product devel opment environment.

Bolster the protection of clinical study participants and the integrity of high risk clinical
trials including gene therapy trials.
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Conduct inspectionsto increase oversight of high risk Investigational New Drug (IND)
aoplications including gene therapy.

Issue aproposed rule on the public disclosure of information regarding gene therapy and
xenotransplantaion clinical trials tha would provide more information onthese trials to
the general public, and conduct regulatory resear ch to improve product safety.

Provide guidance documents to industry and other interested parties on gene therapy
products and take action to build upon existing guidance.

Convene a confer ence of investigat ors w hereby the most experienced professionalsin the
field discuss the appropriate monitoring practices.

Activities Related to Other Priority Areas

Regulation of Human Tissue Intended for Transplantation

Establish comprehensive risk-based oversaght of communi cable disease transmission
from human tissues and cellsintended for implantation, transplartation, infusonor
transfer. FD A has finalized the proposed rule for tissue establishment registration, listing
of human cells tissues, and cellua and tissue-based products The Agency neads to
move forward on amending the current good manufacturing practice regulationsthat
apply to human cellular and tissue-based products regulated as biological products as
well as implementing new donor-suitability procedures. Scientific information gathering,
andysis, and policy devdlopment isrequired prior to implementation of the full
regulation program. Recent concerns about the safety of human tissues has led the
Agency to believethat collection of basic information about the rapidly growing human
tissueindustry, aswell as, proceeding toward implementing regulation of the industry is
vital at thistime.

Countering Bioterrorism

Develop safe and effective vaccines and biological products in preparation for defense
againgt biological weapons. The ability of FDA to guide these products through the
regulat ory process, which includes the manufacturing process, pre-clinicd testing, and
license gpplication review process determines the speed with which these products will
be available for use Marufecture of hiologic productsrequires intense oversight due to
the delicate nature of these products, which are sensitiveto heat, light, movement when
in liquid form, and are more susceptibleto contamination

Work with the sponsors of products, as well as contributing and coordinating with other
government agencieson the goals of this program. Significart progress is being made.
FDA has beguninthe last year to focusincrementa resour ces received through the
appropriations process as well as funding from the DHHS Public Health and Social
Services Emergency Fund on this program
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Xenotransplantation

Regulat e xenotransplantation clinical trials conducted within the United States. The
developmert of xenotransplartationis inpart, driven by the fact tha the demand for
human organs for clinical transplantation far exceeds the supply. Moreover, recent
evidence has suggested that usng anima cdls and tissues may be therapedutic for certan
diseases such as neur odegener ative disorders, liver falure, and digbetes, where, again
human meaterials are not usually available.

Establish public health policy in xenotransplantation. Although the potertial benefits are
considerable, the use of live animal meterials raises concerns regarding the potential
infection of recipients with both recognized and unrecognized infectious agents and the
possible subsequent transmission to their close contacts and into the human population.
Potential aross-spedesinfedionwithperddent viruses, suchas retroviruses, is of
particuar public health concern because they may be latent and lead to disease yea's
after infection. Moreover, new or emerging infectious agents may not be readily
identifiable with current techniques. Asthe AIDS epidemic has demonstrated, persstent
vird infectionsmay result in person-to-person transmisson for many years before
clinical disease developsin the index case, thereby alowing an emerging infectious agent
to become established inthe susceptible population before it is recognized.

Selected FY 2000 Accomplishments

Prescription Drug User Fee Act (PDUFA)

Review performance monitoring is being done in termsof cohorts, e.g., the FY 2000
cohort includes applications recaved from October 1, 199 through September 30, 2000.

The FY 2000 cohort review performance goals covered under PDUFA for New Drug
Applications (NDA), Product License Application (PLA), and Biologics License
Application (BLA) are:

. Reviewed and acted on 90 percent of standard origind NDAS/PLASYBLAS filed
during FY 2000 within 12 months of receipt and reviewed and acted on 50
percent within 10 months of receipt in compliance with PDUFA goals; and,

. Reviewed and acted on 90 percent of priority original NDA and PLA/BLA
submissionsfiled during FY 2000 within 6 months of recapt.

Blood and Blood Products

Continued to implement the Blood Action Plan to update the blood regulations, reinvent
blood regulations, address emerging infectious diseases, ensure compliance of plasma
fractionation estallishments, blood donor/recipient notification and look back, and FDA
emergency and Class | recalls affecting blood safety response procedures. Reduced the
number of exemptionsto outdated blood regulations and the number of guidance
documents lacking enforceahility. Increased blood industry’ scompliance with standards.
The Blood Action Plan has greatly enhanced the regulatory oversight and safety of the
nation’ sblood supply.
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Responded to constantly emerging potentia threatsto the blood supply in atimely and
coordinated approach. Examples of the emerging threats include: new HIV variants; new
hepatitis agents, human herpesvirustype 8; and Creutzfedt-Jakob Disease. A specific
scientific and regulatory strategy must be developed for each identified threat. The
Agency, in callaboration with the CD C and the NIH, engaged in the scientific
investigation of the emerging infectious agents. The actions will include an assessment

of the risk to the blood supply, diagnostic methods, standards development and
regulatory controls.

Vaccines

Approved Prevnar, the fird vaccine to prevent invasive pneumococcd diseases in infants
and toddlers — diseases which can cause brain damage and, in rare cases, death. The
vaccine prevents invasive diseases caused by the organism Streptococcus pneumonia
(dso known as pneumococcus) including bacteremia (an infection of the bloodstr eam)
and meningitis, an infection of the lining of the brain or spinal cord. Prevnar is a product
of Wyeth- Ayerst Laboratories, aDivision of American Home Products Corporationin
Philadel phia, Pennsylvania

Approved Diptheria and Tetanus Toxoids and Acellular Pertussis Vacane, Adsorbed,
(trade name Tripedia) for an expanded patient population. The expanded patient
population includes a 5th doseat 4-6 years of age after 4 prior doses of Tripedia
Tripediais aproduct of Aventis, Pasteur, Incorporated of Swiftwater, PA.

Collaboraed with public health expertsto determine the strains of virus to be used to
manufacture the influenza virus vaccine that will be administered in the Fall. The
recommendations are based on the data provided from laborat ories worldwide asthe
strains are continuously evolving or mutating. As soon as the strains are recommended,
marufacturers beginto grow virus strans in fertile hen's eggs. The parent strans of
vaccine, know as "seed strains,” used by each manufacturer are tesed to assure they are
the same asthe recommended strans. The Agency pre-goproves seed drains, conducts
testsfor potency, sterility, and endotoxin aswell as other teststo assure the safety and
efficacy of the vaccine; and performs lot release on each lot of vaccine manufactured
prior to distribution of the product. Lot release conssts of the review of the
manufacturer'stest results, including tests on the lots of monovaent virus strains and
tests on the final trivalert product. The Agency also performs additional testing as
appropriate to assure the safety and efficacy of these produds.

Expedited ot release of influenza virus vaccine through the marufacturing time period.
The process of manufacturing the influenza virus vaccinre is a very complex one,
complicated by the large number of doses administered inavery short time frame.
Currently there are three licensed manufacturers of influenza virus vaccine. Medeva
Pharmaceuticds. Incorporated manufactures Fluvirin; Aventis-Pasteur, |ncorporated
(Connaught Laboratories, Incorporated) manufactures Fluzone; and Wyeth Laboratories,
Incorporated manufactures Hushield.
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Analyzed patterns of reporting associated with vaccines and vaccine lots. FDA analyzed
6,160 lotsin FY 2000. In aralyzing patterns of adverse event reporting, the Agency
considers more than just the numbers of reports for alot. More reports will be received
for alarge lot thana small one, Smply because more dosesof vaccine from the large lot
will be givento more children. Some lots contain as many as 700,000 doses, while
others as few as 20,000 doses. Similarly, more reports will be received for alot that has
been in use for along time than alot for a short time. When alot is detected that has
received more serious reports than should be expected on the basis of such factors as
gze, timein use, and chance variation, further investigations are initiated to determine if
the lot continuesto be safe for use, or if arecall is needed. FD A applies procedures and
methods of andysis to hd p us to undergand these complex factorsand closely monitor
the safety of vaccines. Thesefactorsare continudly andyzed to ensurethat dl lotsin
use are safe.

Therapeutic Products

Approved a new indicationfor Actimmunre tha delays thetime to disease progression of
severe, malignant osteopetrosisin children. Osteopetrosisis a life-threatening,
congenital disorder in which an overgrowth of bony structures leads to blindness,
deafness and increased susceptibility to infections. In the most serious form of the
disease, most patients become blind or anemic by six months of age and die within the
first ten years of life, frequently inthe first two years. The disease is anorphan
indication. Actimmuneisa product of InterM une Pharmaceuticds, Incorporated of Pao
Alto, Cdlifornia.

Published “ Suitability Determination for Donors of Human Cellular and Tissue-Based
Products’ and “Request for Proposed Standards for Unrelated Allogeneic Peripheral and
Placental/Umbilical Cord Blood Hematopoietic Stem/Progenitor Cell Products’ in the
Federal Register on April 18, 2000. The comment period for both proposed rules was
reopened for 90 days. Through increased tissue regulation, public heath will be
improved and public confidence will be increased.

