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Food and Drug Administration
5600 Fishers Lane, GCF-1
Rockville, MD 20857

MEMORANDUM

Date: November 9, 2001

To: Commenters to Docket No. O0ON-1571 (Enrofloxaéin for
Poultry)!

From: Counsel for the Commissioﬁer,

Office of the Chief Counsel

Enclosed please find copies of correspondence involving Docket
No. OON-1571 which were filed with FDA’s Dockets Management
Branch on November 2, 2001, pursuant to 21 CFR 10.55(d).

cc: Docket 0ON-1571, Dockets Management Branch, FDA (with list of
commenters attached)
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! A search of Docket No. 00N-1571 was performed to identify

all commenters. This mailing is being sent to commenters whose
comment included a legible, complete return address.
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Mr. Ralph Rohrer
2880 W. Dry River Rd.
Dayton, VA 22821

Michigan Turkey Producers

2140 Chicago Drive SW
Wyoming, MI 49509

Donna Thompson
HC6Y9 Box73
Brandywine, WVA 26802

Charles Horn
1142 Freemason Run
Mt Solon, VA 22843

William Elrod

Wayne Farms

52 Apex Drive
Jefferson, GA 30549

Gregorio Rosales Ph.D
Ross Breeders

5015 Bradford Drive
Huntsville Alabama 35805

Marion Garcia
590 Mt Clinton Pike
Harrisonburg, VA 22802

Eva M. Rexrode
HC 30 Box 10
Maysville, WV 26833

Ken Pope
Rt. 1 Box 153
Polkton, NC 28135

Thomas R. Bess, Jr.
7710 White Stone Rd.
Marshville, ©NC 28103

Smiths' Turkey Farms Inc.

4342 Lincoln Road
Holland, Mi. 49423

G. Tyndail
P.0O. Box 51
Autryville, N.C. 28318

Carlton Wall

Watson Turkey Farm
6713 Paul's Path Road
LaGrange, NC 28551

Bill Sasser
898 N.C. 581 South
Goldsboro, N.C. 27530

James R. Hoover
RD H4 Box 605
Newport PA 17074

Dale & Sharon Reeves
165 Whitmore Road
Mt Solon, VA 119843

Hillside Poultry
Donald W Mulact

P.0O. Box 37

Mt. Solon, VA 22843

E. Vera Preddy
P,O. Box 127
Orange, VA 22960

Alechia Smith
Rt 1, Box 246
Peachland, MC 28133

Jerry M. Blackman
5196 Pageland
Lancaster, S.C. 29720

J.D. Ruleman

Hilltop View Farm
2084 Parkersburg Trpk.
Swoope, VA 24479

Richard Keith Shooter
4672 South Robeson Rd
Rowland NC 28383

Tillie Wall

Watson Turkey Farm
6713 Paul's Path Road
LaGrange, NC 28551

Bob Mooring
P.O. Box 338
LaGrange, N.C. 28551

American Association of Bovine

Practitioners
P.0O. Box 1755
Rome Georgia 30162-1755

Warmie L. Moruesy
HC62 Box 59-1
Upper Tract WV 26866

Ronald F. Paintie
2844 US Hwy 340
Stanley, VA 22851

Roy L Helms
Route 2
Polkton, NC 28135

Carol Harrington
Rt. 1 Box 152
Polkton, NC 28135

Jerry Austin
8025 Hwy 218 East
Marshville, NC 28103



Beverly Gayle Brock
4409 J. Frank Moser Road
Monrce, NC 28112

Mrs. June Flory

344 3. Main Street

P.0O, Box 306

Timberville VA 32853-0306

Randall O Shipe
RR1 Box 128
Mathias, WV 26812

Mr. Sean Hildreth
Rt. 5 Box 295
Wadesboro, NC 28170

Christian E. Pate, III
Connie J. Pate

14004 American Legion Drive
Broadway, VA 22815

Alvin E. Roadcap
1864 College Ave
Harrisonburg, VA 22802

Bobby B. Dove
9133 Shultztown Rd
Linville, VA 22834

Gary E. Alger
137 Boston Road
Luray, VA 22835

George Vionovich

37 West Broad Street,
Room 970

Columbus, Chio 43215

Edward M. Kennedy
United States Senate
Washington, DC 20510-2402

Brent B. Birkholder
3577 Mt. Clinton Pike
Harrisonburg VA 22802

Mike Hapman
1481 Hazard Mill Road
Bentonville, VA 22610

Joann E. Shipe
RR1 Box 128
Mathias, WV 26812

Lynn Housden

1581 Millcreek Crossroads

Luray, VA 22835

Minnie J. Snyder
123 Stagecoach Lane
Luray, VA 22835

Atwood
601 Kimball Rd
Luray, VA 22835

Carolyn & Ronald McPherson Poultry

P.O. Box 895
22815

Norris L. Dinges
1138 01d Stanley Road
Stanley, VA 22851-3252

Jack Heavenridge
5930 Sharon Woods Blvd.
Columbus, Ohio 43229

Henry A. Waxman
United States Senate

Washington, DC 20510-2402

Charles Haggerty
Joanne Haggerty

224 Wildflower Lane
New Market, VA 22844

Bobby W. Fox
140 Fox Drive
Stanley, VA 22851

Bobby McCollum
Route 2 Box 300 B
Polkton, NC 28135

Ronald W. Combs
HC 85, Box 170
Moorefield, WV 26836

Turner Farm

c/o David E. Turner
105 Turner Drive
Stanley, VA 22851

Glenn Halterman
P.0O.Box 483
Monterey, VA 24465

Edward Wrenn

Wrenns Turkey Farm

353 Benson Hollow Reoad
Middlebrook, WV 24459

Mike DeWine

37 West Broad Street,
Room 970

Columbus, Ohio 43215

Sherrod Brown
United States Senate

Washington, DC 20510-2402

Louise M. Slaughter
United States Senate

Washington, DC 20510-2402



Thad Cochran
United States Senate
Washington, DC 20510-2402

Zach Wamp
423 Cannon Building
Washington, D.C. 20515

Lloyd L. Knight
P.O. Box 1755
Rome, Georgia 30162-1755

Dr. Japp A. Wagenaar
ID-Lelystad, Instituut voor
Diehouderij

P.O. Bo 65,NL-8200 AB

The Netherlands

Suzanne Millman, Ph.D, B.Sc
Humane Society of the U.S.
2100 L. Street, NW
Washington, D.C., 20037

National Turkey Federation
1225 New York Avenue, NW
Suite 100

Washington, D.C. 20005

James W. Patterson, PH.D
P.0. Box 23109
Silverthorne, CO 80498

Thomas Burkgren, DVM, MBA

American Association of Swine

Veterinarians
902 1st Street
Perry, IA 50220

Asa Hutchinson
1535 Longworth Building
Washington, DC 20515

Sheila Wood

c¢/o Jack Kingston

1034 Long Worth Building
Washington, DC 20515

Donald and Tammy Sellers
46 Donald Sellers Drive
Waynesboro, MS 39367

Jan Hamer

ID Lelystad
Edelhertweg 15
8219PH Lelystad
The Netherlands

E. Hartnett
Veterinary Laboratories

New Haw, Addlestone, Surrey KT15,

3NB
United Kingdom

Dr. Manfred Kist
Universitats Klinikum
Institut for Med
Herman-Herder-Str. 11 D-79104
Freiburg

Maxine Fitzwater
AC 65, Box 12
Moorefield, WV 26836

Dr. Trudy M. Wassenaar
Tannenstrasse 7
55576 Zotzenheim UK

Deborah Pryce

221 Cannon House Office Building

Washington DC 20515

Ronald H Kardel
22456 90th Avenue
Walcott, Iowa 52773

Willmar Poultry
P.O. Box 753
Willmar, MN 56201-0753

D. Wages DVM, Dipl. ACPV
College of Veterinary Medicine
North Carolina State Univ.
Raleigh, NC 27606

Simon Mark Shane, BVSc, PhD
Dept. of Epidemiology
Louisiana State University
Baton Rouge, LA 80703

Berndtson, EVA DVM PhD
Svenska Klackeribolaget AB
Byholmsv 95

SE-291 Kristianstad

Paul Sundberg, DVM, PhD
National Pork Producers Council
P.0. Box 10383

Des Moines, IA 50306



Research and Development
Elanco Animal Health

2001 West Main St. P.O.Box708
Greenfield, Indiana 46140

Auburn University,
College of Agriculture
Alabama 36849-5416

Vernon Felts, Ph.D.
1436 Big Daddys Road
Pikeville, N.C. 27863

Shady Brook Farms

Rocco Farms, Inc, Turkey Hatchery
1724 Country Club Road
Harrisonburg, VA 22802

Deborah Huang, M.C.

Ctr. for Science in the Public Interest
1875 Connecticut Ave. NW, Ste 300
Washington, DC 20009-5728

Phillip Evans
5455 S. Dry River Rd
Dayton, VA 22821

American Veterinary Med. Assoc.
1931 M Meacham Road, Suite 100
Schaumgburg, 11 60173-4360

Hector Cervantes
1031 Westchester Court
Watkinsville, GA 30677-2171

Wampler Foods
P.O.Box 7275
Broadway VA 22815-7275

Steven Clark
206 Driftwood Dr.
Gibsonville, N.C. 27249-3312

PennAg Industries Asc.
Northwood Office Center
2215 Forest Hills Dr., Suite 39
Harrisburg, Pa 17112-1099

Assoc. of American Veterinary
Medical Colleges

1101 Vermont Ave NW, Suite 710
Washington, DC 20005-3521

Goldsboro Milling Company
938 Millers Chapel Road,
P.O. Box 10009

Goldsboro, N.C. 27532

Keystone Foods North America
300 Clinton Avenue West
Huntsville, Al 35801

Marcus Zervos, M.D.Clinical Professor
Wayne State University of Medicine
William Beaumont Hospital

Willow Brook Foods, Inc
501 North Main Street

P.O. Box 5084

Springfield, Missouri 65801

Wayne Farms LLC
340 Jesse Jewell Parkway, Ste. 200
Gainsville, GA 30501

Wietsema Farms
1124 Edgewater Dr. Suite A
Allendale, MI 49401

College of Agriculture and Life Sciences
Extention Poultry Science

Scott Hall/ Campus Box 7606
Raleigh, N.C. 27695

Linder Rohrer

Wood Lane Enterprises
8244 Union Springs Rd.
Dayton VA 22821

Allen's Hatchery, Inc
126 North Shipley Street
Seaford, Delaware 19973-3100

Townsend
P.O. Box 468
Millsboro, Delaware 19966

Farbest Farms, Inc.
225 W. 41st Street, Suite 6
Jasper, Indiana 47546

Feildale Farms Corporation
P.O.Box 558 -
Baldwin, GA 30511

Bayer Corporation
P.O. Box 390
Shawnee, Mission, KS 66201-0390

ConAgra Poultry Companyh
110 Mill Drive
Athens GA 30606

Wayland Veterinary Clinic
Mark K. Leichty. D.V.M.
101 S. Pearl St.