Countering Bioterrorism

Received one-time funding of $7.5millionin FY 2000, fromthe DHHS Public Hedth
and Social Services Emagency Fund to beginthe processof devel oping the necessary
expertise and infrastructure to address regulatory activities for the Countering
Bioterrorism activity. The one-time funding was used for activitiesto expeditioudy
develop and license new vaccines for anthrax and smallpox and the associated vaccinia
immure globulin produds usad to treat or prevent serious vaccinia infedions brought on
by the smallpox vaccine.

Developed regulatory models to accommodate the need for preparedness inthe case of an
emergency atack. For example, procedures and protocols are being developed to enable
the use of investigational new drugs ina highly controlled, safe manner for particular
emergency Stuations, such as responding to abioterrorigt attack that exposed individuds
to the agent that causes anthrax.
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Prepared well orchestrated, timely and seamlessresponses to potentia bioterrorist
attacks. FDA participaes in bioterrorism response interagency working efforts. CBER
participated in numerous meetings briefings, and conferencesrepresenting FDA with
staff from the Department of Defense, the Office of Management and Budget, the DHHS,
as well as, other PHS agencies, including the NIH and the CDC. Coordination with
industry and outside organizations.

Developed and expeditiously licensed products to diagnose, treat, or prevent outbreaks
from exposure to the pathogens that have been identified as bioterrorist agents. These
products must be reviewed and goproved prior to the large-scd e productions necessary to
create and maintaina stockpile. Staff must guide the produds through the regulatory
process, including the manufacturing process, pre-clinica testing, clinical trials, and the
licensing and gpprovd process. Thisprocessis extremely complex and early

involvement by staff is crucial to the success of the expedited review process.

Human Subject Protection Program

Anrnounced, with NIH, two new programsto further grengthen the safeguards for
individuals enrolled in clinical studies for gene therapy. FDA’sClinical Trial Monitoring
Plan addr esses emer ging evidence that the monitoring by study sponsors of severa recent
gene therapy trias has been less than adequate. FDA will require that sponsors of gene
therapy trials routinely submit their monitoring plans to the FDA. TheGene Transfer
Safety Symposia enhances patient safety by providing critical forums for the sharing and
analysis of medical and scientific datafrom gene transfer research.

FDA and NIH have taken individual and cooperative actions to achieve greater adherence
by researchers to existing requirements and guidance and to bolster the protedion of
study partici pants and the integrity of gene therapy trids. These indude:

. Conducted with NIH, more inspections to increase oversight of Investigational
New Drug Applications (INDs) in gene therapy;

. Issued a proposed rule on the public disclosure of information regarding gene
therapy clinical trialsthat would provide more information on these trialsto the
general public; and,

. Provided guidance documents to industry and other inter ested parties on gene
therapy products and will take action to build upon existing guidance.

Biotechnology-produced products have increased dramatically in recent years. The
number of INDs received rose from five in FY 1980 to 453 in FY 2000. During FY
2000, FDA received 11,121 invedigational amendments for biotechnology INDs. Much
of thisgrowth hasbeen in theareaof somatic cell/genethergoy and xenotransplartation
products for which there were nine INDsin FY 1989 increasngto 146 INDsin FY 2000.
Adjunct procedures used in genetherapy, such asstem cdl isolation, are dso rapidly
increasing, leading to asecondary rise in device and hiological submissionsrelated to
thisarea.
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Biologics
Program Activity Data

FY 2000 FY 2001 FY 2002
Program Workload and Output Actual Estimate Estimate
Tota Origina License Application (PLA/EL A/BLA) 98 145 145
Reviews’
PLA/BLA Approva 56 60 65
Mean PLA/BLA Approva 6.0 8.0 8.0
Time (months)
Median PLA/BLA Approval 1.84 4.0 4.0
Time (months)
License Supplement 2,159 1,950 1,950
(PLA/ELA/BLA) Reviews”
NDA & NDA Supplement Approvals 57 40 40
ANDA & ANDA Supplement Approvals 5 5 5
PMA & PMA Supplement Reviews” 17 30 30
510(k) Reviews' 30 110 160
Commercial IND/IDE Rece pts 303 300 300
IND/IDE Amendments Receipts” 14,914 15,000 15,000
Active INDS/IDES? 3,565 3,600 3,600
Bioresearch M onitoring (BIMO) Inspections 167 120 170
Inspections 1,802 2,130 2,140
Adverse Reaction Report Reviews” 31,853 22,300 22,300
Biologic Product Deviation Report Received 23,528 25,000 27,000

Y Total of approvd and complete dedsons. Does not include refuse-to-file dedsons or
withdrawals.

?Includes IND, IDE, Master File and license master files receipts.

¥ Includes MedWatch, Foreign reports and VAERS reports.
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Animal Drugs and Feeds

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate ¥ FY 2001
Estimate " Current
Estimate
Total Program Level ” $49,593,000 $64,069,000 | $63,928,000 $81,809,000 | + $17,881,000
Center ($000) $36,471,000 $49,025,000 | 848,917,000 $54,323,000 + 85,406,000
FTE 271 311 306 320 +14
Field (3000) $13,122,000 $15,044,000 | 815,011,000 827,486,000 | +8 12,475,000
FTE 135 158 154 255 +101
;I/‘otal Budget Authority $49,593,000 $64,069,000 | $63,928,000 $81,109,000 +817,181,000
+ 2,354,000
Pay Increases 1,100,000 14,200,000 +13,100,000
BSE 17,393,000 17,693,000 + 300,000
Imports/Anspections 39,134,000 40,634,000 + 1,500,000
Eood-Safety:
Total User Fees $0 $0 $0 $700,000 +$700,000
Proposed User Fees
Imports and Inspections 30 30 30 $700,000 + $700,000

Y Reflects the enacted levels adjusted for the 0.22 percent rescission, which accounts for $141,000 in the Animal Drugs & Feed

program.

? Reflects a decrease in base funding from FY 2001 of $73,000, for Human Subject Protection & Bioterrorism.
¥ Pay increases shown on separate line, and not reflected in individual increase areas.

Historical Funding and FTE Levels

Fiscal Year Program Level Budget Authority User Fee Program Level
FTE
1998 Actuals $41,354,000 $41,354,000 $0 391
1999 Actuals $43,253,000 $43,253,000 $0 393
2000 Actuals $49,593,000 $49,593,000 $0 406
2001 Current Estimate $63,928,000 $63,928,000 $0 460
2002 Estimate $81,809,000 $81,109,000 $700,000 575
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MISSION

. Protect the health and safety of all animals tha serve either as companions or food
sources for mankind.
. Process premarket applications as quickly as possible to increase the availability and

diversity of safe and effective veterinary products that relieve animal pain and suffering,
while ensuring the resulting products are safe, wholesome, and free of drug residue when
they reach the consumer.

. Surveillance of marketed productsfor dl anima drugsand feedsto minimize harmto
humans or animas which might arise from the use of these products. Thisis
accomplished through science-based review of drug experience reports, nationwide
monitoring systems and compliance programs implemented by the FDA field offices
through inspedtions, sample collections and analysis, and invegigations.

REQUESTED INCREASES

Pay Increase + $2.354.000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
so essential to accomplishing its mission. Pay increases have a major impact on FDA because
the Agency ismore people-intersive than many other government agencies. Payroll accounts
for over 60 percent of thetotad FDA budget. Thishasasggnificant impact on all activitiesin
FDA, particularly thefield. In order to maintain the level of adivities carried out in FY 2001,
FDA isrequesting $40,000,000 to cover the cost of the FY 2002 pay raise, annualization of the
FY 2001 pay raise, anticipated within grade increases, and one extra day of pay. The Animal
Drugs and Feeds Program portion of this increaseis $2,354,000.

Funding of the pay increase is necessary to ensurethe integrity of the Agency'swork inthefied
|abor force for inspections, compliance, and for the Center for Vetainary Medidne (CVM) to
sustain recent progress made toward meeting the core statutory requirements of the program.
Spedficdly, thisincrease will position the programto maintain the FY 2001 levels of 75 percent
of new animal drug applications (NADAS) and Abbreviated New Animal Drug Applications
(ANADAYS) reviewed and acted on within 180 days, conduct biennia inspections of 50 percent
of animd drug and feed manufacturers, and continueto provide, through NARMS an early
warning sygem for identifying emerging resistance in food borne pat hogens.

Bovine Spongiform Encephalopathy (BSE) + $13.100,000 and 105 FTE

Bovine Spongiform Encephalopathy (BSE), widely known as “Mad cow disease’ is adeadly
chronic, degenerative disorder affecting the central nervous sysem of cattle. The first case was
diagnosed in 1986 in Great Britain, andisspread via meat-and-bone meal fed to catle. Some of
the feed given to cattle includes remnants of the daughtering process, such asthe brain and
spinal cord, which may harbor the agent that causesBSE. BSE bdongs to a group of
progressive degenerative neurological diseases known as transmissibl e spongiform
encephalopathies (TSES). Thereis strong epidemologic and laboratory evidence suggesting that
the human disease of new variant Creut zfeldt- Jakob disease (vCID) and BSE are caused by the
same infectious agent. The goal of FDA is to prevent the introduction of BSE in U.S. cattle.
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On August 4, 1997, FDA’s Regulation, entitled “ Animal Proteins Prohibited From use in Animal
Feed” wasfinalized. The purpose of the rule isto prevent the establishment and amplification of
BSE through animal feed. Theregulation prohibits the use of certain protens derived from
mammelian tissue in feeding ruminant animals  Active survelllance efforts haveyet to detect
BSE inthe U.S. If BSE wereto enter the U.S,, it would pose a serious health risk to humans,
and be financially devastating to the U.S. beef industry. FDA’sgoa isto assure 100 percent
compliance with the BSE feed regulation through inspections and compliance actions. With this
increase, FDA will:

. Modernize the exising information technology infrastructure to facilitate eectronic
inspection reporting and information collection and distribution,

. Develop and validae detection methods for BSE collaborating with experts and foreign
scientists to assist in developing BSE methods;

. Educate industry and the general public on BSE through public meetings, publications,
and FDA’swebsite;

. Review and evaduatefidd ingpection dataand take enforcement action when necessary;

. Train Federd and state ingpectors on the BSE feed regulation, update them on the current
European Union situation, Animal Plant and Health Inspection Service (APHIS)
authority and approach, and what to look for and how and when to sample;

. Develop a domestic sampling plan, collecting and analyzing 600 domestic feed, and feed
component samples for BSE related contaminants. In addition, the Anima Drugs and
Feeds Program will increase the number of import samples by 600. This sampling plan
will ensure proper labeling of animal feeds and feed components;

. Conduct targeted BSE inspections of all renderers and licensed and non-FDA licensed
feed mills handling prohibited material, such as meat and bone meal on ayearly basis;

. L everagewith State agencies by funding approximatdy 4,000 contract inspections of
feed millsand renderes, and conduct compliance follow-up, and audit inspectionsto
state contracts; and,

. Provide intensive line entry and label review of an antidpated 175,000 import line entries
for use in domestic commerce for the Anima Drugs and Feeds Program by expanding
import staff by 17 FTE.

Imports and Inspections + $1,000,000 and 4 FTE (Budget Authority +$300,000 and 2 FTE;
User Fees +$700,000 and 2 FTE)

Budget Authority

Surveillance of the animal drug industry and the marketplace for imports is necessary to assure
that animal drugs are available and that they are manufactured according to Good Manufacturing
Practices (GMP9). Thisis necessary to enaure that companion and othe non-food animels are
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treated with safe imported products. The importation of food and animal feed from other
countries with facilitiesthat lack proper food safety process controlsis growing. For importsthe
Animal Drugs and Feeds Program collects samples and conducts a laboratory analysis on about
0.3 percent of animal drug and feed products. The ability to protect consumers will be
compromised without additional inspectors and updated review criteria to examine imports.
With this increase FDA will:

. Increase domedtic inspection and take appr opriate regulat ory action when necessary;

. Ensure current information is available to import examiners to ensure well founded
regulatory decisons; and,

. Conduct 30 inspectionsfor illegal residue and contaminants in domestic animal feed.

Proposed User Fees

FDA proposes to collect $700,000 in additive import user feesto fund the Operationa and
Administrative Sysem for Import Support (OASIS), and other import operations The OASIS
system erables FDA to substantially reduce the risk of potentially harmful foods and other
imported products reaching the American market place. The importer/broker community
benefits through faster turn-around times, elimination of large volumes of paperwork, and
reduced costs of doing business. OASIS will give FDA staff access to higorical information to
better target products and firms at high risk, the ability to plan ingpections more effectively, and
the ability to sharefindings from inspection and lab andyses with other offices. With this
increase FDA will:

. M odernize the Operational and Adminidrative Sygem for Import Support (OASIS) to
allow import reviewers to have rapid and direct access to information necessary for entry
decisions; and,

. Increase data audits, import filer training, and liaison ectivities to ensurethe integrity of

import data submitted by import filers.

Food Safety + $1,500,000 and 6 FTE

The Animal Drugs and Feeds Program is requesting food safety increases in four areas:
Antimicrobia Resistance, Hazard Analysis and Critical Control Point (HACCP), aquaculture,
and animal biotechnology. Thefirst area, antimicrobial resistance is atop priority for the Center
andisimportant because several baderial species have developed strans tha are resistart to
multiple antimicrobial drugs. We need to take steps to minimizefood borne disease outbreaks
and identify emerging health problems from non-human use os antibiotics. The next increase,
HACCP isasystematic approach for assuring food safety, and is employed by segments of the
food industry and federal regulatory agenciesto control and prevent hazards, most notably those
of microbiological origin. The third increase, aguaculture, is arapidly growing industry abroad,
and discussions with foreign government s reveal that there are many anima drugs used in the
production of imported aquaculture products which are not approved, and are even banned in the
U.S. Ingestion of animal drug residues and contaminants that may be contained in imported
food products could potentially cause unsafe conditions for humans, ranging from drug allergies
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to cancer. The fourth areais Biotechnology, or geneticaly engineered animas. Thisindustry is
characteri zed by entrepreneurs and small companies due to therelatively low gartup costs for
production. Since the scienceis only now emerging we must conduct research, develop testing
methods and build the regulatory system for these products. With thisincrease, FDA will:

Conduct research to identify food animal species causing human drug resistance;

Devel op educational devices, such as interactive CD-ROMS to describe theissue of
antimicrobid resistance and government and industry efforts taken to reduce or eliminate
risks to consumers from the use of antimicrobials infood-producing animals;

Propose HA CCP regulationsfor the animal and vegetalle rendering (processing) industry
by September, 2002, and organize a pilot program with one or two manufacturing plants.
FDA regulation 21 CFR 500.35 declares certain feed ingredients to be adulterated under
402(a) of the Federal Food Drug and Cosmetic Act if they contain Salmonell

Develop training programsfor federd and gate ingpectorsto conduct HACCP audit
ingections and co-sponsor workshops with the field to gather information and support
from the feed indugtry;

Compilealist of animal drugs that are used in foreign aquaculture and develop risk
assessment priorities by importance to human health, through literatur e searches and
equivalence discussions with other nations;

Prepare guidances to the industry explaining that animal biotechnology produds are
subjed to premarket goproval as new animal drugs and the information required to show
safety and effectiveness for this class of products; and,

Develop an inventory of firms that are devd oping products derived from bioengineered
animals. If animals are milked or they produce offspring, the planning should address
their safe disposition because they may not be suitable for use as a human food source or
to be rendered and processed into an animal feed component.

JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll

FDA’s Animal Drugs and Feeds program protects the health and safety of all animals that
serve either as companionsor food sources for mankind. This is accomplished through
processing premarket applications to increase the availability and diversity of safe and
effective veterinary products that relieve anima pain and suffering, while ensuring the
resulting products are safe, wholesome, and free of drug residue when they reach the
consumer; and through the surveillance of marketed productsfor all animal drugs and
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feeds to minimize harmto humans or animals which might arise from the use of these
products.

. Thefield component of Animal Drugs and Feedsinspects regulated indugry, and collects
and andyzes samples Other activitiesthat often arise arereview and management of
enforcemert actions and consumer complaints, trace back efforts, and review of import
entries for admissibility decisons. These functions are inherently governmental and
highly personnel intensive.

Bovine Spongiform Encephalopathy (BSE)

. Enforcetherule “Anima Proteins Prohibited From Use in Animal Feed”. Prevent the
establishment and amplification of BSE through anima feed. Theregulaionprohibits
the use of certain proteinsderived from mammalian tissue in feeding ruminant animals.

I n addition update compliance guidance regulations, when necessary, and work with state
count erparts on the coordination and inspection of al renderers, protein blenders, and
feed mills, as well as some of the ruminant feeders.

. Maintain relationship with industry usng telecommunication and conferences to provide
information on regulation compliance and share inspection data.

Food Safety
. Leverage with the USDA Agriculture Residue Violation Information System and the

FDA Tissue Resdue Information M anagement System.

. Participate on a Joint Subcommittee on Aquaculture of the Nationa Science and
Technology Council of the Office of Science and Technology Policy in the Office of the
Science Advisor to the President to encourage the development of safe and effective
aguaculture inthe United States. Assig in the development of approved aquaculture
drugs through participation in the Naional Research Support Project #7 (NRSP #7).

. Identify emerging resstance in food borne pat hogensthrough an early warning system,
the National Antimicrobial Resistance Monitoring System (NARMS). This has
improved our ability to detect emerging resigance among food borne pathogens.

. Reduce the transfer of resistant animal pathogens to humans by conducting research
studies and risk assessmentsthat will yield future benefits, and begin to reverse the trend
of food borne pathogen antibiotic resistance developmert.