Wayland, IToWa 52654

Carroll's Foods, Inc.
P.O. Drawer 856
Warsaw, N.C. 28388

Prestage Farms
HWY 421 S. P.O. Box 4380
Clinton N.C. 28329-04380

Deryle Oxford VP Agriculture
Cargill Inc

756 Old Wire Road
Springdale, AR 72761




John D. Moore
52 Apex Drive
Jefferson, GA 30549

Ms. Dianne Lavenburg

Bayer Animal Health

P.O.Box 390

Shawnee Mission, KS 66201-0390

Harry Long
Box 985
New Market VA 22844

Denton Kisamore
Hc. 59 Box 36
Seneca Rocks, WV 26884

Glenn Lee Smith, Jr.
Route 1 Box 246
Peachland, NC 28133

Monica L. Martin
5233 Greenmont Rd.
Harrisonburg, VA 22802

Joe Huffman-Page County Poultry
Grower

2390 Ida Road

Luray VA 22835

North Mountain Poultry
P.O. Box 641
Broadway, VA 22815

Nicol Farms Inc
HC 72, Box 7156
Scherr, WV 26726

Larry B. Simpson
4108 Briarcliff Dr.
Monroe, NC 28110

Devin P. Reeves
1715 New Hope Road
LaGrange, NC 28551

Mr. John B. Payne

Senior Vice President

P.O. Box 390

Shawnee Mission, KS 66201-0390

Warner Poultry
P.O. Box
Franklin, WV 268067

Martin Love
2136 Renee Ford Road
Stanfield NC 28163

Rachel Helms
Route 2
Polkton, NC 28135

William J. Thornton
3698 Egypt Bend Road
Luray, VA 22835

Billy W. Moore
3918 Vann Sneed Road
Marshville, NC 28103

Katie M. Fox
189 Fox Drive
Stanley, VA 22851

Buddy Vance Good Co
741 East Main Street
Luray, VA 22835

U.S. Poultry & Egg Assoc.
1530 Cooledge Road
Tucker, GA 30084-7303

West Liberty Foods
207 West 2nd Street P.O.Box 318
West Liberty, lowa 52776

American General Life and
Accident Insurance Company
P.O. Box 187

Dunn, NC 28334

Estyl W. Ruddle
P.O. Box 99
Riverton, WV 26814-0099

Warren Threatt
1613 Highway 205
Marshville, NC 28103

Billy Threat
P.O. Box 204
Marshville, NC 28103

Dewey F. Bensenhaver,
Becky C. Harman

HC 30, Box 95

Petersburg, WV 26947-9410

Robert L. Moran
HC 85, Box 31
Fisher, WV 26818

Rose Hill Farms Inc
GC 78 Cox 27
Shanks, WV 26761

Cathy H. Alger
137 Boston Road
Luray, VA 22835

Ralph G. Cubbage
265 Kite Hollow Road
Stanley, VA 22851



Swanson Farms P.O.Box 2367
5213 West Main
Turlock, CA 95381-2367

Environmental Defense
1875 Connecticut Ave. NW
Washington DC 20009

Massachusetts General Hospital
Infectious Disease Division
149-13th street, 5th floor
Charleston, MA 02129-2000

Cox Assoc.
503 Franklin Street
Denver, CO 80218

Animal Health Institute
1324 G Street, NW Suite 700
Washington, DC 20005-3104

Louis Anthony Cox, Jr.
Cox Associates

503 Franklin Street
Denver, CO 80218

Jeffrey Werner
897 N. Lancaster St.
Jonestown, PA 17038

California Poultry Federation
3117 A Mchenry Ave
Modesto, CA 95350

Veterinary laboratories Agency -
Weybrigdge

New Haw, Addlestone,

Surrey KT153NB UK

Agrimetrics Assoc
3121 El Boundary Court,
Midlothian, VA 23112

Timothy S. Cummings,
Poultry Clinical Professor
Box 9825

Mississippi State, MS 39762

Stacy A. Wolf
701 Pine #3
San Francisco, CA 94108

Eric Gonder
106 Lancashire Dr.
Goldsboro, NC 27534

National Chicken Council
1015 Fifteenth Street NW, Ste 930
Washington, DC 20005

ProfDr Med Gotifried Mauff
LehkstraRe 3d, 22145
Hamburg Germany

College of Veterinary Medicine
Department of Avian Medicine
Athens, GA 30602

Mark Dorenbush
2699 300th Street
Jewell, IA 50130

Charles N. Haas

Drexel University

32nd & Chestnut Streets
Philadelphia, PA 19104



Tim Huffman
Warsaw, NC

Mrs Joann €, Cox
Monroe, NC 28112

Glenna Housden
Stanley VA 22831

Ronald Bartlett
LaGrange, NC 28551

Dennis C. Gochenour
Dayton, VA

Charles T, Halterman
Dayton, VA

Scott Winfield
Stuarts Draft, VA

Robert E. William
Dayton, VA

Daniel Slater
Fulks Run, VA

Ronald Lippert
Jackson, MS
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Office of the Chief Counsel
Food and Drug Administration
5600 Fishers Lane, GCF-1
Rockville, MD 20857

October 22, 2001

Kent D. McClure, D.V.M., J.D.
General Counsel

Animal Health Institute

1325 G St., N.W., Suite 700
Washington, D.C. 20005

Dear Dr. McClure:

I write in response to your September 28, 2001, letter
requesting a meeting to discuss the legal standard used under the
Federal Food, Drug, and Cosmetic Act to determine the safety of
new animal drugs. The draft citizen petition attached to your
letter, which sets out your views on the legal standard, requests
withdrawal of the Notice of Opportunity for Hearing for
enrofloxacin that FDA's Center for Veterinary Medicine published
in the Federal Register on October 31, 2001.