. Deliver the food safety message to livestock producers and veterinarians at trade shows
to educate them onthe risk of antimicrobial resistance of bacteria following the use of
antimicrobial drugs in food animals.

. Work with the public on the education of biotechnology produds and assig developers

through the regulatory process, while continuing research on challenging biotechnology
ISsues.
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Imports and Inspections

Inspect 50 percent of statutory biennial inspections, which indude regigered animal drug
and feed establishments and FDA licensed feed mills and provide postmarket
ingpectiond coverage and investigations for domestic establishments. In addition
continue sampling programfor animal feeds detained at U.S. ports of ertry inthe U.S.
that contained ingredients possibly derived from contaminated animals.

Develop laboratory analytical methods to permit the analyses of products for chemical
and microbiological hazards, and performed laboratory validation of analytical methods
submitted to support pre-market product applications.

Activities Related to Other Priority Areas

Premarket Activities

Increase availability of safe and effective animal products, by reviewing animal drug
applicationsina timdy manner for safety and efectiveness and continue to work with
regulated indudry to minimizedrug devel opmert time.

Continue pre- submission conferences, meeting, and work shops with industry, and
support electronic submission of applications.

Conduct method validation studies required before applications for new drugsfor food
producing animals can be approved.

Continue to expand inspectional expertise energing technologies and increase qudity
assurance to moritor the inspection process to improve the qudity and timeliness of
product reviews.

Bioterrorism

Collaborate with state diagnostic laboratoriesto ensure they are avare of the potential for
aterrorist atack against food-producing animals, and beginto develop a secure
communication network inorder to share intelligence information, and continueto
participateinthe planning for and coord nation of exercises simulaing regponses to
bioterrorist attacks.

Develop an internet feed contaminants web-site to share information with federal and
dae governments, academiaand industry.

Postmarket Activities

Maintain early warning systems by collecting information from Drug Experience Reports
and Adverse Event Reports.
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Selected FY 2000 Accomplishments

Premarket Review

New Product Applicaions — During FY 2000, the Office of New Animal Drug Evaluation
(ONADE) processed 5,497 submissions for new animal drug applications (NADAS), abbreviated
new anmal drug applications (ANADAS), investigaional new animal drug files INADS),
generic investigational new animal drug (JNADs) files and master files.

. Approximately 74 percent of the submissionsfor NADAs, ANADAs and supplements
were processed within the applicable statutory time frame of 180 days;

. 72 submissionswerefor orignal NADAs and ANADAS, and 977 were for supplements
to previously approved NADAs and ANADAS;

. FDA reviewed 367 phased data submissonsunder INADs and JINADsto support
approvals; and,

. FDA published 53 documents in the Federa Register relating significant NADA and

ANADA goprovals. Significant approvals included: 3 new chemical entities, 8 produds
for use in new animal species, 1 new dosage form of apreviously approved product and 4
products available in new dosages.

Antibiotic Resistance
Augmertations of NARMS during FY 2000 included:

. Testing non-typhoid Salmonella Campylobacter, Enterococcus and E.coli isolates
collected from animal sources; and, non-typhoid Salmonella, Campyi obacter,
Enterococcus, Shigella, Salmonella typhi and E. coli isolates from human clinical

samples,

. Incorporated isolat e collection from two additiond sae veterinary diagnostic
laboratories;

. Began limited retail food testing in conjunction withthe CDC; and,

. Continued gudies with the University of California (Davis) and Michigan State

Universty examining antimicrobid use on the farm.

International Expansion of NARMS:
. Conducted a pilot study with medical microbiologists from Mexican hospitalsin close
proximity to significant animal agriculture;

. Provided initial training for Mexicaninvestigators in sandardized laboratory

methodologesfor the ilation, identificaion, and antimicrobial susceptihility testing of
food borne Salmonellg and,
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Sample oollection and isolation of Salnonellafrom clinically ill humansinMexican
hospitals and from healthy children in community daycare centers.

Continued finalizing framework document describing FDA'’s vegulatory approach:

Obtained input through avenues such as public meetings, workshops, and federal register
notices,

Examined the objectives of pre-approvalsstudies and their role in making microbial
safety determinations;

Prepared and released a discussion paper for public comment, outlining a proposed
approach for goplying the threshold concept;

Conducted and finalized risk assessmert study on Campylobacter;
Initiated risk assessment feasibility study on Enterococcus; and,

Developed Antihbiotics Sengtivity Screening of Salmonrella to detect Salmonrellawith
resistant genes to multiple antibiotics.

Bovine Spongiform Encephalopathy (BSE)

Continued work to prevent the introduction and spread of BSE in the United States.

Issued an interactive CD-ROM that provides training on the BSE feed regulation for use
by FDA, gaeregulatory authorities, and the regulated industry.

Continued enforcement strategy to conduct inspections of 100 percent of renderers,
protein blenders and feed mills, and a sampling of rumnant feeders to assure compliance
with BSE regulation.

Began an evduation of the ingpectional information on the BSE feed regulation to begin
developing a strategy for the future.

FDA provided technical expertise and assistance to the Department of Agricuture
(USDA) inidentifying entry criteriafor import examination. FDA provided early
information to its field offices inthe idertification of produds susceptible to BSE
contamination, and instructions regarding forwarding of thisinformation to local USDA,
Animal Plant Health Inspection Service (APHIS) offices.

USDA/APHIS enacted an immediate prohibition on the importation of all meat and bone
meal (MBM), bone/meat/ blood meals, tank age, offa or any product containing such,
which originatesdirectly from Europe or was rendered/processed in European plants
processing anima materias, regardless of the species of origin, including poultry and
fish meal FDA issued an inport bulletin to dissemi nae information to field import
offices and to provide guidance to districts when they encounter any of these produds.

105



Dioxin Contamination
FDA continued to follow through on earlier findings of animal feed contaminated with dioxins:

. Issued revised guidance to industry and the generd public cautioning users of anti-caking
productsto check for dioxin,

. Coordinated an overall government response to the Environmental Protection Agency’s
(EPA) dioxinrisk assesgmert report as a member of the Inter-Agency Working Group,
and developed an extensve question and answer document made availableto the public
through agency web-sites; and,

. Issued a sampling assignment to determire dioxin-like compounds in anmal fats, animal
meals, oilseed meal, deodorizer distillates, and molasses

Animal Drug Availability Act (ADAA)
The primary effect of the ADAA, enacted in 1996, wasto modify the effectiveness gandard for
new animal drugs. The following steps have been taken to implement the ADAA:

. Thefinal rule on Medicated Feed Mill Licensing was published in the Federal Regigter;

. Issued a proposed regul ation to implement theV eterinary Feed Directive Drugs provision
of the ADAA and, a proposed regulation describing the procedures for requesting,
conducting, and documenting a pre-submission conference published; and,

. Provided technicd assistance on legdation to implement FDA’ sproposd, the “ Minor
Animal Species Health and Welfare Act” (HR 4780), which was introduced in Congress.

Food and Drug Administration Modernization Act (FDAMA)
During FY 2000, Section 116 of FDAMA (section 506A of the act) has beenimplemented as
follows:

. A proposed rule amending 21 CFR 514.8 supplementa new animal drug applications
was published; and,

. A notice of avalahlity of the draft companion guidance document to the above proposed
rule entitled #83 Guidance for Industry: Chemistry, M anufacturing and Controls
Changes to an Approved NADA or ANADA was announced.

Generic Animal Drug and Patent Term Restoration Act (GADPTA)

Gereric animal drugs are approved under the Abbreviated New Animal Drug Applicéaion
(ANADA) review process. FDA publishes abimonthly listing of al goproved new animal drug
applicaions in the FDA V eterinarian. In FY 2000, the Officeof New Animal Drug Eval uation
(ONADE): approved ten ANADAS received approximately atwo-fold increase in INADs
(compared to FY 1999); and received 12 Suitability Petitions--six were goproved, three were
denied, one was not required, and two are currently under review.
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Minor Use and Minor Species

Published afind ruleto reclassfy shegp asa minor species for al data collection purposes. This
reclassification all ows sponsors of new animal drug goplications to extrapolate human food
safety datafrom amagor species such as cattle. Thisrule will alow the extrapolation of the
tolerances for residues of new animal drugs in cattle to sheep.

Biotechnology

CVM is working on acasestudy on genetically eng neered salmonin an Office of
Science and Technology Policy/Council on Environmental Quality (OST/CEQ)
Interagency Working Group examining the regulatory framework for products of animal
and plant biotechnology.

CVM iscontracting with the National Academy of Sciences/National Research Council
(NAS/NRC) to examine risks and risk assessment methods for animal biotechnology
products. An ad hoc steering committee of the National Research Council’s Standing
Committee on Biotechnology, Food and Fiber Production and the Environment will
prepare a brief consensus report identifying risk issues concerning products of animeal
biotechnology.