I am advising the Office of the Commissioner in the
proceeding to withdraw approval of enrofloxacin. Under FDA's
reqgulations governing the withdrawal of approval of a new animal
drug, communications about this withdrawal currently are not
allowed between FDA officials advising the Office of the
Commissioner and persons outside FDA. See 21 C.F.R. 10.55(d) (1) .
Thus, I am unable to meet with you about the issues you raise in
your September 28 correspondence. In addition, under these
regulations, a copy of this correspondence and my response must
be placed in the FDA docket and served on other participants. 21
C.F.R. 10.55(d) (3).

I recognize this situation, and my inability to meet with
you, may be frustrating. However, any meeting would likely
affect my ability to participate in the withdrawal proceeding,
which would not serve anyone’s interests.




Kent D. McClure, D.V.M., J.D.
Page 2

I look forward to hearing from you and working with you on
other 1ssues of interest to you and AHI.

Sincerely,

Sahun 0 S TR
Daniel E. Troy
Chief Counsel

cc: Cheryl V. Reicin, Esq.
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Kent D. McClure, DVM, JD
General Counsel

September 28, 2001

Mr. Dan Troy

Chief Counsel

Office of the Chief Counsel
Mail Code ~ GCF-1

Room, 6-57

5600 Fishers Lane
Rockville, MD 20857-1706

Dear Mr. Troy:

The ANIMAL HEALTH INSTITUTE (AHI) is a national trade association representing
manufacturers of animal health products — pharmaceuticals, biologicals and feed additives used
in modern food production and the medicines that keep pets and livestock healthy. Our member

companies produce the vast majority of all such products in the United States, as well as the
world market.

Attached is an analysis of the “reasonable certainty no harm” standard that has been the
subject of much discussion within our industry. We would appreciate the opportunity to meet
with you to discuss this issue of vital importance to the animal health products industry. We
have previously attempted to engage FDA counsel on this issue, but have not been able to do so.
We have made these points in several comments and have even met with senior CVM officials
and counsel, who simply refused to discuss the issue.

We look forward to meeting with you at your earliest convenience and will follow up
with your office. e

Yours uly, . _
: ,
Vﬁ T T —

Kent D. McClure, DVM, ID

1325 G Street, NW m Suite 700 m Washington, D.C. 20005-3104
Telephone (202} 6§37-2440 W Fax {202) 383-1667
. www.ahi.org
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Kent D, McClure, DVM, JD
General Counsel

August 31, 2001 '
Dockets Management Branch ?&‘
Food and Drug Administration %
Department of Health and Human Services ' 0
Room ’
Rockville, Maryland 20857
CITIZEN PETITION

The ANIMAL HEALTH INSTITUTE (AHI) submits this petition under sections 201, 512 and
701 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321, 360b, 371) to request the
Commissioner of Food and Drugs to refrain from use of the “reasonable certainty of no harm”
standard for determining whether a new animal drug is “safe” within the meaning of the Food,
Drug and Cosmetic Act. AHI is the national trade association representing manufacturers of
animal health products - pharmaceuticals, biologicals and feed additives used in modern food
production and the medicines that keep pets healthy. As such, AHI certainly supports the
marketing of safe and effective new animal drugs. Indeed, AHI members annually spend
hundreds of millions of dollars in research designed to demonstrate the safety and efficacy of
animal health products. However, the “reasonable certainty of no harm standard,” as applied by
the FDA Center for Veterinary Medicine, is inappropriate.

Additionally, AHI requests that the FDA consider the interaction between the Food Drug
and Cosmetic Act and the Meat Inspection Act and the Poultry Products Inspection Act when
developing policy for the review of antimicrobial new animal drugs. SR

AHI has repeatedly pointed out in comments and at workshops that the Center for
Veterinary Medicine has spent little time publicly discussing the legal underpinnings to the
various policy initiatives underway and sought more open public analysis. We have even met
with FDA counsel and senior management who refused to discuss the issue. Therefore, we file

this petition.
A. ACTION REQUESTED

1. AHI requests that the Center for Veterinary Medicine immediately cease use of
the “reasonable certainty of no harm™ standard in the determination of whether a
new animal drug is “safe” within the meaning of the Food, Drug and Cosmetic
Act and utilize a risk / benefit analysis as directed by applicable case law.

1325 G Street, NW W Suite 700 ® Washington, D.C. 20005-3104
Telephone (202) 637-2440 W Fax (202) 393-1667
www.ahi.org




Citizen Petition
September 14, 2001
Page 2

2. AHI requests that the Center for Veterinary Medicine consider the interaction
between the Food Drug and Cosmetic Act and the Meat Inspection Act and the
Poultry Products Inspection Act when developing policy for the review of
antimicrobial new animal drugs.