Aquaculture
In support of Congressionally mandated aquaculture drug review in FY 2000:

Hired two aquaculture drug reviewers and created the Aquaculture Drugs Teamto
perform review of aguaculture investigational new animal drug (INAD) files;

Elimnated the backlog of aguaculture submissions awaiting review; and,

Upgraded the aquaculture INAD database, and worked with INAD sponsors to generate
the data necessary for aguaculture drug approvals.

Inspections and Recalls

Provided audits of 1,000 feed mills, of which 350 were tissue resdue domestic
ingpections completed by the states under contract to FDA.

Awarded 19 state contracts for inspection of medicated feeds, 453 Good Manufacturing
Practices (GMP)/BSE inspections and 96 BSE-only inspections for atotal of $330,000
and 15 state tissue residue contracts for 548 inspections for atotal of $260,000.

In October 1999, Pet Valu International Inc. of Wayne, Pennsyl vania recal led certain dog
chew products manufactured by Farm Meats Canada Ltd. because of possible

Salmonel la contamination. Following notification from the Canadian Food Ingpection
Agency, FDA initiated ingpections and sample collections that resulted in severd nation-
wide recals and a seizure action.

Non-pathogen related incidents were investigated by FDA, including: adverse reactions;
chemical contaminants; recalls; and drug residues.
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Animal Drugs and Feeds
Program Activity Data

Program Workload and Output

New Animal Drug Applications Processed Originals; ¥
Received

Compl eted
Approved
Pending®

Average (median) months from receipt to approva,
original NADAs and reactivations

New Animal Drug Application Supplements;
Received
Completed
Approved
Pending
Original Abbreviated New Animal Drug Applications:
Received
Compl eted
Approved
Pending
Average (median) months from receipt to approval,
origind ANADAs

Ablreviated New Animal Drug Applicaion
Supplements:

Received
Completed
Approved
Pending

FY 2000 FY 2001 FY 2002
Actuals Y Estimate Estimate
28 57 57
30 53 53
23 22 22
23 27 31
(14) (12) (12)
1,286 1,276 1,276
854 848 848
279 550 550
662 1,090 1,518
55 63 63
42 53 53
7 22 22
35 45
(20) (16) (16)
195 81 81
126 93 93
35 42 42
109 97 85

¥ The Center has experienced an increase in the receipt of applications from FY 1999 to FY 2001. Com panion

animal drug applications received have increased by three-fold.

?'Includes originals and reactivations. |f application is not approvable, the sponsor may submit additional

information until the Agency is able to approve the application.

¥ All applications received during afiscal year are not reviewed during the same fiscal year. Pending applications

indicates the number of applicationsin our backlog.

“ A supplemental application isa sponsor request to change the conditions of the existing goproval. They can be
significant (anew species orindicaion), or routine (product manufacturing changes).
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Animal Drugs and Feeds
Program Activity Data

Program Workload and Output

Investigational New Animal Drug (INAD) Files:

Received
Completed
Pending

Generic Investigational New Animal Drug Files:

New Recapts
Final Actions
Pending
Plant Biotech Notification Processed

GRAS (Generaly Recognized as Safe)
NotificationgPetitions

Feed Mill License Applications Processed
Investigational Food Additive Petitions
Food (Animal) Additive Petitions

Domestic Inspections
By FDA
By State Contract
By State Partnership

Field Exams/Tests by FDA
Domegtic
Import

Laboratory Sample Analyses by FDA
Domegtic
Import

Foreign Inspections by FDA
All Cther (including Feed Contami nant)
BIMO/Pre-Approva

FY 2000
Actuals

3,422
3,072
1,200

194
180
67

27

981
1,313
130

199

2,320
277

2
30

FY 2001 FY 2002
Estimate Estimate
5,000 5,000
4318 4,318
1,882 2,564
430 430
157 157
340 613
10 15
10 20
60 60
50 50
30 20
1,440 2,470
790 4,790
120 120
0 0
100 100
4,200 4,800
170 770
50 50
40 40

S Applications for non-drug substances added to animal feed are considered Food Additive Petitions, which require

review and approval.



Animal Drugs and Feeds
Program Activity Data

FY 2000 FY 2001 FY 2002

Program Workload and Output Actuals Estimate Estimate
Manufecturers' Drug Experience Reports
(DERs) 4,800 4,800 4,800
Received 3,500 4,000 4,800
Reviewed
Adverse Experience Reports (AERS)
Received 18,000 24,000 30,000
Reviewed 12,000 18,000 24,000
Tissue Residue Program/Investigations 650 500 600
Anima/Medicated Feed Partnership 26 26 26
Agreements

/ DERs contain AERs. Due to anincreased number of AERs within the submitted DERSs, the number of DERs
completed is not as great as inthe past (4400 in FY 1998).
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Devices and Radiological Health

FY 2000 FY 2001 FY 2001 FY 2002 FY 2002 +/-
Actual Appropriation Current Estimate” | FY 2001
Estimate Current
Estimate
Total Program Level ” $170,257,000 $180,154,000 | $179,791,000 | $197,676,000 | + $17,885,000
Center ($000) 8120,493,000 8127,113,000 | $126,844,000 | 8135,295,000 + 88,451,000
FTE 1,018 1,009 1,009 1,022 +13
Field (3000) 849,764,000 853,041,000 852,947,000 862,381,000 + 89,434,000
FTE 454 488 477 506 + 29
;I/‘otal Budget Authority $157,656,000 $165,207,000 | $164,844,000 | $178,572,000 [ + $13,728,000
+7,317,000
Pay Increases 60,533,000 63,333,000 +2,800,000
Imports/nspeciions 9,950,000 12,250,000 +2,300,000
Patient Saf j’nyffﬁfiﬁ 4,897,000 6,397,000 +1,500,000
Total User Fees $12,601,000 $14,947,000 $14,947,000 $19,104,000 +$ 4,157,000
MQSA 12,601,000 14,947,000 14,947,000 15,404,000 + 457,000
Proposed User Fees
Imports/nspections 0 0 0 3,700,000 + 3,700,000

Y Reflects enacted levels adjusted for the 0.22 percent rescission, accou nting for $363,000 in the D evices program.
% Reflects a decrease in base funding from FY 2001 of $189,000, for Human Subject Protection & Bioterrorism.

¥ Pay increases shown on separate line, and not reflected in individual increase.

Historical Funding and FTE Levels

Program Level

Fiscal Year Program Level Budget Authority User Fees FTE
1998 Actuals $155,705,000 $144,329,000 $11,376,000 1,555
1999 Actuals 159,008,000 145,790,000 13,218,000 1,480
2000 Actuals 170,257,000 157,656,000 12,601,000 1,472
2001 Current Estimate 179,791,000 164,844,000 14,947,000 1,486
2002 Estimate 197,676,000 178,572,000 19,104,000 1,528
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MISSION

. Meet al statutory responsibilities.

. Apply the Total Product Life Cycle model across the range of Devices and Radiological
Health activities, by covering products from concept to obsolescence.

. Connect to the global public hedth community.

. Partner with stakeholders.

. Use science in the regulatory process to the maximum extert.

. Sat and mantain standards for qudity.

. Attract and retain people who want to help us fulfill our public health misson.
. Measure and set targets to assess our continuing impact on public health.

REQUESTED INCREASES

Pay Increase + $7,317,000

FDA'’s requed for funds to cover pay cost increasesis vital to the Agency because personnel are
so essential to accomplishing its mission. Pay increases have a major impact on FDA because
the Agency ismore people-intersive than many other government agencies. Payroll accounts
for over 60 percent of thetotd FDA budget. Thishasasdgnificant impact on all activitiesin
FDA, particularly the fidd. Thecostsof the pay increasesare necessay to enaure the integrity
of the Agency'swork in the medicd devices areafor review of device gpplications, and the field
labor force for inspections, compliance, and research functions.

In order to maintain the levd of activities carried out in FY 2001, FDA isrequesting
$40,000,000 million to cover the cost of the FY 2002 pay raise, annudizaion of the FY 2001
pay raise, anticipated within grade increases, and one extra day of pay. The Medical Devices
and Radiological Health Program portion of this increase is$7,317,000.

Imports and Inspections + $6.500,000 and 25 FTE (Budget Authority $2,800,000 and 13
FTE and Proposed User Fees $3,700,000 and 12 FTE)

Statutory authority/requirement for conducting biennial inspections of Class Il and Il device
manufacturers is in Section 510(h) of the FFD&C Act and general statutory authority for
conducting inspections is found in Section 704 of the Act.

Budget Authority

The deviceand radiological health industry is growing, and products are growing in clinical
impact and technological complexity. FDA’sinspection coverage is decreasing, and domestic
recall rates areincreasing. FDA does not conduct pre-clearance for lower risk Class | products,
nor does the Agency routinely inspect the manufacturers of those products. 1n 2002, FDA
antidpatesatotal invertory of 5,000 domegic and 2,600 foreignClass I and CasslII firms.
FDA estimetes that the domestic inventory will include approximately 400600 hospitals that
will be registered as reprocessors of Class |1 or Class 111 devices that are designed and labeled
for single use. Quality System Inspection Technique (QSIT)/Good Manufacturing Practices
(GMP) inspections monitor the extent to which manufacturers conform to the Quality System
requiremernts and provide educational feedbadck to manufacturers to help them make volurntary
corrections or improvements to their quality sysems and medical device reporting procedures.
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By concentrating inspection resources on higher-risk manufecturers, FDA will gill not be able to
conduct routineingpections of Class| manufacturers. With increased funding, FDA will:

. Increase inspection coverage of domedic Classll and Class 11 manufacturers from 17
percent to 20 percent. FDA'’s statutory authority requiremert is a 50 percent annual
coverage rate;

. Maintain coverage of foreign Class Il and Class | 1l manufacturersat nine percent. The

inventory of foreign manufacturers corntinues to inarease each year;

. Conduct audts of the approximately 6,000 U.S. hospitals to determine which ones are
reprocessing single use devices. The audits will validate whether the hospitalsthat
continue to reprocess devices have registered and listed their products with FDA. The
auditswill be conducted through a survey mechanism;

. Improve the confidence that FDA has in the safety of foreign device products by
implementing the European Mutual Recognition Agreemert; and,

. Improve imported medical device compliance by increasing surveillance and product
testing of these products.

Proposed User Fees

FDA proposesto collect $3,700,000 in additive import user feesto fund the Operationa and
Administrative Sysem for Import Support (OASIS), and other import operations The OASIS
system enables FDA to substantially reduce the risk of potentially harmful foods and other
imported products reaching the American market place. The importer/broker community
benefits through faster turn-around times, elimination of large volumes of paperwork, and
reduced costs of doing business. OASIS will give FDA staff access to higorical information to
better target products and firms at high risk, the ability to plan ingpections more effectively, and
the ability to sharefindingsfrominspedion and lab andyses with other offices. In addition
FDA will:

. I ncrease coordination with the U.S. Customs Serviceand improvethe efectiveness of
cargo control activitiesat Ports, and the monitoring of products that have been refused
entry pending exportation or degruction (follow-up-to-refusals);

. Expand import entry review resources to keep pace with the increase inline ertries. By
FY 2002 Devicesimport line entries may reach 1.7 million;

. Update the criterion that determines whichimport line entries are sdected for on screen
review on arisk basisand the frequency of on-screen review will be increased; and,

. Increase data audits import filer traning and liason adivities and improve data
submitted by import filers.
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Adverse Event Reporting + $2.300.000 and 10 FTE
FDA’s Medical Device Reporting authority is Section 519(b) of the FFD&C Act.

FDA estimetes that there may be as many as 300,000 injuries and deaths annually associated
with device usee. FDA aurrently receivesabout 90,000 adverse evert reports every year, with
only five percent coming from user facilities. This severe under reporting is attributed to a lack
of recognition of device events, concerns over liability, lack of feedback from FDA, and the
reporting burden

In FY 2002, FDA will continue to build the Medical Product Surveillance Network (MeDSuN)
program. TheMeDSuN agpproach is designed to correct these problemsand improve the quality
and quantity of the daa received from the user faality community. Asthe MeDSUN network
grows, FDA'’ s ability to detect and andyze medicd device problemsin the user community will
improve, allowing FDA to be more proactive in preventing injuries and deaths. With the
increase, FDA will:

. Maintain the existing 100 facilities in the program, which includes both hospitals and
nursing homes;

. Recruit between 75-100 new user facilities and expand the program to include other
types of user fecilities such as anmbulatory care surgical centers; and,

. Expand data analytic capahility, and outreach and feedback opportunities to the medical
community, industry, and other stakeholders.

Human Subject Protection + $1,500,000 and 7 FTE
The authority to operate the program is found under 21 CFR Part 50.

The protection of human subjects who participate in research is fundamental. Research study
volunteers, who may or may not even benefit from participating in aclinicd trial, and who
accept some degree of rik indoing so, deserve the assurance that their protedionisatop
priority. Currently, human subject protection in device clinical trialsisfragmentary. The
program is correcting big problens, but there are many moreresearch problemsthat weare not
able to detect and address.

FDA's Bioresearch Monitoring (BIMO) Program inspects sponsors, contract research
organizations, monitors, and ingtitutiona review boards (IRB) to ensure that the rights and
welfare of human subjects who participate in device research are protected, and to verify that
datacollected by theregulated industry are accurate and reliable. An IRB isagroup formaly
designated to review and monitor biomedical research involving human subjects. 1n accordance
with FDA regulations an IRB has the authority to approve, modify, or disapproveresearch

FDA would usethe increase in funding to:

. Increase by 30 percent the annual number of FDA onsite inspections of the device
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research community, focusing on increased |RB and Sponsor/Monitor inspections.
Domestic inspections would grow from 250 in FY 2001 to 325 in FY 2002;

. Work more effectively with non-compliant firms and IRBsto develop and implement
corrective and preventive actionsto ther human subject protection and researchintegrity
systems,

. Follow-up on complaints of research misconduct that may place research subjects
welfare at risk;

. Recruit and train additional staff with expertise in legal, ethical and/or clinical research

areas associated with medical device research. This expertise will strengthen FDA’s
ability to address policy matters and develop guidance that are important and meaningful
to our stakeholders;

. Increase FDA's voluntary compliance efforts by educating those involved in critical
areas of human subject protection and device research;

. Maintain and updae the knowledge skills, and ahilities of existing ¢aff inthe areas of
evolving and breakthrough device technologies and their related regulatory issues;

. Establish a bioresearch monitoring invedigators certification program that through
training and practical experience will improve the quality, consistency, and effectiveness
of inspection and assure that investigators keep pace with emerging issuesinclincal
research;

. Improve the timeliness of the Clinical Investigator Disqudification Process and improve
the consgtency of these actions in the device program;

. Conduct a reguirement’s anal ysis to determine the cost and features of an information
system that will track and coordinate the many FDA bioresearch monitoring activities;
and,

. L everage agency resources through interagency cooperation and international resources

to increase awareness and understanding of the Bioresearch Monitoring Program by pre-
clearance review scientists.

Current Law User Fees
Mammography Quality Standards Act + $457,000

The Mammography Quality Standards Act of 1992 was reauthorized in 1998 for an additional
five years (P.L. 105-298).

MQSA required that mammography facilities be certified by October 1, 1994, toremanin
operaion and i nspected annually to ensure compliance with national quality and safety
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standards. FDA requests anincrease of $ 457,000 for the medical devices program in MQSA
authorized inspection user fees to cover inflation, for atotd of $15,404,000 and 48 FTE in
FY 2002. The fees collected will pay for the costs of inspections.

JUSTIFICATION OF BASE

Activities Related to Increases for FY 2002

Payroll

FDA'’s Devices and Radiological Products program ensures the safety and effectiveness
of regulated medical devices by applying atotal product life cycle model across the range
of Center activities, by covering products from concept to obsol escence.

The fidd component of Devicesand Radiologica Products ingpects regulated industry,
and collects and analyzes samples. Other activities that often arise are review and
management of enforcement actions, and consumer complaints, trace back efforts, and
review of import entries for admissbility decisons. These functions are inherently
governmental and highy personnel intensive.

Imports and Inspections

Provide criminal investigation of reported product tampering, counterfeit products and
other fraudulent criminal activities involving regulated products.

Provide emergency oper ation, investigation and response for incidents involving
regulated products.

Coordinate field investigational, analytical, activities among the five regulatory centers.

Perform laboratory validation of analytical methods submitted to support pre-market
product applications.

Fund about 8,900 state contract device inspections.
Review about 1.5 million devices import lines for admissibility into domestic commerce.

The field was unalde to meet its inspection obligation. In the Device inspection program
FDA will inspect only 17 percert of its statutory requirement of 50 percert.

Adverse Event Reporting

Continue implementing the FDA Medica Surveillance Network (MeDSuN). In FY
2001, we will recruit andtrain 75-100 hedth carefecilities. The long-termgoal isto
expand the program to include different types of health care facilities ad to include drug
and biologic products. The timing and specifics of the exparsion will depend on funding.
In the field, FDA:
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. Provide training for field staff to improve the information gathered through
investigation of consumer complaints;

. Utilize upgraded field data systems to provide improved consumer complaint
data; and,

. Provide increased health education for U.S. consumers about FDA -regulated
products, which may adversaly impact their hedlth.

Human Subject Protection

Conduct human sulject protection onsite inspections and data audits as part of our
Bioresearch Monitoring activities (BIMO) to ensure that the rights and welfare of human
subjects participating inmedical device research are protected, and to verify that clinical
data (human subjects) and non-clinical data (animals and others) submitted to FDA, in
support of research or marketing applications, are accurate and reliable.

Activities Related to Other Priority Areas

Premarket Activities

Statutory Review Times

Continue on-time, high quality device review with no overdue device applications. FDA
must regulate both medical devices and radiation-emitting products consistent with the
provigon of the Federal Food Drug & Cosnmetic (FFD& C) Act.

Premarket Approva Applications (PMAS) are high-risk devices with the highest
likelihood of significantly improving the treatment of patients. The FDAMA datutory
requiremert is to review 100 percent PMA first actions within 180 days. FDA’s FY 2002
performance target is to meet the requirement 90 percent of the time.