B. STATEMENT OF GROUNDS
1. “REASONABLE CERTAINTY OF NO HARM”

The Center for Veterinary Medicine (CVM) has recently indicated in several documents
and workshops that it is using a standard it refers to as “reasonable certainty of no-harm” to
determine whether a new animal drug is “safe” within the meaning of the Food, Drug and
Cosmetic Act. For example, in the document 4n Approach for Establishing Thresholds in
Association with the Use of Antimicrobial Drugs in Food-Producing Animals: A Discussion
Document, http.//www.fda gov/cvm/antimicrobial/threshold2].pdf at page 3 line 99 to 102
(“Threshold Document”), CVM states “As required by the Federal Food, Drug, and Cosmetic
Act (FFDCA), CVM has applied the reasonable certainty of no harm standard to human safety
considerations associated with the use of antimicrobial drugs in food-producing animals.” The
assertion by CVM that the “reasonable certainty of no harm” standard is required by the Food
Drug and Cosmetic Act is without merit and contrary to controlling case law. It is merely a
restatement of a CVM position that was overruled by the United States Court of Appeals for the
D.C. Circuit more than twenty years ago. ‘

A. THE STANDARD FOR “SAFE” IN THE CONTEXT OF ANIMAL DRUGS

Safe is defined in the Food, Drug and Cosmetic Act as “referring to the health of man or
animal.” 21 USC § 321(u). Additional guidance with respect to the determination of “safe” for
new animal drugs is offered with a non-exclusive listing of factors to be considered. 21 USC §
360b(d)(2). As explained further below, interpretative case law has held that inherent in the

weighing of these statutory factors is a risk / benefit analysis. Indeed, such is implicit by theuse

- of such statutory factors as “probable consumption,” “cumulative effect,” “safety factors,” and
whether the conditions of use are reasonably certain to be followed in practice. Tq the contrary,
CVM utilizes a standard that does not utilize a risk / benefit analysis.

CVM has not established a statutory or regulatory basis for this standard. In the
Threshold Document, CVM asserts that the Food, Drug and Cosmetic Act requires the use of the
“reasonable certainty of no harm” standard. Interestingly, in the Notice of Opportunity for
Hearing on veterinary fluoroquinolones used in chickens and turkeys (NOOH) published by
CVM, they do not take the same position. In the NOOH, CVM merely contends that “safe” can
be defined as “reasonable certainty of no harm.” Notice of Opportunity for Hearing, 65 Fed. Reg.
64, 956 (2000). CVM has entirely failed to explain its legal analysis of the Food, Drug and
Cosmetic Act, controlling case law, or the Food, Drug and Cosmetic Act’s interaction with the
Meat Inspection Act and the Poultry Products Inspection Act.
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CVM’s rationale for use of the “reasonable certainty of no harm” standard appears to be
that this is the definition for food additives found in the Code of Federal Regulations, and that
since animal drugs were regulated as food additives prior to 1968, it applies to them as well.
Particularly since the 1968 amendments only consolidated FDA’s statutory authority. Notice of
Opportunity for Hearing, 65 Fed. Reg. 64, 956 (2000). However, there are several problems
with such an analysis.

First, the regulations promulgated by FDA under the food additive amendments have
over time articulated different definitions of safe. The one currently in place was not
promulgated until the late 1970s. 21 CFR § 170.3(i). The food additive provisions of the
FFDCA have not applied to animal drugs since 1968 with the animal drug amendments. 21
U.S.C. §321(s)(5). So, the current food additive rule (which on its face applies only to food
additives) has never applied to animal drugs.

Second, in the DES withdrawal proceedings, when a manufacturer relied upon FDA food
additive language, CVM argued that the food additive provisions of the FFDCA and the food
additive regulations were not applicable or binding to new animal drugs. 44 F ed.Reg. 54882-3 .
(1979). CVM appears to be highly inconsistent on this issue, arguing that the food additive
provisions apply or don’t apply to new animal drugs according to their immediate need.

Third, the FFDCA itself does not provide the standard (other than the implicit direction
of a risk / benefit analysis) for the determination of safety, and CVM has not promulgated any
rules setting the standard in the context of animal drugs. Courts that have attempted to determine
the standard against which the CVM must evaluate safety data for a new animal drugs have
determined that no particular standard is mandated by the FFDCA. “The Food, Drug, and
Cosmetic Act does not indicate the standard an applicant must meet to demonstrate a new drug’s
safety or the evidence upon which the FDA must base its safety determination.” Stauber v.
Shalala, 895 F.Supp. 1178, 1191 (W.D. Wis 1995)(emphasis added); dmerican Cyanamid Co. v.
FDA, 606 F.2d 1307, 1313-1314 (D.C. Cir. 1979)(The FFDCA contains no provision delineating

the nature of the evidentiary showing required to prove the safety of a new drug). e