Another Device Program objective is to review and complete 90 percent of PMA
supplement final actionswithin 180 days. For FY 2002, the FDAMA requirement is to
review and complete 100 percent of PMA supplements within 180 days. Supplemental
applications are generally submitted for changes in already gpproved applicaions. Such
changes might include technol ogy changes or the addition of a new indication.

Third Party Review

To expand indusgtry’s use of the FDAMA Third Party (“Accredited Persons’) program,
FDA initiated an expansion pilot that will allow third party review of 510(k)s for Class 11
devicesfor which there are no device-specific guidance documents. Thelig of eligible
Class |1 devices was expanded to include approximately 460 device types lacking such
guidance. Asaresult, all 674 Class| and Class |1 devices regulated by FDA that meet
the statutory aiteriafor third-party review will be included in the program.
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FDAMA

FDA will continue to inplement the Least Burdensome FDAMA provision through
training, meetings with sponsors, and guidance devdopment. FDA works with industry
representatives to develop a common approach to the irterpretation and implementation
of the Least Burdensome Provisions.

Radiation Safety

The Radiation Control for Health and Safety Act of 1968 requires FDA to reduce
exposure to unnecessary man-made radiaion from medica and non-medical dectronic
products. Most modern products used in homes, businesses, and hospitals are dectrically
powered and produce some radiagion. Examples of products that require radiation to
perform their intended function are fluoroscopic x-ray imaging and laser industrid
welders. As areault of the use of these products, thereis aresurgence of previoudy
solved radiation issues such as skin burns from fluoroscopic procedures. FDA will
continue to prioritize and leverage its radiation protection efforts with state governments,
professonal socidies, and other federal agencies.

Outreach

FDA will continue to provide technical assistance to small medical device manufacturers
and accessible, timely feedback to industry, health professionals, and consumers. FDA'’s
information technology infrastructure will take full advantage of the Internet by
providing industry, health professional's, and consumers with feedback via: (1) Device
Advice comment line: dsma@cdrh.fda.gov; (2) E-mail: Director@cdrh.fda. gov; (3)
Internet Comments and Feedback; (4) links for submitting comments on proposed
regulations; and (5) use of automation to provide the public with the lat est infor mation.

Device Reuse

FDA will continue implementing policy on the reprocessing and reuse of single-use
devices. Thepractice of reusing medical devices designed and labeled for single use has
dramatically increased inthe past two decades and is surrounded by controversy. FDA
will develop atraining program for FDA investigator s who will be conducting
ingpections of hospita reprocessing facilities. The program is expected to train
approximately 30 to 50 field invedigators. In addition, FDA will inspect hospital
reprocessors beginning in fall 2001, when all hospital reprocessors are required to have
registered their facilities with the Agency. FDA anticipates that it may need to inspect
several hundred hospitals within the next year. At thistime, the Agency anticipaes that
FDA'’sfield staff will perform al the inspections.

Genetic Testing

FDA will continue to develop scientific expertise and regulatory strategies for evolving
medical device areas such as geretic testing. We will collaborate with other DHHS
agencies as part of an inter-agency working group and as a participant in the CDC
CLIAC subcommittee on genetics testing and the CDC genetics forum. We will continue
with intemal training efforts and informal outreach efforts to address issues dealing with
reviews and the development of guidance and standards.
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Bioterrorism

FDA will continue to monitor, evaluate, and follow up on the public health needs of new
medical devices for usein bioterroriam preparedness and responsg, in order to regulate
themin amanner that best servesthe public hedth. A key dement of FDA’sapproachis
to strengthenits scientific expertiseto respond knowledgeably to this threet. This
involves preparing expert reviewers to review new submissions and developing standards
for devicesneeded for bioterrorismresponse, such as diagnostic products.

Clinical Laboratory Improvement Amendments (CLIA)

In FY 2000, FD A assumed responsibility from the Center for Disease Control and
Prevention (CDC) for making complexity determination decisons on in vitro diagnogtic
(IVD) products. Thisactivity isfunded by aportion of the CLIA user fees collected by
the Health Care FHnanang Administration. Manufacturers can now obtain a compl exity
determination from one agency (FDA) and not two (FDA and CD C), aswas previoudy
the case. FDA hasinteracted with stakeholders throughout the transition of this program
from CDC to FDA. FDA expects the steady volume of applications requesting waived
status to continue in FY 2002.

International Activities

Implementation of the U.S.-European Union (EU) Mutua Recognition Agreement
(MRA) isintended to develop information about EU based medical device
manufacturers, to provide more information about the status of those manufacturers and
speed product approval. This involvestraining, ng the work performance of third-
party, Conformance Assessment Bodies (CABS) for inspections of medical device
marufacturers. Provisgons for making a determinationabout the pre-market gatus of
some medical device products areindudedin the MRA. The Office of Regulatory
Affairs (ORA) is heavily involved in al aspects of implementation. Eventually, both the
U.S. and the EU may be able to saveresources by relying on evd uaions of
manufacturers and products conducted by the other country. The first on-Site assessment
visit by the EU of the U.S. will be in March 2001.

FDA's international inspection program continues to be one of the Agency’ s top
priorities as more FDA regulated products originate from foreign sources. The Agency’s
international inspection program is paramount in attaining confidence that all imported
FDA regulated products meet the same sandar ds as domestic goods. While FDA is
working to foster effective international inspection cooperaion agreemerts, the primary
tool for this assurance is for FDA to conduct international inspedions.

Selected FY 2000 Accom plishments

Premarket

The Medical Device and Radiological Health Program is responsible for review the of device
premarket approval applications (PMAs), premarket notification 510(k)s, and investigational
device examptions (IDEs).
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Received 9,753 mgjor submissions. The number of mgjor submissions for medical
devices has been leve for the past few years—9,824 in FY 1997, 10,016 in FY 1998 and
9,792in FY 1999;

Approved six humanitarian device exemptions (HDE). These devices are used in the
treatment or diagnosis of rare conditions or diseases affecting fewer than 4,000
individuasin the United States per year. An HDE application is similar in both form and
content to a premarket approval (PMA) application, but is exempt from the effectiveness
requirements of aPMA,;

Approved the start and design of 213 new studiesto test the safety and effectiveness of a
variety of experimental devices in humans; and,

Maintained high qudity, timely reviews despite increasingly complex device technology.
There were no overdue submissonsfor the fourth consecutive year.

Significant Medical Device Approvals/Clearances

The evolution of medical and scientific technology resulted in the approval/clearance of many
novel and medica breakt hrough devices that will provide significant improvements in patient
care. Some examples are listed below:

Robotic Device The DaVinci Surgical System isafirst of its kind device that enables a
surgeon to perform |gparoscopic gall bladder and reflux disease surgery whileseated & a
console with a computer and video monitor.

Digital Mammography Systent The Senographe 2000D, the first mammography system
to produce digita images on asolid state receptor instead of analog images on a
radiographic film, was approved on the basis of clinical data showing its safety and
effectivenessand on the recommendation of FDA's Radiological Devices Parel..
Film/screen (andog) mammogr aphy dong with physical examination and breast sdif-
examindion is the standard method for breast cancer screening inwomen

Surgically Implanted Hearing Device Thisnew, firg of itskind, type of surgically
implanted hearing device helps adults with moderate to severe nerve hearing loss. The
device, made by Symphonix Inc, provides an dternative to traditional hearing aids. The
Symphonix implant should not be confused with cochlear implants that are intended as a
surgical treament for the profoundly deaf.

Surgical Sealant for Lung Cancer: FDA expedited the review of a new type of surgicd
sealant made by Focal Inc. for use in lungsto seal air |eaks following removal of
cancerous lung tumors because of its potential benefit in reducing the number of patients
who experience suchair leaks.

Colon cancer device: The Opticd Biopsy System laser system, using laser light energy, is
used to improve a physician's ability to distinguish small harmless growths from pre-
cancerous growths in the colon.
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Genetic Testing

. Completed appointments to its Molecular and Clinical Genetics pand, which was an
addition to the Medical Devices Advisory Committee. In addition, we participated
actively in three DHH S groups working on the regulation of genetic tests. FDA and
professonal groups areactively involved in developing guidance and templaes to
support future regulatory activity.

Reuse of Single Use Devices

. Developed aregulatory strategy for the practice of reusing single use devices (SUDs) and
Issued a final guidance. This guidance finalizes FDA’s policy onhow it intends to
regulate entities that reprocess single-use devices for reuse and sets forth the Agency’s
priorities for enforcing these requirements. The guidance is designed to protect the
public health by assuring that the practice of reprocessing and reusing “single use”
medical devices is based on good scence while ensuring that regulatory requirements
are equitable to al parties.

Human Subjects Protection

FDA inspects sponsors, contract research organizations, monitors, and institutional review
boards to ensurethat the rightsand welfare of human subjects who partid pae inresearch or
clinical trials are protected, and to verify that daa collected by the regulated industry are
accurate and reliable.