B. AS APPLIED, CVM 1S PRECLUDED FROM USE OF THE “REASONABLE
CERTAINTY OF NO HARM” STANDARD FOR THE DETERMINATION OF
“SAFE” IN THE CONTEXT OF NEW ANIMAL DRUGS

i CVM FAILS.TO PERFORM A RISK - BENEFIT ANALYSIS

Current application of the “reasonable certainty of no harm” standard by CVM is such
that a risk / benefit analysis is not performed. Rather, if risk or potential risk is identified, the
position is that the standard cannot be met. Ata CVM workshop on antimicrobial resistance, Dr.
Alan Rulis, an FDA official, explained that a risk - benefit analysis is specifically not performed
under the “reasonable certainty of no harm” standard. Draft Risk Assessment and the
Establishment of Resistance Thresholds Workshop, December 10, 1999 Transcript at 16, Line
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12. (“[Reasonable certainty of no harm] does not weigh risks and benefits.”)
http://www.fda.gov/cvm/antimicrobial/v121099.pdf . '

ii. CVM IS REQUIRED TO PERFORM A RISK - BENEFIT ANALYSIS

~ In this context, CVM is precluded from utilizing the “reasonable certainty of no harm”
standard because CVM applies it in a2 manner contrary to controlling law, which requires CVM -
to conduct a risk - benefit analysis when determining the safety of new animal drugs. This is
implicit in the FFDCA by the use of such statutory factors as “probable consumption,”
“cumulative effect,” “safety factors,” and whether the conditions of use are reasonably certain to
be followed in practice. Additionally, the U.S. Court of Appeals for the District of Columbia
Circuit has at least twice held that CVM must consider the benefits of new animal drugs in the
context of the determination of “safe” of a new animal drug under the FFDCA. Hess & Clark v.
FDA,495 F.2d 975 (D.C. Circuit 1974); Rhone-Poulenc v. FDA, 636 F.2d 750 (D.C. Circuit
1980). i

In Hess & Clark, the Court reviewed CVM’s determination of the safety of an animal
drug used in a food producing species and specifically held that a risk/benefit analysis was
inherent in the approval process for new animal drugs. 495 F.2d at 993, 994. “[T]he issue for
the FDA is whether to allow sale of the drug, usually under specific restrictions. Resolution of
this issue inevitably means calculating whether the benefits which the drug produces outweigh
the costs of its restricted use.” Id. (emphasis added). The Hess & Clark case was remanded to
the agency for further agency action.

The agency conducted an administrative hearing and published its findings in the F ederal
Register. A portion of the Federal Register publication addressed the issue of a risk / benefit
analysis for animal drugs and the Hess & Clark decision. 44 Fed. Reg. 54,852, 54,881-83
(1979). The FDA Commissioner stated that the language in the Hess & Clark decision
indicating that the agency must consider the benefits of use of an animal drug was dictum, not
binding on the agency. /d. The Commissioner then pointed to (1) the legislative history behind

the animal drug amendments of 1968, (2) a failure of the Hess & Clark court to understand the — - - -

differences in human and animal drugs, (3) the legislative history behind the FFDCA food
additive provisions, (4) the CVM position against consideration of the benefits of an animal
drug, and (5) “policy arguments” to conclude that the FFDCA does not allow the agency to
consider the benefits of a new animal drug when determining safety. d.

The same case again came before the US Court of Appeals for the D.C. Circuit in Rhone-
Poulenc, Inc. v. FDA, 636 F.2d 750 (D.C. Cir. 1980). The court addressed whether its risk /
benefit language in Hess & Clark was binding on the agency. The court stated: ’

In Hess & Clark v. FDA we held that

[Tlhe typical issue for the FDA is not the absolute
safety of a drug. Most drugs are unsafe in some
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degree. Rather, the issue for the FDA is whether to
allow sale of the drug, usually under specific
restrictions.  Resolution of this issue inevitably
means calculating whether the benefits which the
drug produces outweigh the costs of its restricted
use.

In his decision the Commissioner characterized this language
as dictum and expressed the opinion that the statute does not
allow him to consider the overall benefits of an animal drug.

The Commissioner’s arguments regarding the propriety of risk-
benefit analysis are repeated in the agency’s brief. We decline
the invitation to overrule our prior holding, however. The
language quoted above was not dictum. Rather, it expressly set
forth one of the issues to be considered at the hearing.

Whatever the merits of the Commissioner’s arguments on this
point may be, we are bound by the holding of the Hess & Clark
court until we are instructed otherwise by the Supreme Court or
an en banc decision of this Court.

Id. at 754. (citations omitted).

Therefore, the holding of the US Court of Appeals for the D.C Circuit is binding on the
FDA. The Court held that risk - benefit analysis is a required, inherent part of the determination
of “safe” under the FFDCA. Because risk - benefit analysis is inherent in the determination of
safety under the FFDCA, “reasonable certainty of no harm,” as applied by CVM, cannot be the
standard because it fails to conduct the required analysis.

Furthermore, the US Supreme Court has recently held that risk benefit / analysis is

inherent in the determination of “safe” under the several provisions of the FFDCA that requirea— - - -

determination of safety. FDA v. Brown & Williamson, 529 US 120, 140 (2000)(“Several
provisions in the Act require the FDA to determine that the product itself is safe as-used by
consumers. That is, the product's probable therapeutic benefits must outweigh its risk of
harm.”). The courts that have addressed the issue have consistently held that a risk / benefit
analysis is inherent to the process. When will CVM’s policy comply with the courts’ rulings?

iii. CVM ANALYSIS IS SUPERFICIAL

During discussion at the Use of Antimicrobial Drugs in Food Animals and the
Establishment of Regulatory Thresholds on Antimicrobial Resistance, workshop held by CVM in
January 2001, and in follow-up, CVM panelist, Linda Horton, contended that CVM did not have
to perform a risk / benefit analysis when determining whether a new animal drug is “safe” under



Citizen Petition
September 14, 2001
Page 6

FFDCA, and gave as reference a document titled PRECAUTION IN U.S. FOOD SAFETY
DECISIONMAKING: Annex I to the United States® National Food Safety System Paper. This
document can be found on the www.foodsafety.gov website. The Precaution paper does not
support the position taken by CVM. A smgie footnote in the document states: “As to veterinary
drugs, FDA’s position has long been that, in its decision making, the agency is precluded from
cost-benefit analysis. See FDA’s Decision banning DES, 44 Fed. Reg. 54852 (1979), and FDA’s
regulation banning gentian violet as an additive in animal feed or as an animal drug, 56 Fed. Reg.
40502 (1991) (citing the American Textiles Manufacturers case).” Id at note 212.