. Conducted 250 inspections under the bioresearch monitoring program. FDA relies
heavily on the integrity of datagenerated from dinical trials in making many of its
review decisions.

FDAMA Update

. Third Party Reviews In March 2000, FDA issued “Use of Standards in Substantial
Equivalence Determinations’ (see http://www.fda.gov/cdrh/ode/quidance/1131.pdf), a
guidance document clarifying how information on conformity with standards may be
used to support 510(k) substantial equivalence determinations. As aresult, the combined
receiptsof abbreviated and specid 510(k)s plus third party-reviewed 510(k)s rose from
513 infiscal year 1999 to 778 this year, a 52-percent increase.

. Real Time PMA Review. Inthe PMA process, real time PMA supplements (designated
types of PMA supplements with selected, non-data intense device changes that are
reviewed during a mesting, teleconference, or video conference with the firm) account
for more than one-fourth of all PMA supplements received.

. Least Burdensome Provisions. FDA has been working with the industry representatives
to develop a common approach to the interpretation and implementation of the Least
Burdensome Provisions. Wedeveloped training classes for review staff and Advisory
Committee Panels, incorporat ed language in correspondence with industry to raise least
burdensome concerns and added | east burdensome considerations to the Good
Manufacturing Practices (GMPs). A Least Burdensome web site was created at
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htt p:/ www.fdagov/ cdrh/modact/leastburdensomehtml to updateinteresed parties on
FDA'’s progress in interpreting and implementing the Least Burdensome provisions.

| nternational Harmonization. FDA and others partici pating inthe Global Harmonization
Task Force Study Group 2 (SG2) (Medical Device Vigilance and Postmarket
Surveillance) developed a process for the global exchange of vigilance reports between
National Competent Authorities (NCAg. Mog of the pogmarket vigilance reports
exchanged thus far involve recalled devices with apotential for adverse eventsin
countries wherethe product isdistributed. The pilot portion of the program was recently
concluded. The program is now fully operational with expansion to other NCAs planned.

Science and Standards Activities

FDA uses high scientific standards to promote and protect the public health and to expedite
premarket reviews The Agency issued several standards for industry use.

In March 2000, “Use of Standards in Subgantial Equivalence Determinations’ (see
http://www.fda.gov/cdrh/ode/quidance/1131.pdf),a guidance document darifying how
information on conformity with standards may be used to support 510(k) substantial
equivalence determinations. This document, along the FDA June 2000 expansion of the
510(K) third-party review program (see http://www.fda.gov/adriVthirdparty), were aimed
at stimulating greater industry use of streamlined submission/review procedures,

Completed implementing, in May 2000, “Electrode L ead Wires and Patient Cables’, in
response to reports of patient deaths caused when the cables were accidentally plugged
into 110-volt wdl circuits. The standard requires dedrically protected connectorsfor

electrode lead wires and patient cables to improve patient safety;

Issued in September 2000, “Wireless Medical Telemetry Risks and Recommendations’
(see hit p:/ wvww.fdagov/ cdrh/comp/guidance/ 1173.html) asking all wireless medical
telemetry manufacturers to analyze and reduce the risk in their equipment; and,

Clinical Laboratory Improvement Amendments (CLIA): In FY 2000, FDA assumed
responsibility from the Center for Disease Control and Prevention (CDC) for making
complexity determination decisonson in vitro diagnostic (1 VD) products. FDA
finalized a regulation for waived tests. The CLIA program is user fee funded; therefore,
al cogs of adminisering the program must be covered by the regulated industry.

Completed acombined CLIA/premarket review of the first product successfully. The
AvoSure point-of-care monitoring device for anticoagul ant therapy from Avocet Medical
received both a CLIA waived datus and premarket clearance from FDA; and,

Held a Public Workshop in August 2000, to solicit comments on the criteria and process
that the Agency should use to determine when a particular test should be waived. FDA
will devel op guidance for manufacturers of 1VD devices seeking waived status, and re-
propose a regu ation for waived tests or findize the one proposed earlier by CDC.
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Bioterrorism

. Initiated rulemaking specific to the bioterrorism program, held an advisory panel meeting
to discuss data requirementsfor goproval of devicesintended to detect exposureto
biothreat agents, and engaged with CDC and the Department of Defense (DOD) on
premarket and postmarket regulations affecting these products.

Medical Error Reduction Activities

. FDA continues to look for ways to reduce preventable deahs and injuries assod eed with
the use of medical device products. To be effective, it is essential that FDA have access
to a sufficient amount of quality information regarding device events. In FY 2000, FDA
began Phase Il of the MeDSuUN pilot which will cover 25 hospital facilities.

Mammography
Congress enacted M QSA to ensure that all women have access to quality mammography for the

detection of breast cancer in its earliest, most treatable stages. In the fall of 1998, Congress
reaut horized MQSA, extending the program to 2002. During FY 2000, FDA:

. Trained 16 new inspectors on the requiremerts of the MQSA regulations, and performed
200 audit inspections under the Ingpector Quality Assurance program;

. Developed a continuing educaion video on phantomimage scoring and digributed it to
each state and district office; and,

. Dratted final regulations for “ States as Certifiers,” which will transfer certificaion
authority from FDA to gpplicant States, as provided for by MQSA. Find regulations will
become effective some time in April 2001

Outreach Activities and Leveraging

. FDA initiated, and is an active member of, the Hospital Bed Safety Work Group. The
work group has focused on raisng awareness of the entrapment hazard and educating
care givers and family members on the problems associaed with bed rail use The work
group recently issued an educational brochure, 4 Guide to Bed Safety, that highlights the
berefits and risks of bed rails ways to meet a patient’ sneed for safety, and patient or
family concerns about bed rail use.

. FDA continued a Site Visit Program, to enhance reviewer knowledge of how specific
medical devices are designed, manufectured, and teged. The program include vigtsto
medical device manufacturing firms and hospitals to observe devices in use.

. FDA hosted severa Vendor Days throughout the year covering various medical device-
related topics, to help FDA reviewers better understand medica technology, improve
communications between indugry and FDA, and provide a better understanding of hedth
issues involved with medical technology. For example a Vendor Day was held that
featured the major manufacturers of single-use reprocessed devices from all product
areas, including catheters blood pressure cuff, and pulse oximeter sensors.
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Devices and Radiological Health
Program Activity Data

FY 2000 FY 2001 FY 2002

Program Workload and Outputs Actual Estimate Estimate
PMASs Received (includes PDPs) 67 73 75
PMAs Approved 43 40 40
Average Elapsed Time (FD A days-approval) 244 255 255
Total PMA Actions* 321 350 375
HDEs Received 11 12 12
HDEs Completed 6 12 12
Average FDA Review Time 112 75 75
PMA Supplements Received 545 588 588
PMA Supplements Approved 474 548 548
Average Elapsed Time (FD A days-ap proval) 95 95 95
PMA Supplement Panel Tracks 12 14 16
510 (k)s Received 4,202 4,500 4,500
(Includes Traditional, Special, Abbreviated, 3" Party)
510 (k)s Completed 4,397 4,500 4,500
Average Elapsed Time (FDA days-decision) 77 75 75
IDEs Received 311 330 330
IDEs Approved/Total 320 330 330
Average Elapsed Time (FDA days-approval) 28 30 30
IDEs Supplements Received 4,388 4,450 4,450
IDEs Supplements Completed 4,335 4,450 4,450
Average Elapsed Time (FDA days-approval) 20 20 20
MDR Initial Reports Received (FD A 3500A mandatory) 49,312 53,000 53,000
MDR Line Item Summary Reporting® 42,387 40,000 40,000
Total MDR Incidents (mandatory) 91,699 93,000 93,000
MDR V oluntary Reports Received 3,012 3,000 3,000
Export Certificates and Permits 2,821 3,000 3,000
Devices/Radiol ogical Inspections (domestic) ¥ 1,294 1,660 1,810
MQSA Annual Inspections (94 % State, 6% Federal) 9,484 9,590 9,590
MQSA Facility Certifications® 3,812 3,179 3,009
BIMO | nspections® (Domestic & Foreign) 249 260 335

Y Includes filing decisions, review determinations, and approval decisions.

2 A "Pand-Tracked" PMA supplement is a supplement to an already approved PMA and isusually for a change inthe
indicationsfor use gsatement. The change in indicaions gatement is usudly for a new use of the dready approved device (no
changeto the device), for use ina different disasecondition, for use ina differentanatomical ste, or for usein adifferent
patient population. A summary of safety and effectiveness information is prepared and made available to the public.

¥ Includes alternative reporting program, effective January 2,000 w here certain firms are authorized to send FDA abbreviated
reports on a quarterly basis.

“ Data Source: ORA Field Accomplishment and Compliance Tracking System (FACTS).

% FY 2000 certifications were lower than anticipated because originally the majority of certificates were renewed every third
year but now one third of the certificates are renew ed every year.

¢ Bioresearch Monitoring inspections involve the inspection of sponsors of premarket applications (PMAs), clinical
investigations, Institutional Review Boards (IRBs), and non-clinical laboratories.
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