The footnote reference to the DES decision is interesting, as it was in the DES cases (the
Hess & Clark and Rhone-Poulenc cases discussed above) that the D.C. Circuit rejected CVM’s
position, concluding that risk / benefit analysis is an inherent part of the determination of
whether a new animal drug'is “safe” under the FFDCA. Further, reliance on the American
Textile Manufacturers case is also misplaced, as discussed below.

iv. CVM POSITION ON COST / BENEFIT ANALYSIS IS INCORRECT

CVM has long taken the position that cost / benefit analysis is not part of its inquiry
under the FFDCA. Seee.g. 56 Fed. Reg. 41902 (1991) (Nitrofurans withdrawal action). In that
action CVM stated that cost/benefit considerations are irrelevant under the general safety clause
of the FFDCA, and that American Textiles Manufacturers Institute v. Donovan, 452 U.S. 490
(1981) is “ample authority” for the proposition that clauses like the FFDCA's general safety
clause “do not permit, much less invite, cost/benefit analysis.” Illustrative of the overall problem
with the FDA analysis, it bolsters its position by referencing language from the FDA DES
decision that was rejected a decade before by the D.C. Circuit. 56 Fed. Reg. at 41902 at n.5.

CVM’s reliance on American Textiles Manufacturers Institute is misplaced. The issue in
that case was whether OSHA’s organic statute required an economic cost / benefit analysis in
terms of the economic cost to.the regulated industry versus the benefits derived by a cotton dust
standard. American Textiles Manufacturers Inst. 452 US at 506. The holding in that case was
that a cost benefit analysis was not required because feasibility analysis was required, as
mandated by Congress. /d. at 509. The analysis of whether the cost incurred by the regulated
industry in complying with a particular regulation is outweighed by the benefits produced by the
regulation is a qualitatively different inquiry than whether the benefits produced by a drug
outweigh the cost of its restricted use. In the context of pharmaceuticals, an analogous inquiry to
the one in American Textiles Manufacturers Inst. would occur if the industry challenged a
regulation requiring a particular type of study by saying the agency didn’t take into account the
costs incurred by the industry in running the studies versus the amount of beneficial information
learned from them. In a case where the FDA was a party, the US Court of Appeals for the First
Circuit indicated that reliance on the American Textiles Manufacturers Inst. case in the context
of interpreting the FFDCA was misplaced. Commonwealth of Massachusetts v. Hayes, 691 F.2d

57, n4.
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2. CVM MUST CONSIDER THE INTERACTION BETWEEN THE FFDCA, THE MEAT
INSPECTION ACT, AND THE POULTRY PRODUCTS INSPECTION ACT

The FDA regulates the approval of new animal drugs under the FFDCA. The USDA
regulates the slaughter and processing of livestock and poultry under the Meat Inspection Act
and the Poultry Products Inspection Act. Under the FFDCA, CVM determines whether a new
animal drug has been shown to be “safe.” One of the statutory factors for consideration of safety
is the “probable consumption of such drug and of any substance formed in or on food because of
the use of such drug.” See 21 USC § 360b(d). In the NOOH, CVM states that it views resistant
camplyobacter bacteria to be “substances” formed in or one food due to the use of the new
animal drugs in question. 65 Fed.Reg. at 64956. That is, they intend to consider whether the
drug is safe based upon the presence of certain levels of resistant bacteria as contaminants to raw
meat and poultry. CVM’s proposed method for the consideration of the safety of these
antimicrobial new animal drugs is directly dependent upon slaughter processes regulated by -
USDA. The incidence of bacterial contamination on meat and poultry carcasses is directly
related to programs established and regulated by the USDA (e.g. HAACP). CVM cannot operate
in a'vacuum. It must consider the interaction between the FFDCA, the Meat Inspection Act and
the Poultry Products Inspection Act, because with respect to many products, a veterinary drug
sponsor will, in effect, be controlled by performance standards established by the USDA.

A, MEAT INSPECTION ACT AND POULTRY PRODUCTS INSPECTION ACT

The Meat Inspection Act requires the USDA to inspect all meat food products derived
from cattle, sheep, swine, goats and equines prepared in any slaughtering, meat-canning, salting,
packing, rendering, or similar establishments. 21 USC § 606. Products found not to be
adulterated are stamped “inspected and passed.” /d. This means that products stamped inspected
and passed” have been found not to bear or contain any poisonous or deleterious substance
which may render it injurious to health, or that the quantity of any substance does not ordinarily
render it injurious to health. 21 USC § 601(m). Likewise, the Poultry Inspection Act prohibits
the sale of any poultry products unless they have been inspected and passed as not adulterated.

21 USC 458(a)(2) This means that products inspected and passed have been found nottobear. ... . . .

or contain any poisonous or deleterious substance which may render it injurious to health, or that
the quantity of any substance does not ordinarily render it injurious to health. 21 USC 453(g). In
the context of food, the use of the terms “adulterated” and “substance” are consistent between the
Meat Inspection Act, the Poultry Products Inspection Act and the FFDCA. Compare 21 USC §
342,21 USC § 453(g), and 21 USC § 601(m). Moreover, courts will interpret the same language
from these statutes to have the same meaning. See Supreme Beef Processors, Inc. v. USDA, 113
F. Supp. 2d 1048, 1052 (N.D. Tex. 2000)(In order to interpret the Meat Inspection Act, the court
cited to case interpreting identical definition of the term “adulterated” in the FFDCA).

B. CVM AND USDA CONFLICT ON THE MEANING OF THE SAME TERMS IN
THE SAME CONTEXT
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The USDA does not consider the mere presence of bacterial pathogens (except for E. coli
0157:H7 in certain circumstances) regardless of antimicrobial resistance patterns, to cause raw
meat or poultry to be adulterated. Final Rule, Pathogen Reduction; Hazard Analysis and Critical
Control Point (HACCP) Systems, 61 Fed. Reg. 38835 (1996)(“Therefore, FSIS has not taken the
position in this rulemaking that some amount of a pathogen necessarily renders a raw meat or
poultry product unsafe and legally adulterated.”). It is FSIS policy to label “inspected and
passed” raw meat and poultry products with the known or suspected presence of some
pathogenic bacteria. /d. at 38852.

By operation of law, the marketing of raw meat and poultry products that contain
“resistant” bacteria (i.e. those with particular resistance patterns) necessarily means that the
USDA has, by virtue of labeling it “inspected and passed,” made a determination that either (1)
resistant bacteria on raw meat or poultry are not “substances;” (2) resistant bacteria on raw meat
or poultry are not substances that may be injurious to health; or (3) resistant bacteria on raw meat
or poultry are not substances present in quantities that ordinarily render it injurious to health. As
CVM has contended that the fluoroquinolones approved for use in chickens and turkeys areno
longer shown to be safe due to the existence of some level of resistant Campylobacter bacteria
~ contaminating raw chickens products, where the poultry at issue was marked “inspected and
passed” and sold into the food supply, CVM and USDA are necessarily in conflict over the use
of the same statutory terms in the same context. CVM considers these drugs unsafe due to the
presence of a substance, resistant bacteria, that USDA has determined is either not a substance,
not a substance injurious to health, or not a substance present in quantities ordinarily injurious to
health. This conflict is not removed by CVM simply asserting that its authority is found in a
different statute than USDA’s. First, the Supreme Court has stated that it is a classic judicial task
to reconcile many laws enacted over time to have them make sense in combination. FDA v.
Brown & Williamson, 529 U.S. 120, 143 (2000). Therefore, the acts will eventually be
interpreted to make sense in concert. Second, as federal courts will interpret the same language
under the FFDCA and the Meat Inspectzon Act and Poultry Inspection Acts the same, CVM must
address the implications of arriving at differing conclusions than USDA when interpreting how
to handle “substances™ on meat and poultry. Third, CVM is attempting to determine the safety of

veterinary antibiotics based upon the resistance patterns of bacterial contaminants isolated from. .

USDA regulated facilities. The presence of contaminants is directly related to processes

regulated by USDA under the Meat Inspection and Poultry Inspections Acts. Therefore, CVM
must consider the interactions between the Meat Inspection Act, the Poultry Products Inspection
Act, as well as the implications and ramifications of conflicting interpretations. How can CVM
find that these veterinary antibiotics are not safe based on a substance formed in or on food due
to the use of an animal drug, where the USDA, who regulates the animal product, has determined
that the same “substance” on the same food is either not a substance, not injurious to health or
nor present in a quantity that is ordinarily injurious to health?

3. Withdrawal of NOOH

The NOOH seeking the removal of veterinary fluoroquinolones for use in Chickens and
Turkeys from the market should be withdrawn by CVM. A thorough discussion of the numerous
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flaws within the NOOH can be found in the comments of the Animal Health Institute, the Bayer
Corporation, the American Veterinary Medical Association, and a host of others who submitted
substantive comments to the docket. Together, these comments demonstrate that the NOOH
should be withdrawn. ‘ - ‘ '

However, several legal and policy issues compel withdrawal of the NOOH. First, as
discussed above, it relies upon an improper use of the “reasonable certainty of no harm.”
Therefore, any conclusion reached in the NOOH is fatally flawed. Second, CVM presented zero
data regarding the turkey approvals. Seeking the withdrawal of a product from the marketplace, -
i.e. the turkey claim, while supplying absolutely zero data and no discussion is the very ‘
definition of an arbitrary and capricious action. Finally, from a policy perspective, the FDA has
worked for more than two years towards establishing regulatory thresholds for veterinary
antibiotics used in food producing species. Yet, CVM chose to issue the NOOH before any
- public discussion of appropriate levels of risk or meaningful discussion of risk standards was -
held. CVM has not defined the thresholds that, according to it, will establish acceptable levels of
risk. How can CVM be in a position to, in effect, set a regulatory threshold for veterinary
fluoroquinolones in chickens and turkeys, before the process designed to figure out how to
appropriately set such regulatory thresholds is complete?

C.  ENVIRONMENTAL IMPACT

This petition is categorically excluded from submission of an environmental assessment

D. EcoNoMIC IMPACT

If requested we will provide information about economic impact.

E. CERTIFICATION

The undersigned certifies, that, to the best knowledge and belief of the undersigned, this :
petition includes all information and views on which the petition relies, and thatitincludes . .
representative data and information known to the petition which are unfavorable to the petition.

-~

Sincerely,

Kent D. McClure, DVM, }LD




